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CAVERNOMAS RELACIONADOS COM EPILEPSIA
EPIDEMIOLOGIA DENTRO DO CONTEXTO DAS EPILEPSIAS

* 10-15 % DE TODAS AS MALFORMACOES VASCULARES DO ENCEFALO (Batra et al.,
2009 )

. EPILEPSIA E A MANIFESTACAO MAIS COMUM NOS CAVERNOMAS CEREBRAIS (40%
A 70%) (Awad & Jabbour, 2006 )

» JUNTO COM OUTRAS MALFORMACOES VASCULARES CCMs respondem por 5.6 %
DE TODOS OS CASOS DE EPILEPSIAS ASSOCIADOS A PATOLOGIAS segundo o
European Epilepsy Brain Bank (Blumcke, 2015).

e 40% PODEM EVOLUIR COM EPILEPSIA FARMACO RESISTENTE **

** Ferrier CH, Aronica e, Leijten FS, Spliet wG, Boer K, van Rijen PC, van Huffelen AC (2007) electrocorticography discharge patterns in patients with a
cavernous hemangioma and pharma- coresistent epilepsy. J Neurosurg 107:495-503. doi:10.3171/ JNS-07/09/0495



TERMINOLOGIA ILAE
CAVERNOMAS RELACIONADO A EPILEPSIAS (CRE)
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CAVERNOMA NAO RELACIONADO COM EPILEPSIA



ILAE classification of the epilepsies: Position paper of the

ILAE Commission for Classification and Terminology

'231ngrid E. Scheffer, ' Samuel Berkovic, *Giuseppe Capovilla, "Mary B. Connolly,
°jacc1ueline French, "Laura Guilhoto, *°?Edouard Hirsch, '°Satish Jain, : 'Gary W. Mathern,
2Solomon L. Moshe, *DouglasR. Nordli, "“Emilio Perucca, lsTorbjiirn Tomson,
'*Samuel Wiebe, ""Yue-Hua Zhang, and '%19Gameer M. Zuberi

Epilepsia, **(*):1-10, 2017
do1: 10.1111/ep1.13709

7~€Classification of Seizure Types Basic Version ! I E. Scheffer et al.
Generalized Onset Unknown Onset \..\
1 . y \ / Etiology
Impaired f Motor ) 4 Motor h
Awareness Tonic-clonic Tonic-clonic
/ Other motor
Other motor o
S \Non-Motor (Absence) ) L Non-Motor ) kS - SE—
Non-Motor s
/ S m— _
Unclassified 2 ‘o pilepsy types Infectious
[ focal to bilateral tonic-clonic '5 Combined
E Focal Generalized Generalized Unknown
1 & Focal
1 Definitions, other seizure types and descriptors are listed in the accompanying paper & glossary of terms 8

2 Due to inadequate information or inability to place in other categories

Unknown

From Fisher et al. Instruction manual for the ILAE 2017 operational classification of

Epilepsy Syndromes
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Table |I. The anatomic location of cavernomas

#| Frontal lobe 150 (22)\ )
Parietal lobe 98 (14)
Temporal lobe 139 (20)

] Occipital lobe 27 (4)
Total lobar — — 432 (63)
Basal ganglia/thalamus 27 (4)
Supratentoriglnotspecified — 93(13) |_

< | oaI supratentorial 552(80) | 0>
BT ———————e e e e T

Cerebellum 25 (4)
Infratentorial not specified 5(1)
Total infratentorial 125 (18)
Orbital 2 (0)
Spinal cord 5(1)
Other® 6(l)
Total 690 (100)

“Includes medulla oblongata, pons, mesencephalon, diencephalon, pineal
gland, third ventricle, and fourth ventricle.

Corpus callosum, extradural, and lateral ventricle. Modified from Moran
et al. (1999).




