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Identificacao / Antecedentes

——

Antecedentes perinatais
Gl, sem intercorréncias
Pl, eutdcico, 35s + 3d
APGAR 6/8/9
PN: 2070g (<P5), Comp 42 cm (<P5)
Internamento na UCIN por TTRN
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Antecedentes familiares
@ consanguinidade
Mae: 20 A, asma na infancia
Pai: 26 A, saudavel
Tia paterna: Mtransaminases em
contexto de infecdao (toma de AB?),
com posterior N
Avo materna: litiase vesicular

Antecedentes patoldgicos
Ma progressao estato-ponderal
Otites de repeticao
Pneumonia (18 M)
Amigdalite (24M)

PNV
PNV + 4 doses Prevenar13®

Alimentacao
Variada, come bem fruta, nao
gosta muito de doces,
"petisqueiro”
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Historia da doenca atual
ESANALYSIC N VETEOISH. s menivu. mesaaa e B — J—

Seguido no H. de Ponta Delgada

v' M3 progressdo ponderal (valorizada 15 M)
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No contexto de pneumonia virica (18M):

e — e« Elevagdo das transaminases
(AST e ALT 125/ 155 UI/L)
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Historia da doenca atual
ESANAIVSIS S ETBOISH o menitvu medrua AaNTBAL TITNE o S aerasuen
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v' Ma progressao ponderal + P persistente transaminases (max AST/ALT 205/193 UI/L)
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Investigacao: Hipoteses de

diagnodstico?

* CKN

* Serologia s (CMV, EBV) neg
« AlfalATN

e Autoimunidade neg
Ceruloplasmina N 3A,

* Imunoglobulinas (IgA, IgG e IgM) N Ma progressao estato-ponderal
* Ferritina N Hepatite X

* AFP 32 ng/ml (ligeiramente 1\) Esteatose hepatica

* Gasimetria N
* Lactato N
AA plasmaticos: sem alteracdes significativas
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» Ecografia abdominal: ligeira infiltracao esteatdsica difusa
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Historia da doenca atual
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Referenciaolo para o HPC

> |[nvestigacao/realizacdo de bidpsia hepatica

L

Exame objectivo:
Peso 10,3 Kg (<P5), Est 87 cm (<P5)
Sem dismorfismos. Discretas telangiectasias na face. Eritema palmar. Sem
hipocratismo digital.
AC: taquicardia, sem sopros audiveis.
Abdomen: circulagao colateral muito discreta, figado palpavel a 2 cm abaixo
do rebordo costal dto, baco nao palpavel
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Exame neuroldgico - N

MA Desenvolvimento psicomotor: adequado a idade
Y Avaliacao oftalmoldgica - N

Observacao ORL - N

Avaliagao cardiaca (ecocardiograma e ECG) - N
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Investigacao
ESANAIVSIS S ETBOISH o menitvu medrua AaNTBAL TITNE o S aerasuen

Avaliagao analitica inicial

= Hemograma - N

= Func¢ao renal e ionograma - N

Perfil lipidico - N

Funcao hepatica N

Sem colestase, apenas discreta ™ GGT (69 Ul/L)
= Citdlise: AST/ALT 142/166 UI/L

Estudo metabdlico inicial

= Amodnia - N (11umol/L)

= Lactato 5,7 mmol/L (0,4-2 mmol/L)

= Gasimetria: pH 7,28, HCO3 20,2, BE -6,5 (acidose metabdlica)
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Investigacao
ESANAIVSIS S ETBOISH o menitvu medrua AaNTBAL TITNE o S aerasuen
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Ecografia abdominal:

Figado com textura homogénea mas ligeiramente hiperreflectiva, em relacao
aparente com sobrecarga metabdlica; VT = F1

L

g—

Programada realizacdao de bidpsia hepatica

MAINTENANCE

Apods o procedimento, realizado sob anestesia, apresentou episddio inexplicado
de prostracao marcada

¥

Investigacao metabolica alargada:

v’ Colheita para AO urinarios
v’ Acilcarnitinas sangue cart3o
v CDT sérico

v" Estudo mitocondrial na BH
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Investigacao
PR g PR L — —

= &
o - o
o v
- A 3 -
1 B "
=

Esteatose macro e Fibrose portal (200x) Espago portal com septo
micronodular e fibrose fibrotico (200x)

portal (200x)
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Biopsia hepatica

e

Investigacao metabdlica adicional:

Acilcarnitinas - N
CDT - N (2,3%)

Atividade dos complexos IlI,II+11l,V da cadeia resp mit< N
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Ligeira deple¢ao do mitDNA no figado (28,1%; N >30%)
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Aciduria 3-metilglutacdnica (203 pmol/mmol creatinina; normal: 0-19)
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Ma progressao estato-ponderal
Esteatohepatite

