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Behcet Hastaligl

e Prof. Dr. Hulusi Behcget (1937)
* Ucli semptom kompleksi

* rekurren aftdéz stomatit

e genital Ulser

* hipopyonlu Uveit




TABLO 1: Uluslararas: gahgma grubu kriterleni (15G).

2. Gansal Glser Bir hakim tarafindan baghis edilmes ya da hastanin kendes: farahindan gazlenmis aftaz yaralar va da nedbe dokusu

4. Uhvest Bir oftaimolog tarafindan tashis edilmis antenor veya posterior Gveil, yank lamba muayenesinde vitrdz hicraler, veya ratinal vaskii

Kesin tan igin Oral dlser + herhangi i bulgu yeteri oluyar.

TABLO 2: Uluslararas: Behget hastahig kriterleri (ICBD).

Klinik bulgu

Ganital dlser

Deri Bulgula

Marolojik fubuluem

Fzsin tanc =4 puan.




Noro-Behcet Norolojik Spektrum

* Primer Norolojik Tutulus

— Santral Venoz Sinlis Trombozu (Ekstra-Aksiyal NBS)

— SSS Parankimal Tutulus (intra-Aksiyal NBS)
e Akut
* Kronik ilerleyici

— Noro-Psiko Behcet Sendromu
— Periferik sinir sistemi tutulusu
— Subklinik NBS
— Bas agrisi (migren benzeri; yapisal olmayan)
 Sekonder Noroloji Tutulus
— Kardiyak serebral emboli; VKS sendromuna bagli KIBAS
— llaclara bagh: CSA nérotoksisitesi; CD ve talidomid periferik ndropatisi

» Rastlantisal (BS ile iliskisiz) norolojik problemler

— Primer bas agrisi ve diger ilgisiz norolojik sorunlar



NBD- Spektrumu

1) Merkezi sinir sistemi Prevalans: ~5-10 %

a) Parankimal

Beyin sapi /Omurilik 75 o E/ K: 2-4/1 30-35 yas
Asemptomatik (sessiz)

Optik néropati

b) Parankim disi
Serebral vendz sints t. (CVST) 20% E/K:2-4/1 20-25 yas
Intrakraniyal anevrizma
e Akut meningeal sendrom

2) Periferik sinir sistemi (BS ile iliskisi belirsiz)

Siva & Saip, 2009; Al Araji & Kidd, 2009; Kalra et al, J Neurol 2014
Akman-Demir et al;1999; Siva et al 2001; Kural-Seyahi et al 2003






NBD Uluslararasi Uzlasi Oneriler -2014

J Meurol
DOI 101007 00415-013-T209-3

REVIEW

Diagnosis and management of Neuro-Behcet’s disease:
international consensus recommendations

Seema Kalra - Alan Silman « Gulsen Akman-Demir - 5aeed Bohlega + Afshin Borhani-Haghigh -

Cris 5. Constantinescu * Habib Houman « Alfred Mahr + Carlos Salvarani -
Petros P. Sfikakis « Aksel Siva « Adnan Al-Araji

Teshis/siniflandirma/ ayirici tani
Serum ve BOS arastirmalari/Noro-goriintileme
Tedavi yonetimi

Diger sorunlar : Bas agrisi/Sessiz vakalar; Sonuc olciitleri

Uzman gorusu;
Hasta verileriyle
gecerliligi
dogrulanmamis!

Kalra et al, J Neurol 2014



NBD Uluslararasi Uzlasi Oneriler -2014

Kalra, J Neurol 2014

* Kesin

A) BSicin ISG kriterlerini karsilamasi gerek + tipik "Norolojik sendrom™:
1) Klinik; 2) Goriintiileme; ve 3) BOS bulgulari

B) Norolojik bulgular icin NBD disinda daha iyi bir agiklama olmamasi gerek

* Muhtemel

A) ISG kriterlerini karsilamayan ama NBD'deki gibi Behcet icin tipik "Norolojik sendrom'

B) ISG kriterlerini karsilayan ama NBD icin tipik olmayan bir "Norolojik sendrom”

* Dogrulanmasi gerekiyor!

