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Caso clinico

Doente de 68 anos, caucasiana, sexo feminino, dextra

Antecedentes pessoais relevantes:

— Hipotiroidismo por Tiroidite de Hashimoto ha mais de 10 anos (com Ac anti- TPO
e TG positivos e ecografia sugestiva de tiroidite, 2014),

— Valores tensionais elevados (nao medicada)
— Hipercolesterolemia
— Sindrome colon irritavel

Medicada em ambulatério com: Levotiroxina 0,075 mg, Esomeprazol
20 mg e Duspatal retard.




Historia da doenca actual

3 Meses PAEINERER IRYCINERE]




Exame Neurologico

Vigil, pouco colaborante

Desorientacao temporal e espacial

Atencao e calculo alterados

Defeito de memadria anterdgrada a curto prazo

Tremor frequéncia elevada, de repouso e postural, dos membros

superiores

Rigidez em roda dentada MMSS>MMI|I

Sem alteracao das provas de FM global.

Hiperreflexia OST (+++/+++) - baixo limiar, RCP em flexdo
Sem aparentes defeitos de sensibilidade

Estacao de pé com marcada retropulsao, marcha impossivel




Exames Iniciais no SU

TC-CE — Sem alteracdes TDM significativas

Analises rotina— Hemograma, Funcao renal,
Funcao hepatica, glicémia, ionograma e PCR
sem alteracoes.

ECG — RS. Sem hipertrofias ou sinais de
isquémia aguda




Resumo

Quadro de altera¢oes cognitivas e
comportamentais de instalacao subaguda, sinais
extrapiramidais e alteracao da marcha.

Internada com hipoteses de diagnostico de:
— Doenca de Creutzfeldt - Jakob

— Encefalopatia
* Infecciosa, Imune, Paraneoplasica, Toxica/metabdlica
(doenca tiroideia?)
— Doenca degenerativa SNC de curso mais prolongado e

apresentacao aguda (Deméncia de Corpos de Lewy?, D.
Alzheimer?)




Estudo inicial Servico Neurologia

EEG em vigilia (12.12) - Lentificagdo moderada e difusa da electrogénese, etiologicamente inespecifica.
Nao foi observada actividade paroxistica.

RM-CE : Atrofia difusa. Escassas hiperintensidades substancia branca subcortical, etiologicamente
inespecificas. Sem areas de restri¢ao a difusao.

Andlises

TSH 10,123, FT3 2,26; ( hipotiroidismo-> hipotiroidismo subclinico-> eutiroidismo)

Ac anti tiroideus (TPO, TRAB’s, TG) negativos (repetidamente negativos em todas as determinacdes)
Estudo serologico de Encefalites Auto-Imunes negativo

HIV 1, 2 e VDRL e Borrelia negativos

Ac fdlico e B12 normais

Estudo do LCR

Cit(}gu;mico Hiperproteinorraquia 70,10 mg/dL, 1 célula e glicorraquia normal 65 mg/dL (glicémia de 123
mg/dL

Microbioldgico- negativo. Pesquisa de Micobacterias negativa

Pesquisa de DNA HSV1 e 2 negativa por PCR

Imunoelectroforese: , Albumina 44,90, IgG 4,57, Indice de Tibling <0,7 (disfuncao barreira HE), sem BOC.
Estudo de Encefalites Auto-Imunes no LCR negativo

Proteina 14.3.3-negativa

Ac antitiroideus LCR negativos




Evolucao clinica e intercorréncias

e Dia 7 de internamento:
— Xerostomia
— Parotidite a esquerda

— Observada por ORL -> AB
(amoxicilina+ clavulanato) e
Prednisolona 40 mg/dia)

* Dia 8-Dia 17 internamento:
— Progressiva melhoria FNS

(menos sonolenta e mais colaborante,

melhoria da orientacao, atencao e memoria a
curto prazo)




Evolucao clinica e intercorréncias

D17 internamento

— Colaborante na avaliacao sensibilidade profunda e
coordenacao motora.

— Reflexos preservados (nao vivos)

— Diminuicao grave da sensibilidade profunda nos
membros inferiores
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EMG — Achados compativeis com Ganglionopatia ou
polineuropatia sensitiva, nos membros inferiores.