FATORES DE RISCO PARA EPILEPSIA
RELACIONADA COM CAVERNOMA

LOCALIZACAO SUPRATENTORIAL versus

INERATENTORIAL LOCALIZAGAO LOBAR

CORTICAL versus SUBCORTICAL NOS CCMs NUMERO DE CAVERNOMAS

SUPRATENTORIAIS TAMANHO DA LESAO E DEPOSITO

MESIOTEMPORAL versus NEOCORTICAL DE HEMOSIDERINA

Cavernoma-related epilepsy: Review and recommendation
for management — Re p ort of the Surgic IT sk Fo f
the ILAEC ommissio Th rapeutic Strate g

on Therapeutic Strategies of the ILAE



Epilepsia, 54(9):1699-1706, 2013
doi: 10.1111/ep1.12327

FULL-LENGTH ORIGINAL RESEARCH

Surgical management and long-term seizure outcome after
epilepsy surgery for different types of epilepsy associated

with cerebral cavernous malformations

*Christian von der Brelie, 1Michael P. Malter, ;Pitt Niehusmann, $Christian E. Elger,
*Marec von Lehe, and *Johannes Schramm

tipos de Epilepsias :

Localizagdo TEMPORAL > frequente
'EFR (p<0.05)

*Departments of Neurosurgery, tEpileptology, and :Neuropathology, University of Bonn Medical Centre, Bonn, Germany

Table 2. Epilepsy/seizure semiology Localizagéo areas eloguentes >
Chronic  Sporadic | [frequente nas Epilepsias Cronicas __ |
DRE (%) epilepsy (%)  seizures (%)
Complex partial seizures 66/76 (87) 7/20 (35) 9/22 (38) Al HE ST CCM
Other focal seizures 10/76 (13) 10/20 (45) 12/22 (50) |
B Temporolateral
Generalized convulsions 59/76 (78) 10/20 (45) 17122 (77) N meoran
Secondary generalizing 52/59 (88) 5/10 (50) 4/17 (24) W insar
convulsions
Mesial temporal sclerosis 6/76 (8) 1/20 (5) 0
Other pathologies (tumor, 6/76(8) 4/20 (18) 0 Chronic epilepsy Sporadic seizures
vascular, TBI)
TBI, traumatic brain injury.




MECANISMOS DE EPILEPTOGENESE
CAVERNOMAS CEREBRAIS E EPILEPSIAS

(1) EPILEPTOGENESE DO TECIDO AO REDOR
(2) EPILEPTOGENESE DO TECIDO REMOTO

- Andre Palmini - Usha Aryal - Roland Coras - Eliseu Paglioli , Acta Neuropathol (2014) 128:55-65 DOI 10.1007/s00401-014-1294-y



CAVERNOMAS CEREBRAIS E EPILEPSIA
MECANISMOS DE EPILEPTOGENESE
Ao redor do CCM...
Isquemia *hipertenséo venosa *gliose/ resposta inflamatoria
* alteracoes das camadas corticais como 0 que ocorre nas

Displasias Focais *Astrogliose BHE/Astrocitos

) o

* Clustter de citocinas pro-inflamatorias

Acta Neuropathol (2014) 128:55-65



pilepsia, . - >
Blackwell Publishing, Inc.
© 2003 International League Against Epilepsy

Physiology of Human Cortical Neurons Adjacent to Cavernous
Malformations and Tumors

* Anne Williamson, fPeter R. Patrylo, *Sunghoon Lee, and *Dennis D. Spencer

Al
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B Spontaneous Activity in Tissue Adjacent to a Glioma
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CAVERNOMAS CEREBRAIS E EPILEPSIA

MECANISMOS DE EPILEPTOGENESE

Spontaneous Activity in Tissue Adjacent to CMs

500 ms

M IOﬁ
100 ms
Nﬂ") ™

e

(1) epileptogenesis do
tecido cerebral ao redor
do CCM (5x mais
complexos com potenciais
pos sinapticos excitatorios
espontaneos, em 71%
células)

10 mV

500 ms



Epilepsy Research (2014) XXX, XXX—XXX

SEEG mostrando a
hiperexcitabilidade neuronal no
Beyond the lesion: The epileptogenic teCidO SUbjacente aO CCM

networks around cavernous angiomas

journal homepage: www.elsevier.com/locate/epilepsyres

Amandine Sevy?, Martine Gavaret®":¢, Agnés Trebuchon "¢,
Lisa Vaugier 2", Fabrice Wendling€¢, Romain Carron®¢,
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MECANISMOS DE EPILEPTOGENESE
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Cerebral cavernous malformations in the setting of focal
epilepsies: pathological findings, clinical characteristics,
and surgical treatment principles

