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Streszczenie:

Cel: Acyduria 3-metyloglutakonowa (3-M GA-uria) jest specyficznym markerem wad metabolizmu
zwi?zanych z mutacjami w genach AUH, SERAC1,

TAZ, CLPB, OPA3, DNAJC19, TMEM70. Celem pracy by?o opracowanie zalece? w ré?nicowaniu 3-
MGA-urii, w tym wskaza? do badania molekularnego.

Materia? i metody: Z grupy ponad 70 tys. dzieci poddanych analizie profilu kwasdw organicznych
metod? GCM S wysel ekcjonowano 356 pacjentow

ze wzrostem wydalania kwasu 3-MGA. W analizie uwzgl ?dniono wiek pacjenta, specyficzno?? objawow



Klinicznych oraz nasilenie 3-MGA-urii.

Obecno?? specyficznych objawdw klinicznych (oraz dost?pno?? materia?u do bada? genetycznych)
stanowi 7a podstaw? ukierunkowania diagnostyki

molekularngj. W analizie uwzgl ?dniono wszystkie dost?pne wyniki bada? metabolicznych i
molekularnych.

Wyniki: Pozytywny wynik diagnostyki molekularngj uzyskano w grupie w2trobowej (43,9%) oraz
neurologiczng ze wspa?istnieniem neutropenii

(53%) lub niedos?uchu (80%) oraz w grupie kardiologiczng (25%). Rozpoznanie ustalone zosta?o
??cznie u 48 spo?réd 94 pacjentdw poddanych diagnostyce

molekularng i metaboliczngj (51,1%). U 18 pacjentéw wykryto mutacje w genach SERAC1, TMEM70,
CLPB i TAZ, specyficznie zwi?zanych

z 3-MGA-uri?. Rozpoznanie ustalono u 75% noworodkéw, w tym defekty specyficznie zwi?zane z 3-
MGA-uri? oraz inne defekty (hiperamonemia

typu I, zespd? SLO). W grupie badanych dzieci powy?¢ 1,5 roku ?ycia rozpoznawano g?éwnie
glikogenozy w2trobowe i r6?ne mitochondriopatie, ale

nie wykryto ?adnego defektu zwi?zanego specyficznie z 3-MGA-uri?.

Whnioski: Wyniki bada? wskazuj?, ?e post?powanie diagnostyczne w przypadkach 3-M GA-urii powinno
by? uzale”ione od jg nasilenia, wieku pacjenta

oraz charakteru dominuj?cych objawdw Klinicznych.

Abstract:

Objectives. 3-methylglutaconic (3-MGA) aciduriais a specific marker of metabolic defects associated
with mutationsin the: AUH, SERACL, TAZ, CLPB, OPA3,

DNAJC19, TMEM70 genes. The aim of the study was to develop recommendations for 3-MGA-urii
differentiation, including indication for molecular testing. M aterial and methods: 356 cases of 3-MGA-
uriarevealed among more than 70,000 GC-M S organic acid profilesin urine were included in

the study. Age of screening (onset), specific clinical symptoms, and 3-MGA-urii excretion amounts were
analyzed. Presence of specific clinica

symptoms (and DNA availability) were the basis of qualification for molecular study. All available
molecular and metabolic data were included

in the analysis.

Results: Positive results of molecular diagnostics were received in phenotypes dominated by involvement
of liver (43,9%), central nervous

system with neutropenia (53%) and deafness (80%), and in heart (25%). Definite diagnosis was
established in 48 out of 94 studied patients

(51,1%). In 18 of these, the defects of genes specifically associated with 3-MGA-uria (SERAC1,
TMEM70, CLPB, TAZ) were detected. In 75% of

neonates, mutations in genes specifically associated with 3-MGA-uria or other defects (hyperammonemia
type |, SLO syndrome) were identified.

In older age group (>1.5 years), the positive DNA results were not connected with 3-MGA specificity and
were found occasionally (glycogen

storage disease, mitochondrial disorders).

Conclusions: Results of the study indicate that the diagnosis of 3-M GA-uria should be based on the
severity of the disease, patient’ s age

and the nature of the dominant clinical symptoms.