PESS - Disfuncao cordonal posterior abaixo do nivel cervical




Investigacao dirigida a causas de ganglionopatia
sensitiva

* PARANEOPLASICA:
— Anticorpos anti-Hu negativos
— Marcadores tumorais negativos
— TAC-TAP, ecografia pélvica, mamografia e ecografia mamaria sem lesdes

— Ecografia tiroideia com alteracdes sugestivas de processo inflamatorio
(tiroidite)

e AUTO-IMUNE SISTEMICA:

— Factor Reumatoide, ANA’s, anti-dsDNA, anti-RNP, anti-histona, anti-Sm, anti
fosfolipidos negativos.

— Anti- LKM1, anti- mudsculo liso negativos
— Anti- SSA (Ro),SSB (La) negativos

* VITAMINAS:

— Vitamina B6 (piridoxina) diminuida




Encefalopatia com resposta aos corticdides + Ganglionopatia sensitiva + Xerostomia e Parotidite

Vv

Suspeita Sind. Sjogren (SS-A e SS-B negativos)

- Bidpsia Glandulas Salivares
Cintigrafia Glandulas Salivares:

Hipocaptacdo do radiofdrmaco nas glandulas
submaxilares e parétidas

Teste Schirmner: Positivo

H&E: Infiltrado mononuclear extenso.
(2mm OD e OE) Imunohistoquimica: CD3 (linf.T) + CD20 (linf.B)




Evolucao e tratam

* PAROTIDITE

» Introducdo prednisolona 0,5 mg/kg
— Melhoria cognitiva (MMSE 23) e comportamental
— Melhoria equilibrio (assume posicdao de pé com apoio 3
— Melhoria EEG — sem actividade patoldgica

« CAUSA AUTO-IMUNE PROVAVEL
»  Pulso de Metilprednisolona seguido de Prednisolona 1
— Melhoria cognitiva (MMSE 29)
— Melhoria equilibrio (faz marcha com apoio de 32 pessoa
— Agravamento psiquidtrico (delirio persecutdrio- e alucin
neurolépticos
— EEG sem actividade patolégica. RM-CE sobreponivel

e CONFIRMACAO SINDROME DE SJOGREN
»  Ciclofosfamida 500 mg pulsos quinzenais (Fez os 2 ciclos iniciais parou por -> ITU’s
repeticao)
— Estabilizagdo cognitiva inicial -> agravamento recente em provas NP
— Melhoria inicial com independéncia na marcha (video) -> agravamento posterior

— EEG sem actividade patoldgica
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Sindrome de Sjogren

e DEFINICAO:
— Sindrome de Sjogren:
* cronica, auto-imune e lentamente progressiva
* caracterizada por infiltragao linfocitica de glandulas exocrinas
* Quadro clinico tipico : sicca (xerostomia e xeroftalmia)
* Pode afectar outras glandulas exdcrinas e outros sistemas de orgaos

— 1/3 dos doentes apresentam-se com manifestacoes sistémicas

— Primario ou secundario a outras Doencas Al (ex: LES, AR, Esclerose sistémica)

* EPIDEMIOLOGIA

* Mulheres->9:1

e 40-50 anos, mas pode atingir todas as idades

* pSS ->Prevaléncia varia entre 0,5-1% da populagao

e sSS-> Prevaléncia 30% populagao com doengas reumaticas




 Critérios 2002 AECG (American-European Consensus Group)
* Critérios 2012 ACR (American College of Reumatology)

e Varios critérios desde 1965, que foram acrescentando medidas objectivas:

CONSENSUS REPORT

Classification criteria for Sjogren’s syndrome: a revised
version of the European criteria proposed by the
American-European Consensus Group

C Vitali, S Bombardieri, R Jonsson, H M Moutsopoulos, E L Alexander, S E Carsons,

T E Daniels, P C Fox, Rl Fox, S S Kassan, S R Pillemer, N Talal, M H Weisman, and the
European Study Group on Classification Criteria for Sjogren’s Syndrome

Ann Rheumn Dis 2002:61:554 558

Table 2  Revised international classification criteria for Sjégren’s syndrome

I. Ocular symptoms: a positive response to at least one of the following questions:
1. Have you had daily, persistent, troublesome dry eyes for more than 3 months2
2. Do you have a recurrent sensation of sand or gravel in the eyes?
3. Do you use tear substitutes more than 3 fimes a day?