Cerrahpasa Verisi: Son 7 yilda tani almis parankimal NBD sadece (34/48), %71’i I1SG kriterlerini karsiliyor.



NBS Epidemiyoloji

Genis serilerde prevalans %5

Ancak 20 yillik izlemde, prospektif calismada siklik: E/K:
%13/%5.6

Genel K/E orani 4/1
Ort baslangic yasi 26-27 yil; tanidan ort. 5 sene sonra
Sorun SVST ise daha erken baslangic



Parankimal NBD (75 — 80%)

e Akut -subakut baslangic: %90

 Belirti ve bulgular:

* Bas agrisi, cift gorme, mesane veya barsak disfonksiyonu, dizartri,

* Motor semptomlar, Kognitif ve davranissal degisiklikler

e BOS muayenesi:

¢ Pleositoz (PMNL / sonraki lenfositler) /mm3 >> 50— 100
e Yiiksek protein seviyeleri >> 50 mg/|; OKB: nadir < %15

e Yer: Beyin sapi tipik tercih yeridir; lezyonlar genellikle ponsu tutar, orta beyin,
bazal ganglionlar ve diensefalonu icerecek sekilde yukari dogru uzayabilir.

e MRG bulgulari neredeyse patognomonik




Akman Demir, Clin Exp Rheum 2015



Spinal tutulumu

* Torasik bolgede genis uzun segmentler (3 omur veya daha fazla)
* “Simit isareti”: ile merkezi lezyon
* hipointens cekirdek ve hiper-yogun kenar

* CNS lezyonlari ile birlikte veya izole
* Immunsupresif tedaviye iyi yanit
* Ayirici tani:

* Noromiyelitis optika (NMO): uzun segment MR
 lezyonlarin paterni farkli, NMO Ig (-)

Uygunoglu et al. Ann Neurol, 2017
Liu et al. Medicine (Baltimore), 2017




NBD: Ayirici Tani

Table 3
The differential diagnosis of neuro-Behcet’s syndrome.

The differential diagnosis of neuro-Behget’s syndrome

Neurologic
Diseases

v

v

Systemic Diseases with
neurologic involvement

Systemic Infections with
neurologic involvement

v

v

* Multiple Sclerosis
* Stroke in young adults
* Primary CNS vasculitis
* Primary CNS lymphoma
* Brainstem glioma
Amyloid-beta related angiitis

* Sarcoidosis
* Systemic vasculitis
Wegener granulomatosis
* Metastatic disease

* Tuberculosis
* Whipple disease
* (Catscratch disease
* Syphilis
* Listeria

Uygunoglu, J Neurol Sci, 2021



NBS versus MS

 MS’de sik gérilen optik norit, duysal semptomlar ve spinal kord tutulusu
NBS'da daha seyrek

* MS’de beyin sapi lezyonlari kiicik ve ayrik; NBS’da genis ve yaygin

e Supratentoriyal, perivntrikuler ovoid lezyonlar ve korpus kollozum
tutulusu MS icin tipik; klicik bi-hemisferik ve subkortikal lezyonlar NBS
icin tipik

* Spinal kort tutulusu MS’de iki vertebral segmenti pek gecmez;
NBS’da ise, NMO gibi daha uzun ve yaygindir.

* NBS BOS analizinde pleositoz belirgin; oligoklonal bant nadir



MS vs pNBD — ayirici tani

Parenkimal NBS
 Erkek > Kadin

MS

1o Kadin > Erkek
* Bulgular: bas agrisi; motor; beyin sapi,
serebellar; bilissel-davranissal

* MRG: PV ve JC lezyonlari ()

|

|

|

. |

1 Bulgular: optik norit; duysal,motor, :

|

. |
.* MRG: PV ve JC lezyonlari (+++) Beyin sapi 1« Beyin sapi lezyonlari: bilyik, yaygin, yayilim

|

|

|

|

|

|

|

|

omurilik; beyin sapi; serebellum

lezyonlari: kiiciik, ayrik, ekstansiyon (), omurilik lezyonlari ()
omurilik (++) * BOS: inflamatuar degisiklikler (+)