Lara E. Jehi - Andre Palmini - Usha Aryal -
Roland Coras - Eliseu Paglioli
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CAVERNOMAS CEREBRAIS E EPILEPSIA
MECANISMOS DE EPILEPTOGENESE
Multiplos Fatores

GENOTIPO CCM E GENES CANDIDATOS

Brain Vascular Malformation Consortium (BVMC)

. 190 Hispanicos genotipados
. 817.810 SNPs

. 56 Genes candidatos:

. Vias inflamacao/resposta imune
. Malformacoes vasculares
. Inflamacao ou resposta imune
(T, B, monocitos e macrofagos)
. 830 SNPs analisados para associacao
com marcadores de gravidade
da doenca por CCM1

Nerissa U. Ko, MD, MAS, AAN, 2019



GLIA

Blood-Brain Barrier Dysfunction, TGFpB Signaling,
and Astrocyte Dysfunction in Epilepsy

UWE HEINEMANN,' DANIELA KAUFER,” anp ALON FRIEDMAN?®*

GLIA 60:1251-1257 (2012)

Epilepsia, 52(Suppl. 3):33-39, 2011
doi: 10.1111/1.1528-1167.2011.03034.x

IMMUNITY AND INFLAMMATION IN EPILEPSY S

Molecular cascades that mediate the influence of

inflammation on epilepsy
*Alon Friedman and Ray Dingledine

com/naturemedicine

*Department of Physiology and Neurobiology, Faculty of Health Sciences, Zlotowski Center for Neuroscience,
Ben-Gurion University of the Negev, Beer-Sheva, Israel; and {Department of Pharmacology, Emory Chemical

Epilepsia, 49(Suppl. 2):24-32, 2008
doi: 10.1111/j.1528-1167.2008.01490.x

Brain inflammation initiates seizures

Jonathan K Kleen & Gregory L Holmes

Interfering with the adhesion of immune cells to the cerebral vasculature holds seizures in check, potentially
opening a new realm of therapeutics (pages 1377-1383).

SUPPLEMENT - EARLY GLIAL DYSFUNCTION ——— __./\\,___..—-/'\
PMN endothelial adhesion, rolling

Glia as a source of cytokines: Implications for neuronal
excitability and survival

*Annamaria Vezzani, *Teresa Ravizza, *Silvia Balosso, and fEleonora Aronica

IMMUNITY AND INFLAMMATION IN EPILEPSY (lIE2016)

Neuroinflammatory targets and treatments for epilepsy
validated in experimental models

1.23E|eonora Aronica, **Sebastian Bauer, *’Yuri Bozzi, *Matteo Caleo, 8Raymond Dingledine,
2Jan A. Gorter, ’David C. Henshall, '°Daniela Kaufer, ' lSookyong Koh, lzWolfgang Loscher,
13.1)ean-Pierre Louboutin, '*'*Michele Mishto, *'’Braxton A. Norwood, '*Eleonora Palma,
'"Michael O. Poulter. *°Gaetano Terrone. *’Annamaria Vezzani. and ' Rafal M. Kaminski Neural tissue

Epilepsia, 53(7):1215-1224, 2012
doi: 10.1111/j.1528-1167.2012.03540.x

FULL-LENGTH ORIGINAL RESEARCH

Interleukin-1 f and microRNA-146a in an immature rat model

and children with mesial temporal lobe epilepsy

*Ahmed Omran, *Jing Peng, *Ciliu Zhang, *Qiu-Lian Xiang, jJinfeng Xue, *Na Gan,
*Huimin Kong, and *Fei Yin
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B | oma rke Is Of cavernous an gl oma Wlt h Plas.ma Biomarkers of Inflammation apd Angiogenesi§

Predict Cerebral Cavernous Malformation Symptomatic

sym ptomatic hemorrhage Hemorrhage or Lesional Growth

Short Communication

Sean B. Lyne," Romuald Girard,' Janne Koskimaki,' Hussein A. Zeineddine,' Dongdong Zhang,’