II. Oral symptoms: a positive response to at least one of the following questions:
1. Have you had a daily feeling of dry mouth for more than 3 months?
2. Have you had recurrently or persistently swollen salivary glands as an adult?

3. Do you frequently drink liquids to aid in swallowing dry food?

lll. Ocular signs—that is, objective evidence of ocular involvement defined as a positive result for at least one of the following two fests:
1. Schirmer's | test, performed without anaesthesia (<5 mm in 5 minutes)
2. Rose bengal score or other ocular dye score (=4 according fo van Bijsterveld's scoring system|

IV. Histopathology: In minor salivary glands [obtained through normalappearing mucosa) focal lymphocytic sialoadenitis, evaluated by an expert

histopathologist, with a focus score =1, defined as a number of lymphocytic foci (which are adjacent to normal-appearing mucous acini and contain

more than 50 |ymphocy|esi per Tmm of glandular fissue'®

V. Salivary gland involvement: objective evidence of salivary gland involvement defined by a positive result for at least one of the following
diagnostic fests:

1. Unstimulated whole salivary flow (1.5 mlin 15 minutes)

2. Parotid sialography showing the presence of diffuse sialectasias (punciate, cavitary or destructive pattern), without evidence of
obstruction in the major ducts'

3. Salivary scintigraphy showing delayed uptake, reduced concentration and/or delayed excretion of fracer®

VI. Autoantibodies: presence in the serum of the following autoantibodies:

1. Anfibodies to Ro[SSA) or La[SSB] antigens, or both

SIND. SJIOGREN
PRIMARIO:

a. 4 de 6 critérios
(se histopatologia ou
serologia presentes)

b. 3 dos 4 critérios
objectivos




Arthritis Care & Research
Vol. 64, No. 4, April 2012, pp 475—487

DO 10.1002/acr. 21591
B 2012, American College of Rheumatology

SPECIAL ARTICLE

American College of Rheumatology Classification
Criteria for Sjogren’s Syndrome: A Data-Driven,
Expert Consensus Approach in the Sjogren’s
International Collaborative Clinical Alliance Cohort

Table 7. Proposed classification criteria for 55*

The classification of SS, which applies to individuals with signs/symptoms that may be suggestive of 55, will be met in patients

who have at least 2 of the following 3 objective features:
1. Positive serum anti-5SA/Ro and/or anti-SSB/La or (positive rheumatoid factor and ANA titer 21:320)

2. Labial salivary gland biopsy exhihiting focal lymphocytic sialadenitis with a focus score =1 focus/4 mm*t

3. Keratoconjunctivitis sicca with ocular staining score =3 (assuming that individual is not currently using daily eye drops

for glaucoma and has not had corneal surgery or cosmetic eyelid surgery in the last 5 years)+

* We excluded participants with rtheumatoid arthritis, systemic lupus erythematosus, scleroderma, or other connective tissue disease from these
analyses since there were only 87 (6% h participan = Sitioren's svndrome: ANA = antinuclear antibod




Tratamento

TREATMENT ALGORITHM FOR SJ8GREN'S SYNDROME

Glandular
manifestations

Extraglandular
manifestations

Ciry mouth I

Parotid gland
enlargement

Avoid Smoking aroas, windy Oval hygieneo aftor each meal Apply Local wot hoat
low humidily environment,| Topical spplication of fluonde L
drugs with anticholinemic Treat ~  Antibiotics,
adtion, diwetics Lubrication Waisr superinfection anaigesics

Lubrication Artificial lars without Local Sugar-free, favored Parsistant, Rule owt
prosovatives stimulation lozenges or gum heard hmphoma
bicarbonate-buffered .
glgc.'tm?midutgws 5!'519'"!5 As for diy eyes

stimulation

Local Cyclic adenosing mono- . "

simulaton phosiata cclospone | | O, Toncalysmtn or
29 olive solution lozenges

Systamic Pilocarpine (5 mg thice

stimulation daly oyl cevimeling
(20 myg thrice daily oaly)

Sewvera Nasolacnmal duct

dry eyes ooclusion (temporary or
parmanantl; soft
contact lensos;
corneal transplantation

|
Raynaud’s Henal tubular | Vasculiis | | Lymphoma I
phenomenon acidosis
: I
oy chiorogquing Cold protedtion: gloves Bicarbonate Siandard CHOP
(200400 mg'd) replacamarnt treatmeant +
or Niadipine amti-CDon
Methotrexalo {10 myg thrice daily}
f02—0.3 mgkg body
waoight wookly)
Pradnisolons
{10 mg dafly oraily)

