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UMA CAUSA RARA DE
COLESTASE HEPATICA

HISTORIA CLINICA

= Homem, 66 anos de idade

= ANTECEDENTES
« HTA

= Esquizofrenia paranoide

= MEDICACAO HABITUAL

= Candesartan, Furosemida, Clopidogrel, Risperidona

e Mexazolam




UMA CAUSA RARA DE
COLESTASE HEPATICA

HISTORIA CLINICA

= Enviado para a Consulta por:

* Prurido generalizado

= Edemas dos MI’s

=  Aumento dos marcadores hepaticos de

colestase

1 ano de evolucao




UMA CAUSA RARA DE
COLESTASE HEPATICA

EXAME FISICO

= Anictérico

= Hepatomegalia e ascite

= Edema dos MlI’s




UMA CAUSA RARA DE
COLESTASE HEPATICA

EXAMES COMPLEMENTARES DE DIAGNOSTICO

FA 864U/L (6XLSN) e GGT 497U/L (6XLSN)
TGP e TGO normais

BioQuiMIiCA HEPATICA | Bilirrubina normal

INR 1.2

Albumina 1.8g/dL

SEROLOGIAS VIRICAS | Negativas

CINETICA DO FERRO Sem alteragdes

AUTOIMUNIDADE Sem alteragdes
HEMOGRAMA Sem alteragdes
FUNCAO RENAL Creatinina 3.1mg/dL. TFG 27mL/min

FUNCAO TIROIDEIA TSH 5.4uUl/mL e T3 e T4 livres normais




ECOGRAFIA ABDOMINAL

Ascite

Hepatoesplenomegalia

@ dilatacido das vias biliares

UMA CAUSA RARA DE
COLESTASE HEPATICA

PARACENTESE

Proteinas 0.9 g/dL
J critérios de PBE
@ células neoplasicas

COLANGIO-RM
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UMA CAUSA RARA DE
COLESTASE HEPATICA
EXAMES COMPLEMENTARES DE DIAGNOSTICO

BIOPSIA HEPATICA




UMA CAUSA RARA DE
COLESTASE HEPATICA

BIOPSIA HEPATICA

Cedido pelo Servico de Anatomia-patolégica H. Braga



UMA CAUSA RARA DE

COLESTASE HEPATICA

EXAMES COMPLEMENTARES DE DIAGNOSTICO

ELECTROFORESE:
Pré-Albumina

Albumina

40.2/22

72104 02-0.4 CADEIAS LEVES LIVRES SORO
Alfa2 13.0/07 % e Cadsias Lambda 31.30 mg/dl 0.83-2.7C
Beta 3 0.6-1.1
Bent = . be s Czdeias Kappa 9.45 mzel
Beta2 18.6 /1.0
Gama 13.7/08 % 0.7-18
Relacio 4G 07 Ratio Kappa/Lambda
Comentario:
0.3 (0.26-1.65)
CADEIAS LEVES URINARIAS
Cadstas Lambda 12.00 mz/dl
Cadeias Kappa 18.00 mg/dl
Quociente X'L: 1.50
1o——
IMUNOELECTROFORESE
o o Nio se observam
omentarto;

picos monoclonais

Hipocelularidade
| 3 linhas hematopoiéticas Infiltrado de plasmdcitos
Preenchimento do compartimento (5%; 88% binucleados/fenttipo anormal) T Lesdes osteoliticas

medular por substancia amiléide n @ Blastos

_I Hipercalcemia




UMA CAUSA RARA DE
COLESTASE HEPATICA

Proteinuria (1.5g/24h)

Tirdide heterogénea
3 noddulos, o maior com 1.3cm

@ Adenopatias

Aortic arch

Hipertrofia conc
Pro-BNP 13517 pg/mL (LSN<125)
ECG normal




UMA CAUSA RARA DE
COLESTASE HEPATICA

TRATAMENTO

= AMILOIDOSE AL COM ATINGIMENTO

MULTISISTEMICO (HEPATICO, RENAL E CARDIACO)

= Bortezomib + Dexametasona + Ciclofosfamida

= Falecimento 1 més depois por agravamento de

insuficiéncia renal apesar de hemodialise




UMA CAUSA RARA DE

COLESTASE HEPATICA

Amiloidose - termo genérico que se refere a deposicao

extracelular de uma proteina fibrilar nos tecidos e érgaos

TiPO PERCURSOR SiINDROME CLIiNICO ORGAOS ATINGIDOS

AL Cadeias leves de Primaria ou associada a Mieloma multiplo ou Diversos
imunoglobulina Linfoma ndo-Hodgkin
AA Proteina amildide A sérica Secundaria; Reactiva a inflamagao crénica (AR, Rim. Diversos
(proteina de fase aguda) EA, DIl), infecgao ou febre mediterranica familiar ’
Transtirretina gl(\)lrlsegﬁ?erico
Apolipoproteinas Al ou All SNAUtGNOMo
AF Gelsolina Familiar Figado
Fibrinogénio Ri?n
Lisozima .
Cérneas
AB2-M B2-microglobulina Relacionada com a didlise I\O/I:Q;brana sinovial
Proteina amildide Doenca de Alzheimer
Cistatina C Angiopatia amiléide cerebral \S/glch:iT;:al
ORGAO- Pro_t_elna priao Encefglopatlas_ espongiformes Pancreas
i Amilina Associada a diabetes Tirdide
ESPECIFICA Calcitonina Carcinoma medular da tiréide ,
. . Auricula
PNA Relacionada com a idade Hinsfise
Prolactina Endocrinopatia P