Ying Cao,’ Yan Li,2 Agnieszka Stadnik,' Thomas Moore,' Rhonda Lightle,’ Changbin Shi,’ Romuald Girard,* Hussein A. Zeineddine,* Janne Koskimiki, Maged D. Fam, Ying Cao,
R Ty 2 .. ] ] ] 5 Changbin Shi, Thomas Moore, Rhonda Lightle, Agnieszka Stadnik, Kiranj Chaudagar,

obert Shenkar,” Julian Carrion-Penagos,’ Sean P. Polster,’ Sharbel Romanos,’ Amy Akers, Sean Polster, Robert Shenkar, Ryan Duggan, David Leclerc, Kevin J. Whitehead, Dean Y. Li,
Miguel Lopez-Ramirez,* Kevin J. Whitehead,® Mark L. Kahn,® Mark H. Ginsberg,* Issam A. Awad

Douglas A. Marchuk,” and Issam A. Awad’

O DESFECHO DOS ESTUDOS DE BIOMARCADORES FORAM PARA CASH

e BIOMARCADORES IMUNOLOGICOS SEMELHANTES =\ EPILEPSIAS

(sCD14), VEGF, C-reactive protein (CRP), and IL-10 distinguishing CASH patients with 76% E /
sensitivity and 80% specificity (P = 0.0003). The prognostic CASH biomarker (sCD14, VEGF, IL-1p, Lé‘:é: 0 g \
and sROB0O-4) was confirmed to predict a bleed in the subsequent year with 83% sensitivity and < 1 ;;J § - \\\j‘
93% specificity (P = 0.001). Genes associated with diagnostic and prognostic CASH biomarkers eé - g :‘% I S i _...‘+526°/
were differentially expressed in CASH lesional NVUs. Thirteen plasma miRNAs were differentially 3 g é % 0.0 L
expressed between CASH and non-CASH patients. h e, 8 E

£ 5 20
CONCLUSION. Shared and unique biomarkers of recent symptomatic hemorrhage and of future . E ‘LuBJ stable,  Hemorhagic
bleeding in CA are mechanistically linked to lesional transcriptome and miRNA. The biomarkers L. - : . ; % ~ 40 "pa"s'°”
may be applied for risk stratification in clinical trials and developed as a tool in clinical practice. ° 25100 - Spegi?"lcity (%) 75 e é

S

PROGNOSTICO
sCD14, VEGF, IL1-BETA ,
sROBO-4

DIAGNOSTICO
sCD14, VEGF, PCR, IL-10

s'9""1:'Calfereng;a nNos pacl ~

SENSIBILIDADE 83% CCM com evento em 1 ano
ESPECIFICIDADE 93%

SENSIBILIDADE 76%
ESPECIFICIDADE 80%




1 Mesial temporal lobe epilepsy with
hippocampal sclerosis (TLE-HS) is a
frequent condition within the
pharmacoresistant group of epilepsies
classified as a syndrome with clinical,
electroencephalographic, genetic and
immunological features (Berg, 2009;
Vezzani et al., 2011).

Substance |
S-HT

Histamine

[ The release of inflammatory cytokines in
mesial structures may activate mechanisms

associated with prolonged epileptic seizure
and neuronal damage (Balosso et al., 2009),
and also neurogenesis, neuroplasticity and
synaptic reorganization (Jankowsky and
Patterson, 2001; Vezzani et al., 2011).

Endothelial

cell

I Basal lamina

Dimitris N. Xanthos and Jiirgen Sandkiihler, Neurogenic neuroinflammation: inflammatory CNS reactions in
response to neuronal activity. NATURE REVIEWS | NEUROSCIENCE Volume 14, January 2014
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Journal of Neuroimmunology

Neuroimmunology

journal homepage: www.elsevier.com/locate/jneuroim

Resection of the epileptogenic lesion abolishes seizures and reduces inflammatory
cytokines of patients with temporal lobe epilepsy

Thereza Quirico-Santos ¥, Isabella D'Andrea Meira P, Aline C. Gomes 2, Valeria C. Pereira °, Moises Pinto °,
Marisa Monteiro ®, Jorge M. Souza €, Soniza V. Alves-Leon P

* Department of Cellular and Molecular Biology, Institute of Biology, Fluminense Federal University, Rio de Janeiro Federal University, Rio de Janeiro, Brazil
b Department of Neurology, Rio de Janeiro Federal University, Rio de Janeiro, Brazil
<€ Department of Neurosurgery, Rio de Janeiro Federal University, Rio de Janeiro, Brazil
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Astrocitos tém papel importante na epileptogenese possivelmente por sua interacao com a liberacao de

neurotransmissores excitatorios (Seifert et al., 20006)