Treatment of Primary Sjogren Syndrome
A Systematic Review

Manuel Ramos-Casals, MD, PhD

Life-Threatening Situations
Treatment of severe, life-threatening in-
volvement has rarely been detailed and
at present, there are only a few retro-
spective studies and isolated case re-
ports. However, this scanty evidence,
taken together with expert review, sug-
gests that methylprednisolone and cy-
clophosphamide pulses, possibly to-
gether with plasma exchanges, should
be used in patients with rapidly pro-
gressing extraglandular features (glo-
merulonephritis, neuropathy, intersti-
tial lung disease, or myelitis) or with
severe systemic vasculitis.>*? Ritux-
imab is increasingly used in life-
threatening situations and cases of B-
cell lymphoma.®

VAMA. 2070;304(4):452-460



Manifestacodes Neuroldgicas Sjogren

» Prevaléncia de manifestacdes
neurologicas no pSS varia entre 10 e
60%.

— Mudanca critérios classificacao
(desde 1965- 11 critérios)

— Diferentes populacdes (servigos de
referenciacao- Neurologia, Med
interna, Reumatologia.

Neurological involvement in Primary Sjogren’s Syndrome
Acta Reumatol Port 2013;38:29-36

TarLe 1: Neurological manifestations in primary Sjopren’s syn-
drome.

Peripheral disorders Central disorders

Focal
(i} Seizures
(ii) Movement disorders
(iii) Cerebellar syndrome
(iv} Optic neuropathies
(v} Pseudotumor lesions
(vi) Motor and sensory

loss

Axonal polyneuropathies
(i) Symmetric pure sensory
peripheral neuropathy
(i) Symmetric sensorimotor
peripheral neuropathy

Multifocal disease

(i} Cognitive impairment
I (ii) Encephalopathy I

Titl) Lrementia
(iv) Psychiatric
abnormalities

Sensory ganglioneuronopathy

(v) Aseptic
meningoencephalitis

» As manifestacdes neuroldgicas
podem preceder os sintomas sicca
em 57% dos casos.

Neurologic Manifestations in Primary Sjogren Syndrome A Study of 82 Patients
Medicine Volume 83, Number 5, September 2004,

Spinal cord dysfunction

(i} Chronic progressive
myelopathy

(ii) Lower motor neuron
disease

(iii) Neurogenic bladder

(iv} Acute transverse

myelitis

Motor neuropathy

Progressive-multiple

Small-fiber neuropathy sclerosis-like syndrome

Central nervous system

Multiple mononeuritis ..
vasculitic involvement

Trigeminal and other cranial
nerves neurcpathies

Auntonomic neuropathies

Demyelinating
polyradiculoneuropathy

Neurological Disorders in Primary Sjogren’s Syndrome
Autoimmune Diseases Volume 2012



Manifestacdes Neurologicas Sjogren

Manifestagcdes SNP tém uma frequéncia semelhante as do SNC

Os doente com “Neurosjogren” tém idade mais elevada a data da apresentacao
clinica.

Anticorpos SS-A e SS-B sao menos frequentes em doentes com envolvimento
neurologico (40%)

Polyneuropathy | 19

Pure sensory neuropathy |9

Multineuritis | 7

Polyradiculoneuropathy : 1

Cranial nerve
involvement

Muscular disease : 2
Radiculopathy : 2

Motor neuron disease : 1

MNo. of patients

FIGURE 3 Peripheral nervous svstem involvement

Neurologic Manifestations in Primary Sjogren Syndrome A Study of 82 Patients
Medicine Volume 83, Number 5, September 2004,




Fisiopatologia

CNS

Infiltration by Vascular involvemnent

mononuclear l

cells

+ Ischemia secondary to vessel vasculitis
« Antibodies role?
PNS

Infiltration E}r Vascular

mononuclear cells: l
ganglionitis = Vasculitis vasa nervorum

» Necrotizing vasculitis
» Antibodies role?

Ficure 1: Pathophysiological mechanism implicated in the devel-
opment of central and peripheral nervous system manifestations in
primary Sjtgren’s syndrome.

A Fisiopatologia das manifestacdes do sindrome de
Sjogren é desconhecida.

