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Sir: Dr.Ipsiroglu et al. comment that cerebral blood flow vel-
ocity is influenced by numerous factors including blood gas and
behavioural condition on examination. They also suggest that
cerebral blood flow velocity changed dramatically in ultra-
early neonatal period. Our study did not include blood gas
analysis and blood pressure monitoring. The first group (0-3h)
consisted of five members, aged 1, 1.5, 2, 2, 3h, and were ex-
amined in a non-crying state with careful handling. Therefore
we cannot comment on haemodynamics in the ultra-early neo-
natal period. We agree with the comment of Ipsiroglu et al.
that the cerebral haemodynamics in neonates is influenced by
multiple factors. Not only blood gas and pressure, but also
haematocrit and closure of the PDA affect cerebral blood
velocity in the neonate [1, 2]. We concluded that normal values
of chronological changes of cerebral blood flow velocity in the
normal term neonates are necessary. For the evaluation of var-
iable pathological conditions, values need to be compared with
normals. Detailed evaluation of cerebral flow velocity during
the ultra-early neonatal period before 1h after birth is recom-
mended.
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Sir: The expression of respiratory enzyme deficiencies in cul-
tured cells in uncertain and frequently transient [1, 4]. This
could result either from the failure of respiratory-enzyme-defi-
cient cells to grow normally or from the re-expression of fetal
and embryonic isozymes in cultured cells. Whatever the mech-
anism, this feature hampers prenatal diagnosis of these condi-
tions using chorionic villi or amniotic fluid cells in at-risk fami-
lies.

It has been recently shown that cells lacking respiratory en-
zymes require an exogenous supply of uridine for normal
growth due to the functional impairment of the respiratory
chain-dependent dihydroorotate dehydrogenase [2, 3]. For this
reason, we hypothesised that adding uridine, whose produc-
tion depends on the dihydroorotate dehydrogenase reaction,
to the culture medium might help to maintain expression of re-
spiratory enzyme deficiencies in cultured cells.

We found that, in the absence of uridine, the cytochrome ¢
oxidase/succinate cytochrome c reductase (COX/SCCR) activ-
ity ratios of COX-deficient strains gradually increased and
reached normal values as the cell culture proceeded (Fig.1).
On the other hand, in the presence of uridine (200 uM), the en-
zyme activity ratios of the deficient cell lines remained very low
regardless of the number of cell population doublings. How-
ever, uridine did not alter the enzyme activity ratios in the con-
trol cell line (Fig. 1).
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Fig. 1. Effect of uridine on cytochrome c oxidase deficiencies in cultured fi-
broblasts. Ratios of cytochrome ¢ oxidase (COX) to succinate cytochrome
¢ reductase (SCCR) activities were measured in the absence (g, ¢, e, g) or
in the presence (b, d, f, h) of uridine. Values are the mean of three differ-
ent measurements. Fibroblasts from patient (a—f) and control (g, k) were
cultured in RPMI 1640 medium (GIBCO) supplemented with 10% SVF,
2mM glutamine, 2.5 mM Na-pyruvate and with or without 200 pM uridine

The present results demonstrate that culture medium sup-
plemented with uridine maintains the expression of respiratory
enzyme deficiencies in cultured fibroblasts, provided it is added
early.

While genetic counselling for respiratory enzyme deficien-
cies has long been difficult due to the uncertain expression of
the disease in cultured amniocytes, the present findings will
hopefully contribute to the early and reliable prenatal diag-
nosis of these conditions.
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