Spontaneous Activity in Tissue Adjacent to CMs
Al A2

NEURONIOS AO REDOR DO CCM APRESENTAM RESPOSTA EXCITATORIA MAIOR
A ESTIMULAGAO SINAPTICA, COM MULTIPLOS POTENCIAS DE ACAO EM " \
SURTOS OU POTENCIAS POS SINAPTICOS EXCITATORIOS PROLONGADOS ead -

;’B/"’

= BDNF - NGF ~ T cell\\\\ ‘
- CB - NPY ,/—\ . 1()mV|
- CGRP * Resolvins / — wllidl BN - ATFP - ATP o Glu Il i 100
= Complement and Lipoxigfk 5 \ = BDNF - CB = Gly me
o Cytokines = Serotoniny \ = Cytokines - CGOGRP = NA J W W/J
= DA - SOM f - \ - DAMP = Complement = NGF % {
- DAMP - SP f x ) - D-Ser = Cytokines = Resolvins
= END | T Cytokines “ - GA = DA and Lipoxins - ATP
B B | ) - | - - P - PG = Cytokines
il £ | \\ ‘ - PG - END = Serotonin - DA
- ATP - NA | —_— ~ S
- CB e NPY | “ - GABA A - SP Q = NA d
= Complement = Resolvind / \ - Serotonin
= Cytokines and \ v
- DA Lipoxins "" N
- DAMP = Serotonin |\ / Postsynaptic L iariEanis ,. - ATP
= END - SOM Y ; v - CB
= Fractalkine - SP } - ""”"/l '. ulid \ - Cytokines
- GABA S // | - ATP = Fractalkine
e ATP N _ B - CB - GABA
- BDNF - CGRP - Glu
= Complement r—ff == ————————— = - L Vb gom:’::.lement B Sg
= Cytokines 4 mO‘ H ": H ) © Sytokines .
- DAMP 1 o - gif\‘lP
- Glu ' - ATFP H B
- NO — C D |- sonE : - END ‘\
- PG - - CGRP . e Glu 47
Microghlial — — o Glu - s fl= NA
- Cytokines cell - COGRP - NPY . — Astrocyte fl|= NO
- DAMP - C 1 - SOM ' i endfoot | |= PG
- His c compement| |l=sp : i Endothelial = Resolvins
- NGF . Dz'\th?iplne) : 1 cell and ipoxins
- NO - Cytokines - : : * Serotonin
- PAF = F'\éD - DAMP ; 4 = ; - SP N
- <, - F talki : O :
— ggrotonin —MatlE — = : - ] : - ytokines
- TRP - NO - X ! — END
Ma=t cell = NFY ' S ! - NO
s PAF | B T T T~ - PG Interneuron
e PG >
Blood—CINS barrier - SP | ‘ CINS

Peripheral tissue

Orthodromic
action potential O Plasmalemmal
transporter

lon chanmnnmnel or
ronotropic receptor

Metabotropic
receptor

Dimitris N. Xanthos and Jirgen Sandkiihler, Neurogenic neuroinflammation: inflammatory CNS reactions in
response fo neuronal activity. NATURE REVIEWS | NEUROSCIENCE Volume 14, January 2014

Peptidergic C-fibre terminal




Role of the gut microbiota in CCM and the microbiome
Immunity and inflammatory disease

Nobuhiko Kamada’', Sang-Uk Seo’, Grace Y. Chen? and Gabriel Nunez'

E—— Endothelial TLR4 and the microbiome

Genetic and/or environmental factors can modulate variability in disease

a .S
. O?;'ner microbiota ;'.\d Xé\: :troldn:‘ ° °
« PSA® ides s
D o el drive cerebral cavernous malformations
: : =& o N1 Epithelal AlanT. Tang!, J P. Choi2, Jonathan J. Kotzin®#, Yiqing Yang!, C C. Hong!, Nicholas Hobson®, Romuald Girard®
Cut ey | o\ el Hussein A. Zeineddine’, Rhonda Lightle%, Thomas Moote®. Ying Cao, Robert Shenkard, Mef Chen, Patricia Merickoh,

AU st s BT T DR Ly 1 RO o DO LI Jisheng Yang!, Li Li!, Ceylan Tanes®, Dmytro Kobuley*’, Urmo Vosa®, Kevin J. Whitehead®, Dean Y. Li%, Lude Franke?,
Blaine Hart!'?, Markus Schwaninger!, Jorge Henao-Mejia®*1?, Leslie Morrison'?, Helen Kim'?, Issam A. Awad”,
Xiangjian Zheng®'*!> & Mark L. Kahn!

