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Neonatal hemochromatosis (NH) is a neonatal liver disease associated with
hemochromatotic siderosis of various extrahepatic tissues and can cause
fetal or neonatal death due to severe liver failure. NH is currently thought to
belong to the family of maternofetal alloimmune disorders, and gestational
alloimmune liver with NH (GALD-NH) is the dominant cause of neonatal
liver failure. There are a few case series reports showing the effectiveness
of antenatal intravenous immunoglobulin therapy (IVIG) for preventing
GALD-NH recurrence, but as yet there are no clinical trials. The aim of the
present clinical trial is to show the effectiveness of antenatal IVIG therapy
for preventing recurrent GALD-NH among pregnant women with a history of
having offspring with this disease. Administration dose is 1g/kg IV based on
weight at 14 weeks and dosing schedule is at 14 weeks, 16 weeks, and then
weekly from 18 weeks of gestation to delivery. The primary outcome is set to
be infant survival to age 3 months without any treatments such as postnatal



IVIG therapy, exchange transfusion, hemodialysis, plasmapharesis or liver
transplantation. The researchers plan to conduct this clinical trial at four
perinatal centers with experience with these therapies. The size of the
cohort for this clinical trial is eight subjects; the therapy will be considered
effective in comparison with the historical survival data in subjects without
this therapy if the primary outcome is demonstrated in more than six
patients. Five subjects have already been recruited for enrollment, and three
subjects should be recruited in the next one and half years. However, six
successful subjects among six enrollments (i.e. 6/6, 100%) will be enough to
show the effectiveness of this therapy. The information currently available
on several of the candidates strongly suggests that this trial is feasible. If
antenatal IVIG therapy for the prevention of recurrent GALD-NH is
established as standard therapy and is approved for coverage by the
National Health Insurance policy, we may be able to save the lives of fetuses
which might otherwise die in utero or in the early neonatal period and have
much less need for very expensive, intensive neonatal care, such as
exchange transfusions, hemodialysis, plasmapheresis, and liver
transplantation.