SNC:
e Infiltragao directa por células mononucleadas
* Lesao vascular - Papel dos auto- anticorpos?

SNP:
* Ganglionopatia -> infiltracao directa de células
mononucleadas da raiz dorsal

* Vasculite vasa nervorum

* Papel de anticorpos?
 SS-AeSS-B?
e Anticorpos antineuronais?
* Anticorpos anti receptor muscarinico tipo
3- > Disf autondmica

Neurological Disorders in Primary Sjégren’s Syndrome
Autoimmune Diseases Volume 2012




Spinothalamic Dorsal
fract column

Ganglionopatia sensitiva

Medial division
(large fibers)

Lateral division
\(small fibers) 43

The dorsal root ganglion under attack: the acquired sensory ganglionopathies

Pract Neurol 2010; 10: 326-334

Subgrupo de neuropatias periféricas
Lesao do corpo celular do neurdnio da raiz dorsal,

Predisposicdo a lesdao infecciosa e auto-imune — capilares
fenestrados

Clinica:
— Envolvimento sensitivo | assimétrico e sem gradiente
distal/proximal
— Ataxia sensorial dos membros, Pseudoatetose
— Dor, parestesias e hipostesia
— Forca muscular mantida

Diagndstico:
— EMG

* Diminuicao ou auséncia de SNAP’s, sem gradiente
distal/ proximal

* Estudo condu¢ao motora normal
— PESS
* Podem mostrar envolvimento central
— RM- medular
* Hiperintensidades T2 nos cordoes posteriores




Ganglionopatia sensitiva

Onset

Disease association

Pa raneuelastic

Inflammatory

Infection related

Medication

Vitamin associated

Idiopathic

Subacute-chronic

Subacute-chronic

Subacute

Subacute-chronic

Subacute-chronic

Chronic

Small cell lung cancer, Blood tests
bronchial carcinoma, breast CSF
cancer, ovarian cancer,

lymphoma, neuroendocrine

HIV serology, anti-Ro/La antibodies, anti-Hu antibodies
Inflammatory CSF favours a paraneoplastic origin whereas
a normal CSF is more likely due to immune or drug induced

causes

tumours, sarcoma Imaging If malignancy is suspected or anti-Hu antibodies are
Sjogren’s syndrome, positive: CT chest with contrast, mammogram, pelvic and
rheumatoid arthritis, systemic abdominal CT and, if required, FDG-PET scanning

lupus erythematosus, Tissue Rinn<y of sueniciois mass ceen on imaging studie
autoimmune hepatitis biopsy malignancy; lip biopsy for tissue confirmation of Sjogren’s

HIV (also EBV, VZV, measles,
HTLV-1)

Platinum based chemotherapy
(cisplatin, oxaliplatin,
carboplatin), antibiotic
toxicity has been suggested
Vitamin B6 (pyridoxine)
toxicity

Not known

syndrome even in those patients who are anti-Ro/La antibody

negative

The dorsal root ganglion under attack: the acquired sensory ganglionopathies
Pract Neurol 2010; 10: 326-334



Meningoencefalite Auto-imune Nao vasculitica (NAIM)

Caselli et al em 1999 propds o termo NAIM
para descrever um conjunto de 5 doentes com
o diagnostico de encefalopatia com resposta
aos corticoides

— 4 dts com uma combinacao de auto AC (FR, ANA's,
SS-A, SS-B, anti-TPO)
— 3 com IgG elevada no LCR

— 5 com demonstracao histologica de infiltrados
linfocitarios (B.cerebral e G. salivar)




Diagndstico Sindromatico e Etiologico

* Meningoencefalite auto-imune nao vasculitica
(NAIM) e ganglionopatia sensitiva como
manifestacao inicial de Sindrome de Sjogren



Discussao

Apresentamos um caso de Sindrome de Sjogren com uma primeira
manifestacdo neuroldgica (encefalopatia+ ganglionopatia)

A resposta aos corticdides e a ganglionopatia foram decisivos no diagndstico
etiologico

A negatividade dos Ac SS-A e SS-B nao devem excluir diagndstico de S.
Sjogren, sensibilidade é mais baixa nos doentes com atingimento neuroldgico

Nao ha recomendacdes especificas no tratamento do “Neurosjogren”, e
postulamos que a resposta ao tratamento imunossupressor convencional nao
seja ideal
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