« PSA
« Other factors?

Cerebral cavernous malformations (CCMs) are a cause of stroke and seizure for which no effective medical therapies
yet exist. CCMs arise from the loss of an adaptor complex that negatively regulates MEKK3-KLF2/4 signalling in brain
endothelial cells, but upstream activators of this disease pathway have yet to be identified. Here we identify endothelial
Toll-like receptor 4 (TLR4) and the gut microbiome as critical stimulants of CCM formation. Activation of TLR4 by
Gram-negative bacteria or lipopolysaccharide accelerates CCM formation, and genetic or pharmacologic blockade of
CD11b°CD11c- TLR4 signalling prevents CCM formation in mice. Polymorphisms that increase expression of the TLR4 gene or the gene
e encoding its co-receptor CD14 are associated with higher CCM lesion burden in humans. Germ-free mice are protected
from CCM formation, and a single course of antibiotics permanently alters CCM susceptibility in mice. These studies
identify unexpected roles for the microbiome and innate immune signalling in the pathogenesis of a cerebrovascular
disease, as well as strategies for its treatment.
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World Journal of

Submit a Manuscript: http:/ /www.f6publishing.com World | Gastroenterol 2017 September 7; 23(33): 6164-6171
DOI: 10.3748 /wjg.v23.i33.6164 ISSN 1007-9327 (print) ISSN 2219-2840 (online)
ORIGINAL ARTICLE

Retrospective Study

J.f;'::t-::z"‘o Ketogenic diet poses a significant effect on imbalanced gut
o - - - - - -
¥ 4 and TNF microbiota in infants with refractory epilepsy
@ @ O Gan Xie, Qian Zhou, Chuang-Zhao Qiu, Wen-Kui Dai, He-Ping Wang, Yin-Hu Li, Jian-Xiang Liao, Xin-Guo Lu,
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MANEJO COM DAE VERSUS CIRURGIA
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Seizure 45 (2017) 64-69
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CAVERNOMAS CEREBRAIS E EPILEPSIA
DROGAS ANTI EPILEPTICAS
(DAE)

Seizure

journal homepage: www.elsevier.com/locate/yseiz

n—.

Clinical outcome following medical treatment of cavernous @Cmst
malformation related epilepsy

Yoonju Lee?, Kyoo Ho Cho?, Hye Thn Kim?, Seung-Koo Lee®, Yang-Je Cho?, Kyoung Heo?,
Byung In Lee®”

Eslicarbazepine

. 70 A 80 % PACIENTES APRESENTAM - l,,(:(;j_:;?;,‘:l.,'.,]M{:I
» O controle das crises em 1 ano, com DAE, em I e SR ISES EPILEPTICAS , Rufinamide

pacientes com CCM/CRE (64,7%) fol i O tam
semelhante aos de pacientes com Epilepsia e
recem diagnosticadas R Topiramate

Felbamate

Stiripentol
Oxcarbazepine
Fosphenytoin
Gabapentin

' Lamoltrigine
Zonisamide -

» Falha apos 2 DAE - investigar possivel indicag ™ |
de tratamento cirurgico

Sodium Valproate Vigabatrin

Carbamazepine

Ethosuximid Benzodiazepines

Phenytoin - -
Phenobarbital Primidone

» CRE TEMPORAL- falha na 1a. DAE considera e

cirurgia - fator preditivo de maior risco de falha ° ..,  1oc0 1680 1900 1920 1940 1960 1980 2000
(p=0-01 ) Calendar year
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FULL-LENGTH ORIGINAL RESEARCH

The role of underlying structural cause for epilepsy
classification: Clinical features and prognosis in mesial

temporal lobe epilepsy caused by hippocampal sclerosis

vVersus cavernoma

*Katja Menzler, *Patricia Thiel, *Anke Hermsen, 1 Xu Chen, {Ludwig Benes, {3Dorothea Miller,
+QI IIIﬂ:f'ﬁ CI 1A *CI IcCcANNaA Il“ﬂllﬂ ﬁ“fl *Eoliv pncann\Al

Table 2. MANCOVA for outcome after surgery,
Engel classification

MTLE-HS p-Value
Outcome
Engel at | -year Mean 2.6 (£3.0) § 0.019
follow-up
Seizure-free at 42% 0.029

latest follow-up

mean (£SD).