1« BOS: inflamatuar degisiklikler (-) * OKB (-) [<15%]

1o OCB (+) [>%90]

Saip, Akman-Demir, Siva, Handbook of Clinical Neurology 2014



Neuroradiology (1999) 41: 255-260
© Springer-Verlag 1999 DIAGNOSTIC NEURORADIOLOGY

0. Coban Masked assessment of MRI findings:
G. Akman-Demir is it possible to differentiate
S Yokl neuro-Behcet’s disease from other
P-Scrdarogin central nervous system  Akut NBD igin kesin diyagnostik (%100):
* Beyin sapi ve/veya bazal ganglia
_ oncelikle tutulan yerlerde yaygin,
34 NBD (12 akut, 22 kronik), birlesmeye meyilli, beyin sapindan
diensefalon ve bazal ganglialara
* 22 MS, ve uzanim gosteren lezyonlar.
e 7 SLE hastas ngg/;rimﬁ?(zi\pl atrofisi: NBD icin % 97

2 nororadyolog Kronik NBD: kesin tani (%40)

MS: kesin tani (% 96)

Hemisfer ak madde lezyonlari:

* NBD: periventrikiler ve diger
alanlarda esit miktarda dagilmis.

* MS: periventriktler
e SLE: periventrikiler disi

CNS tutulumu olan hastalarin MRI goruntulerini,

klinik tanilarini ve cins/yas bilmeden degerlendirmisler.

Coban, Neuroradiology 1999



Behcet’s disease patients with multiple sclerosis-like features:
discriminative value of Barkhof criteria

G. Akman-Demir!, M. Mutlu2, A. Kiyat-Atamer!, E. Shugaiv2, M. Kurtuncu?,
I. Tugal-Tutkun*, E. Tuzun?, M. Eraksoy?, S. Bahar?2

» 84 hasta retrospektif degerlendirilmis: 11 (Barkhof +), 74 (Barkhof -)

* MS -benzeri lezyonlar (+): daha fazla kadin, daha sik atak, normal BOS,
OKB(+). Beyin sapi lezyonlari yok/nadir, MS gibi hemiparezi, hemi-
hipoestezi, veya spinal kord semptomlari

e Sanki MS hastalari ve Behcet hastaligi birlikteligi (overlap?)

Akman Demir, Clin Exp Rheum 2015



Brain (1997). 120, 2059-2069

Comparison of MRI criteria at first presentation to
predict conversion to clinically definite multiple
sclerosis

Frederik Barkhof.!* Massimo Filippi.® David H. Miller,” Philip Scheltens.!* Adriana Campi.®
Chris H. Polman.!® Giancarlo Comi.” Herman J. Ader.* Nick Losseff’ and Jacob Valk!--

Godolinyum tutulusu, jukstakortikal, infratentoriyal ve periventriktiler
lezyonlar varliginda klinik MS gelisme é6ngortisi yliksek



Results. While the Barkhof- patients
(n=73) mostly displaved tvpical large
lesions covering brainstem, diencepha-
lon and basal ganglia regions and neu-
rological findings consistent with brain-
stem involvement, all Barkhof+ (n=11)
patients demonstrated MS-like white
matter lesions, fulfilled McDonald’s cri-
teria and showed reduced frequency of
brainstem svmptoms and increased fre-
quency of hemiparesis, hemihypesthesia
and spinal cord svmptoms. Moreover,
the Barkhof+ group had more female
patients, increased number of attacks,
higher rate of oligoclonal band positiv-
ity and less patients with cerebrospinal
fluid pleocvtosis.

Conclusion. A subgroup of BD patients
with neurological complaints displays
MS-like lesions, fulfills the clinical
and radiological criteria of MS and
presents with clinical and laboratory
features resembling those of MS rather
than NBD. These results suggest that
Barkhof+ patients are either an over-
lapping group between NBD and MS,
or they represent MS patients with con-
comitant systemic findings of BD, rath-
er than NBD. Barkhof criteria appear
to be effective in discriminating these
patients.