~ Longo DL, Fauci AS, Kasper DL, Hauser SL, Jameso ficine,



UMA CAUSA RARA DE
COLESTASE HEPATICA

AMILOIDOSE AL - DEFINICAO

e . Superproducéao Fibrilas de amiléide

e cadeias leves que se depositam
plasmaticas da MO monoclonais / nos 6rgaos /

= Pode estar associada:

= Mieloma multiplo (10% dos casos)

= Linfoma nao-Hodgkin

= Macroglobulinemia de Waldenstrom

Clinical presentation, laboratory manifestations, and diagnosis of immunoglobulin light chain (AL) amyloidosis (primary amyloidosis) in uptodate




UMA CAUSA RARA DE

COLESTASE HEPATICA

AMILOIDOSE AL - CLINICA

70%

R Proteinuria; Sindrome nefrético
CORAGAO e
¢ IC; Arritmia; Angina/EAM; t1BNP
SISTEMA 70% Hepatomegalia com ou sem esplenomegalia; 25% Padrao colestatico; 1%

manifestagcées Gl ( hemorragia Gl, gastroparésia, obstipagao, sobrecrescimento

GASTROINTESTINAL : , ~ - :
bacteriano, ma absorgao e pseudo-obstrugao intestinal)

UL WIS 20% Neuropatia periférica (Parestesia, Dor, Sindrome do tunel carpico)

PERIFERICO E ) . ) ~ . ) : , ~ i
15% Neuropatia auténoma (Disfuncéo intestinal e vesical, Hipotensao ortostatica)
AUTONOMO
MuscuLos 10% Macroglossia; Artropatia -
PELE Purpura; Raccoon-eye; Equimoses; Espessamento ceroso; Nodulos subcuténeos;
< Placas
COAGULAGAO Diatese hemorragica

Clinical presentation, laboratory manifestations, and diagnosis of immunoglobulin light chain (AL) amyloidosis (primary amyloidosis) in uptodate




UMA CAUSA RARA DE

COLESTASE HEPATICA

AMILOIDOSE AL - DIAGNOSTICO

CLINICAL SUSPICION OF AMYLOIDOSIS

Tissue Biopsy
(Conga red staining of abdominal fat or other tissue)

' '

¥ %

More invasive biopsy of
other affected organ

' '

No further work-up

Immunohistochemical | | Identify Diagnosis
staining of biopsy
— Kappa or Monoclonal protein in AL amyloidosis
lambda light serum or urine (Screen for cardiac, renal,
chain Plasma cell dyscrasia hepatic, autonomic involve-
in bone marrow ment, and factor X deficiency)
— Amyloid A Underlying chronic AA amyloidosis
protein inflammatory disease (Screen for renal,
hepatic involvement)
— Transthyretin Mutant transthyretin Familial ATTR amyloidosis
+/- family history (Screen for neuropathy,
cardiomyopathy; screen relatives)
Wild-type transthyretin Age-related or senile
(usually males >65, cardiac) | | systemic amyloidosis
— Negative Mutant ApoAl, ApoAll, Familial amyloidosis of rare type
fibrinogen, lysozyme, (Screen for renal, hepatic, GI
gelsolin involvement)




UMA CAUSA RARA DE

COLESTASE HEPATICA

AMILOIDOSE AL - TRATAMENTO

National

TSN gompmhmsi“ NCCN Guidelines Version 2.2014
B N coorks Systemic Light Chain Amyloidosis

There are insufficient data to indicate the optimal treatment of amyloidosis, therefore,
all patients should be treated in the context of a clinical trial when possible.

Options include:

« Bortezomib%/cyclophosphamide/dexamethasone
« Bortezomibd + dexamethasone

« Bortezomib%melphalan/dexamethasone

involv ased
Organ involvement b on « Cyclophosphamide/thalidomide/dexamethasone

c
amyloidosis consensus criteria E—— Dexamet! ne/alpha-interferon
Organ Involvement « High-dose melphalan® with stem cell transplant
Kidney 24-hr urine protein >0.5 g/day, predominantly albumi « Lenalidomide/cyclophosphamide/dexamethasone

¢ Lenalidomide/dexamethasone
Echo: mean wall thickness >12 mm, no other cardiac cause or an elevated
NT-ProBNP (>332 nglL) in the absence of renal failure or atrial fibrillation | | Oral melphalan/dexamethasone
« Pomalidomide/dexamethasone

Heart

Total liver span >15 cm in the absence of heart failure or alkaline

Liver phosphatase >1.5 times institutional upper limit of normal « Thalidomide/dexamethasone
Peripheral: clinical; symmetric lower extremity sensorimotor peripheral *Best suwonwe care

Nerve neuropathy See References for Primary Treatment Options (AMYL-A)
Aut ic: gastri e do-obstruction, voiding

ptying s P
dysfunction not related to direct organ infiltration

Gastrointestinal tract | Direct biopsy verification with symptoms

Direct biopsy verification with symptoms

Lung Interstitial radiographic pattern
Tongue enlargement, clinical
Arthropathy
Claudicati oid
Soft tissue Skin ;

Myopathy by biopsy or pseudohypertrophy
Lymph node (may be localized)
Carpal tunnel syndrome
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