Fibrose hepatica

Neurologico OK
Hiperlactacidémia moderada

Acidose

Défice CRM + ligeira deplecao mitDNA figado

ﬂﬁ Aciduria 3-metilglutaconica
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Aciduria 3-metilglutacénica
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5 tipos distintos:
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Tipo |
Tipo Il (Sindrome de Barth)

Tipo lll (Sindrome de Costeff)

Tipo IV (inclui o Sindrome MEGDEL)
Tipo V
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Grupo de DHM caracterizadas por 4 excregao urinaria do ac 3-metilglutacénico

Defeito no metabolismo da leucina

Alt da funcao mitocondrial
(# mecanismos)
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J Inherit Metab Dis (2013) 36:923-028 925
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Table 1 Classification of “inbom errors of metabolism with 3-methylg hitaconic aciduria as discriminative featre™

Ciroup Patho- Disease name Old type Hallmarks of phenotype Affected geme, protein, subeellular
mechanism (beside 3-MiA-uria) localization, proposed function
b,
Primary Organic aciduria  3-methylg hitaconyl- 1 Adult onset lenco-encephalopathy, AUH, 3-methylghitacony -CoA
GI 3-MCiA-uria CoA hydratase dementia, progressive spasticity hydratase, mitochondrial matrix,
deficiency or lencine catabolism
ALTH defect
I Secondary Defective TAZ defect or Barth I X-linked, {cardio)myopathy, short  T4Z, Tafazzin, (inner) mitochon-
3-MGA-uria  phospholipid syndrome stature, neutropenia, OXPHOS drial membrane, cardiolipin
| nl‘ remodelling dysfunction, hypocholesterole- remodel ling

mia, cognitive phenoty pe, mild
dysmorphic features,

SERAC! defect or v Progressive spasticity, dystonia, SERACI, SERACL, mitochondria
MEGDEL syndrome deafness, Leigh like MRL, severe  associated membranes fraction,
I PMRE, hypocholesterolemia, phosphatidyl-ghycerol remodel-
; OXPHOS dysfunction ling, cardiolipin composition
l Mitochondrial OPA3 defect or 111 Ataxia/extrapyramidal dysfunction, OF43, OPA3, outer mitochondr ial
membrane Costeff syndrome optic arophy membrane, ?protective fmction
associated for respiratory chain
disorder DNAJCLY defect or v Dilated cardiomyopathy, ECG DNAICIY, DNAJIC1Y, ?inner
DCMA syndrome abnormalities, non-progressive mitochondrial membrane, ?
cerebel lar ataxia, testicular dys- mitochondrial protein import

genesis, growth failure, anemia,
steatosis hepatis

= =S = MAINTENANCE

TMEMT0 defect v Broad phenotypical variety, TMEMT(0, TMEMTO, inner
hy pertrophic cardiomyopathy, mitochondrial membrane, ?
ATPase deficiency, myopathy, complex V assembly and
dysmorphic features, cataracts, insertion in mitochondrial
PME., lactic acidosis, membrane
p— l hy perammonemia
‘ Unknown NOS 3-MGA-uria v Variable, mostly progressive unknown

neurological disease

|

3-MGA-uria 3-methylghitaconic aciduria, NOS not otherwise specified; OXPHOS oxidative phosphorylation, PMR psychomotor retardation
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Investigacao
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Estudo molecular do SERAC1

Homozigotia para c.777>G, exao 9 mutacao (p.Y259%*) (ndao descrita)

Sindrome MEGDEL

3-MEthylGlutaconic aciduria with Deafness,
Encephalopathy and Leigh-like disease

Ma progressao estato-ponderal

Esteatohepatite
Alt funcdo CRM/depleccdo mitDNA

Excrecdo urindria M éacido 3-metil-
glutacénico

SERAC1

Codifica enzima envolvida na
remodelacao do fosfatidilglicerol
Essencial para fungao mitocondrial e
trafico intracelular do colesterol

Auséncia manif classicas:
= (Surdez

= J Alt neuroldgicas
(espasticidade/distonia)

= () Atraso DPM
= RMN-CE normal
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Comentarios finais
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* Excrecdo urinaria " do acido 3-metilglutacénico
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* Biomarcador importante que deve motivar investigacao

* Achado comum na suspeita de DHM (++dcas mitocondriais)

MAINTENANCE =

Pode ser intermitente > importante investigar em crise

“Chave” para o dx no nosso doente

* Este caso representa uma nova mutag¢ao do SERAC 1
 Forma de apresentacdao menos grave do Sindrome MEDEL (envolvimento

hepatico + MPP)
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