Case Report

Central Nervous System Peripheral
T Cell Lymphoma Manifesting as
Lymphomatosis Cerebri That Was
Misdiagnosed as Neuro-Behcet's
Disease: A Case Report

Osamu Imataki Shumpei Uchida Shigeyuki Yokokura Makiko Uemura
Norimitsu Kadowaki

Division of Hematology, Department of Internal Medicine, Faculty of Medicine, Kagawa
University, Kagawa, Japan

Case Rep Oncol 2018;11:806-813

DOI: 10.1159/000495033
Published online: November 29, 2018




Serebral Sinls Ven Trombozu Nedenleri

* [okal nedenler
— Kafa travmasi, kraniyotomi, menenjit, AVM
— Sepsis (sinlzit, mastoidit, sellulit)
— Tumorler, santral venoz kateter, kalici kalp pili
e Sistemik
— Dehidrasyon, gebelik, IBH, malignite, sarkoidoz
— Behcet hastaligi, SLE, SjS
— Homosisteinuri, Nefrotik sendrom
— ilaclar (HRT, androjenler, L-asparajinaz, ecstacy)
— Kan diskrazileri (Iokoz, trombositoz, PNH, orak htcreli anemi, TTP)

— Koagulopatiler (Protein S, C ve AT-III eksikligi, Factor V Leiden ve
protrombin gen mutasyonlari, AFA’lar)



superior sagittal sinus
Inferior sagittal sinus
straight sinus

cavernous sinuses
superior petrosal sinuses

Inferior petrosal sinuses
transverse sinuses
sigmoid sinuses

Dural Venoz Sinusler
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Serebral veno6z sints trombozu. (10-20 %)

e BUyuk damar hastaliginin erken belirtisi

* Hastalar ISG kriterlerini

PNS ile birlikte bulunma olasihigi dusuk
karsilamayabilir,

Pediatrik grupta sik dominan tutulum tipi
* Birden fazla sintiste tromboz

KIBAS semptomlari: artmis kafa ici basing,

oapilddem * Genc erkek

* Yiksek acilma BOS basinci/inflamatuvar yanit > SUloRl G/ e emall S el mEE

yok * Norolojik bulgular nadir

* Hemorajik venoz enfarkt
NADIR/yok!

* Nuks nadir / ilerleme nadir

* Optik atrofi %5






Behcet Hastasinda Bas Agrisi

Primer BS iliskili 0
Atipik
tutulum

ba§a§r|5| migren
80 % 10 % % 5 %




NBS Parankimal tutulumda semptom sadece basagrisi olabilir!

Fig. 2. Cranial magnetic resonance imaging of the patient during the headache episode A) Axial T2W image shows right thalamic lesion.
B) Axial FLAIR image shows the lesions at the right thalamus and left internal capsule

C) Coronal T2W image reveals an extending lesion from the right thalamus to the mesencephalon

D) Axial T1W gd (+) image illustrates the contrast enhancement pattern in p-NBS



BAS AGRISI

* En sik gozlenen norolojik semptom (%66)

* Bircok neden:
* Norolojik tutulum bulgusu: % 5
e Okuler tutuluma eslik eden bulgu: % 4
* Behcet sendromundan bagimsiz olarak migren
(%15) veya gerilim tipi basagrisi (%24)
* Bilateral, frontal, orta derecede siddetli

paroksismal, migrene benzer basagrisi; deri-
mukoza bulgulariyla beraber (%18)

BS migreni klasik migrenden farkli;
bilateral, frontal, orta siddette
paroksismal migren atagi

Table 2.—Headache Types in Patients With Behcet’s Disease

Headache n/228 n/151
Types (%) (%)
Number of patients with 151/228 (66.2)
headache
1. Headache due to 12/228 (5.2) 12/151 (7.9)
neurological
involvement
Parenkimal CNS 7(3.1)
involvement
Cerebral venous 5(2.1)
thrombosis
2. Headache in 9/228 (3.9) 9/151 (6)
association with uveal
inflammation
3. Coexisting primary 88/228 (38.6) 88/151 (58)
headaches
Tension-type headache 54/228 (23.6) 54/151 (36)
Migraine without aura 32/228 (14) 32/151 (21)
Migraine with aura 21228 (0.9) 2/151 (1.3)
4. Nonstructural 42/228 (18.4) 42/151 (28)

headache of BS

Saip, Headache, 2005



Norolojik semptomu olan hastaya yaklasim

Table 4
The diagnostic flow chart of NBS.

