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Aimm of the thesis 

Thee first aim of this thesis is to elucidate the clinical and biochemical spectrum of isolated 

LCHADD and MTP deficiency. Although many isolated cases and small series of LCHAD 

deficientt patients have been reported, an overview of the clinical and biochemical 

featuress in a larger series was lacking. We therefore studied the clinical and biochemical 

modee of presentation, the clinical course and effects of therapy in a large cohort of 

unselected,, mostly European LCHAD deficient patients (chapter 3). In contrast with the 

multiplee reports on isolated LCHAD deficient patients, only a few MTP deficient patients 

weree described, which display a heterogeneous array of symptoms and a varying age at 

presentation.. We studied a cohort of MTP deficient patients in order to give an overview 

off the disease in MTP deficiency and to compare the differences in presentation and 

outcomee with isolated LCHAD (chapter 4). 

Ass the clinical presentation of LCHAD deficiency can be very heterogeneous, and not 

alwayss resembles the classical 'MCADD- or hepatic phenotype' it is well conceivable that 

manyy patients are missed for diagnosis and that the true incidence of LCHAD deficiency is 
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muchh higher. To test this hypothesis we decided to study the prevalence of the common 

LCHADD mutation in the Dutch population (chapter 5). 

Anotherr aim of this thesis is to try to unravel the etiologic aspects involved in the origin of 

thee remarkable association between a long-chain FAO disorder in the fetus and severe 

complicationss of pregnancy in their mothers. First we focused on the possible roie of the 

heterozygousityy of the mothers as a single cause. We therefore studied the prevalence of 

thee common LCHAD mutation in a cohort of women who previously suffered from HELLP 

syndromee (chapter 5). Additionally we performed a LCT loading test in women 

heterozygouss for the 1528G>C mutation, studying the in vivo capacity to oxidize fatty 

acidss possibly causing the maternal liver disease (chapter 6). As the placenta, which 

geneticallyy is of fetal origin, and the fetus are considered to be primarily dependent on 

glucosee oxidation for all energy requirements, their potential role in the etiological 

mechanismm causing the association between the maternal pregnancy complications and 

thee fetal FAO disorder is still unclear. We therefore studied human placenta for the 

presencee of multiple enzymes involved in FAO (chapter 7). Finally, expression studies for 

LCHADD and VLCAD were performed in human embryos, in order to observe whether FAO 

playss a role during intra-uterine life (chapter 8). In case of LCHAD or MTP deficiency 

activee intra-uterine FAO could be elucidative in the explanation for both the maternal liver 

disease,, as for the observed high incidence of intra-uterine growth retardation and 

prematurity. . 
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