Covariates are age at surgery, age at onset of epilepsy, and time interval
between onset of epilepsy and operation for the two patient groups.

» MTLE-CCM apresentam melhor
controle das crises - Comissao da
ILAE deve dar enfase nas causas
em futuras classificacoes

Significance: The results suggest that patients with MTLE-
C show amore favorable postoperative outcome, support-
ing the commission’s suggestion to put more emphasis on
the underlying cause in future epilepsy classifications.




Acta Neuropathol (2014) 128:55-65 CAVERNIOMAS CEREBRAIS E EPILEPSIA
ALGORITIMO PROPOSTO PARA MAIOR
v CONTROLE DA EPILEPSIA

Cerebral cavernous malformations in the setting of focal
epilepsies: pathological findings, clinical characteristics,

and surgical treatment principles /\

Lara E. Jehi - Andre Palmini - Usha Aryal -

Roland Coras - Eliseu Paglioli &
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Stereotactic Radiosurgery for Epilepsy
Ethan A. Winkler !, Caleb Rutledge ! , Mariann Ward #, Tarik Tihan °, Patricia K. Sneed *, LESION ECTO MY ‘ LOBECTOMY \

Nicholas Barbaro ° , Paul Garcia ¢, Michael McDermott ! , Edward F. Chang 2

Radiation-induced Cavernous
Malformation as a Late Sequelae of -




DEPOSITO DE HEMOSSIDERINA E MAIS UM INDICADOR DO DANO OCORRIDO DO
QUE UM FATOR CAUSAL DE MAIOR CONTRIBUICAO PARA EPILEPTOGENESE...

@ PLOS | oxe

Neurosurg Rev
DOI 10.1007/s10143-016-0797-5

RESEARCH ARTICLE SHORT REVIEW

The Role of Hemosiderin Excision in Seizure

Outcome in Cerebral Cavernous Should we resect peri-lesional hemosiderin deposits
Malformation Surgery: A Systematic Review when performing lesionectomy in patients

and Meta-Analysis with cavernoma-related epilepsy (CRE)?

Di Ruan®, Xiao-Bo Yu®, Sudeep Shrestha, Lin Wang, Gao Chen*
P g P. Dammann ' - C. Schaller? - U. Sure'

Department of Neurosurgery, the Second Affiliated Hospital of Zhejiang University School of Medicine,
Hangzhou, the People’s Republic of China

@ These authors contributed equally to this work.
¥ d.chengao@163.com

Conclusion

__Patieritswho underwent extended surrounding hemosiderin excision could exhibi
antly lmPFOVGd seizure outcomes Compared to patlents without hemos|der|n eXCISIO y




INFLUENCIA DE PARAMETROS PRE OI?ERATC')RIOS NAS
EPILEPSIAS ASSOCIADAS A CCM

Belie et al., Surgical management and long-term seizure outcome after epilepsy surgery for different types of epilepsy associated with cerebral cavernous malformationsEpilepsia,
54(9):1699—-1706, 2013



MAL FORMACAO
| CAVERNOSA CEREBRAL

Prof. Jorge Marcondes de Souza, Docente
permanente do PPGEURO

ALTOS NIVEIS DE INF-GAMA E IL-18 EM PACIENTES

COM MALFORMAGCAO CAVERNOSA CEREBRAL (CCM)
iy B PODEM' REPRESENTAR POSSIVEIS BIOMARCADORES
<3« PLASMATICOS DE EPILEPSIA

~

Gongalves J. P. C." 2; Fontes-Dantas F. L.Z; Dutra A.' %; Alves-Leon S. V.%; Campolina
D.3; Galvdo G.'; Domingues F.3; Leite P. E. C. L.%; Souza J. M.2

1 - Faculdade de Medicina - Universidade Federal do Rio de Janeiro. 2 - Laboratério de Neurociéncias <= .: Iy
Translacional — PPGNEURO — Universidade Federal do Estado do Rio de Janeiro. 3- Servico de Neurocirurgia — X52)
Hospital Universitario Clementino Fraga Filho — Universidade Federal do Rio de Janeiro. 4 — Instituto Nacional

de Metrologia, Qualidade e Tecnologia, INMETRO, Brasil.