Patient fulfilling the ISG criteria for BS

|

Clinical syndrome suggestive of NBS

/\.

Brainstem syndrome

1. Headache Increased intracranial hypertension
2. Cranial neuropathy 1. Severe headache
3. Dysarthria 2. Papilledema
4, Ataxia 3. Sixth-nerve palsy

5. Hemiparesis

MRI typical for
p-NBS CSF findings MRI & MRV CSF findings
| ! !
l MD) ] l NEU? proteint I I CVsST ] [ Opening pressure T]

~o L

p-NBS Vascular involvement




PNBS Kotii prognostik faktorler

Prognoz

* Serebellar belirtiler ile baslama
e Asamali seyir vs tek atak
. e BOS: inflamatuar degisiklikler
o  HLA-B51 (+) =
-
E 0.81 E H
bt & o
P ©
£ 087 £ = |
S E o
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0.41 + — S ]
:g R L g sl I ) 5 ! T T LN o L B 1
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Fig. 2 Event-free survival Kaplan-Meier curve of the whole Figure 2. Kaplan-Meier survival curve for 115 patients with neuro-

group with =3-year duration of neurological involvement (n =
110). ‘Event’ is defined as being either dependent on another
person or death. Thus, ‘event-free’ means being independent.

* N=200 pNBD olan hasta
« Olim veya bagiml olma: 60 % 10 yilda

Behcet's disease. The shaded area is the 95% confidence interval.

e N =115 pNBD olan hasta
e Oliim veya bagimli olma: 7 yilda 25 %

Akman-Demir, Brain, 1999 Noel, Arthiritis Rheum, 2014



Cum survival

SVST: iyl prognoz

Bagimlilik veya olum

1.2=

e e m— e m— e — — e e ——

o non-parenchymal

-

+

P < 001 “_paran:h'fmal

n'n LI rIme—-—T ooy r N +
o &0 120 180 240 300
Time (month)

Akman-Demir, Brain.1999

Involvement type:

Siva, J Neurol. 2001;

Al Araji&Kidd, LancetNeuro 2009;
Noel, A &R, 2014


http://brain.oxfordjournals.org/content/vol122/issue11/images/large/b110903.jpeg

2018 update of the EULAR recommendations for the
management of Behcet's syndrome Orphanetjoutnalof
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Treatment of Neuro-Behcet’s Disease
Management of Behcet’s Syndrome Mhurat Kirtiincii, Burcu Altunrende & Giilsen Akman
Chapter
1,2 First Online: 07 January 2021

Omer Karadag ® ' and Ertugrul Cagri Bolek
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Anti-TNF: Infliximab> Adalimumab>Etanercept

e Hasta serileri (min: 4-maks: 18),

* Turkiye (1), Italya, Fransa, Ispanya, Iran, Japonya
* Retrospektif kontrolstiz gozlem; izlem slresi: 12 ay- 54 hafta
 Atakli progresif > yeni tani
 AZA, MTX, CyP, interferon ve KS direncli
* [FX: 5 mg/kg 0., 2, 6. hafta sonra 6-8 haftada bir;
* ADA 14 glinde bir 40 mg;
* ETA 50 mg/hafta
o Anti-TNF: AZA/MTX/CyP ile beraber veya tek

Kikuchi, J Neuro Sciences 2008

e [FX —ADA arasi etkinlik acisindan fark yok. Pipitone, Art Care Res 2008
Al-Araji, ISBD Kongre bildirisi, 2010
Giardina, Rheum Int 2011
Vallet, J Autoimm, 2016
Zeydan, Neurology, 2016



Anti-TNF: Infliximab> Adalimumab>ttanercept

* Degerlendirme 6lcutleri:

Atak sikhgi azaliyor

Tam/Kismi remisyon: %50-90; Yanit: en erken 2. ay ; cogunlukla 6. ayda
EDSS: stabil

Radyolojik degerlendirme: Tam remisyon/Atrofi bulgulari stabil

BOS IL-6 duzeyleri anlamli olarak azaliyor.

ikincil yanitsizlik: nadir

KS dozu azaltilabiliyor/kesilebiliyor (nliks izlenmiyor)

Anti-TNF kesildikten sonra genellikle 1 yil icinde nlks sik.

Cogunlukla tedavi surdurdltyor.
Kikuchi, J Neuro Sciences 2008

o iler!:
Yan etkiler!: Pipitone, Art Care Res 2008
* NHL, Tb, Al-Araji, ISBD Kongre bildirisi, 2010
« (riner enfeksiyon (kateter bagimli hastada) ve Haghighi, Clin Rheum 2011
* demiyelinizasyon Giardina, Rheum Int 2011

Vallet, ] Autoimm, 2016
Zeydan, Neurology, 2016



Tocilizumab- Olgu serileri

n=5:, optik norit (n=2), hemiparezi, aksonal n=1, klasik atesli, kronik progresif beyin sapi

noropatl,- vaskler migren * Cyp, AZA, direncli Infliximab (yan etki)
Tam remisyon: 3/5 (60%); 2 hastada :

. e . : : * [VTCZ, 7 ay sonra remisyon

inflizyon reaksiyon TCZ verilemiyor.

n=2, Klasik beyin sapi tutulumu
* |Infliximab altinda niks,
* TCZ sonrasl 2. aydan itibaren remisyon

n=3,

2 hastada MS benzeri tutulum/optik norit,
atesli, kronik progresif atakli, agir norolojik
hasar

1 hastada klasik beyin sapi tutulumu
* KS + Infliximab, (interferon) ve CyP,

) IV__TCZ (2 haftada bir 8mg/kg) 1 ay sonra Shapiro, Clin Neuro Neurosurg, 2011
dizelme Essaadouni, J Neurol, 2017
e 1-2 yil takip: kismi remisyon Atienza-Mateo, Clin Exp Rheum 2021

Addimanda, Sem Art Rheum 2017
Karabulut, Eur J Rheum, 2021
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Table 1 Treatment algorithm of neuro-Behcet’s disease
rrom: Treatment of Neuro-Behcet’s Disease

Acute relapse

MP: 1 giv. 5-10

days * weekly pulses+ oral
MP with very slow taper
over months up to 1 year

Cyclophosphamide: 1000

mg i.v. infusiozn
or 700 mg/m’ i.v. infusion

First-line

Azathioprine:
2.5 mg/kg/day p.o.

Mycophenolate mofetil:

2 gr/day p.o.

Methotrexate: 12.5—
25 mg/week p.o.

Second-line

Cyclophosphamide:
1000 mg/month i.v. 6—
12 months

Infliximab: 5 mg/kgi.v. 0, 2.,
6. weeks than every
2 months

Etanercept: 25 mg sc. two
times per week or
50 mg/week

Adalimumab: 40 mg s.c.
every 2 weeks

Third-line
Anakinra: 100 mg/day s.c.

Canakinumab: 300 mg i.v.
loading followed by 150 mg
i.v. every month. Followed
by 150 mg s.c. every month

Tocilizumab: 4—8 mg/kg i.v.
infusion every month

IFN-a: 6-9 MIU/day s.c. for
1 week and tapered down

to 3 MIU s.c. three times a

week
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Son SOz

e Tani her zaman kolay degil
e Behcet hastasinda bas agrisi !
 Tedavide dogru ajan, zamanlama, tedavi suresi

* Direncli hastada tedavi yonetimi zor. Taklitciler
disundlmeli.

* Norolojik sekel gelismemesi hedeflenmeli.
— Erken agresif tedavil

Ilginiz icin

tesekkir ederim