Citocinas Plasmaticas

| Epilepsia

Assintomatico

|

T
-T;TL-'L-_iIiT;T e mln

IL-27  IL-1b IL-4 - IL-10  IL-17a  IFN-y GM-CSF  IL-23 IL-18 IL-21 IL-22

LabNet esta ¥ se sentindo feliz em

Windsor Barra.
27 de setembro as 22:43 - Rio de Janeiro -

Hoje durante IX Congresso da ABN-RJ/ANERJ tivemos
prémios em dose dupla para o LabNet. Ganhamos na
categoria trabalho original apresentado pelo aluno de
IC Joao Paulo, e na categoria caso clinico com a Pos-
doutoranda Fabricia Fontes. Os trabalhos premiados
fazem parte da linha de pesquisa que estuda os
mecanismos imunes e genéticos relacionados ao
Cavernoma Cerebral em parceria com o professor
Jorge Marcondes da UFRJ e Aliangca Cavernoma do
Brasil.
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#5070 VARIANTS ININFLAMMATION-RELATED GENES AND DNAREPAR
wwer . ENZYMES AFFECT SEVERITY IN A CCM3 BRAZILIAN PATIENT WITH  cossessoos

XOTOA CEREBRAL CAVERNOUS MALFORMATIONS

Fabricia Fontes-Dantas', Amanda Dutra 2, Elielson Veloso '3, Diego Gampolina 4, Gustavo Galvao 2, Larissa Watabe?, Flavio
Domingues #, Marcelo Chagas Muniz*, Soniza Alves-Leon '* Jorge Marcondes de Souza ',

Correspondence e-mail: jormarcondes@gmail.com

A (5C.

Dra. Fabricia Lima Fontes-Dantas, MD, PhD
Dra. Amanda Duta, MSC
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The patient had
another episode of
cerebral hemorrhage
in HT de novo and blood samples

CCM2¢c.915 G>A were collected for
CCM3 ¢ .475-2 A>G genetic sequencing.

A A

2018/19

Genetic test for
CCM1. CCM2

Figure 2. Sequencing analysis: A) Coverage parameters and amplicons sequencing.
B) Functional impact of identified variants.




Simposio Internacional da Cavernoma Alliance, Professor Issan Awadi,

Presidente da Cavernoma Alliance Sra. Conny Lee e pesquisadores do nosso
LabNet/UNIRIO.




CONSIDERACOES FINAIS



TAKE HOME MESSAGE

EPILEPSIA € a manifestacao mais frequente dos CCMs

E recomendado definir a Correlagéio dos C.CMs e identificacan nelirnoanatomica com

Epilepsia em Centro de Referéncia
J Neurosurg. 2019 Jul 1;131(1):1-13. doi:

10.3171/2019.3.JNS181724.
Cavernous angiomas: deconstructing a

neurosurgical disease.
Awad IA, Polster SP.

Pacientes com CRE recem diagnost..
frequéencia semelhante aos pacientes ¢

EFR inclui a topografia e a associacao
Hipocampal/tumores (patologia dual/tr

CRE apresenta multiplos mecanismos de epileptogénese que vao alem da
localizacao e podem incluir processos imunes/inflamatorios sugerindo novos alvos
terapéeuticos e a necessidade de avaliacao de desfecho tendo como alvo a Epilepsia
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CENTRO DE EPILEPSIA

£ HUCFE PROGRAMA DE POS GRADUAGCAO EM NEUROLOGIA
Sosartal Universitario UNIVERSIDADE FEDERAL DO ESTADO
Clementino Fraga Filho DO RIO DE JANEIRO (UNIRIO)
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EM 2018 TODOS BRASILEIROS CADASTRADOS

ROFESSOR JORG E MARCON DE EM NOSSO SITE TERAO TESTE GENETICO PARA
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