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Abstract
The risk of recurrence of nesidioblastosis is
unclear. Thirty patients from 28 families were
studied; the marriages were consanguineous
in five families. The ratio of subsequent
affected to unaffected siblings was similar to
that of an autosomal recessive condition and
the sex ratio was close to 1.

Nesidioblastosis is a well recognised cause of
hypoglycaemia in infancy. Most cases appear
sporadic but several familial cases have been
reported and the recurrence risk remains uncer-
tain. We have seen two additional families each
with two affected siblings; this prompted a
review of all patients treated at this hospital.

Patients and methods
Children with nesidioblastosis were identified
from the inpatient hospital register. Children
with Beckwith-Wiedemann syndrome and those
born to diabetic mothers were excluded. The
minimum criteria for diagnosis included recur-
rent episodes of hypoglycaemia (blood glucose
concentration <2-2 mmol/l) associated with
simultaneously inappropriately raised plasma
insulin concentrations (plasma insulin >7 mU/l
(>50 pmol/l)). In all children who underwent
subtotal pancreatectomy there was also histo-
logical confirmation of the diagnosis. Where
possible the family history was also checked
directly with the parents.
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Results
A total of 30 patients were identified from 28
families. The sex ratio was close to 1 (16 boys:
14 girls, figure). Eighteen of the children were

white, four Asian, seven Arabic, and one was of
mixed parentage. Consanguinity was present in
five (18%) of the families and in both families
with more than one affected child. Altogether
21 of the children underwent subtotal pan-
createctomy and the others have been managed
medically.
Only six of the 21 families for whom up to

date information was available have had further
children. Of the 10 subsequent born children
eight were normal (80%) and two affected
(20%). These results are similar to those
expected (75%:25%) for an autosomal recessive
condition. The family of patient 28 also had an

elder daughter (second born child) in whom a

diagnosis of nesidioblastosis was highly prob-
able but could not be proved. Had this child
also been included as an index case the ratio of
subsequent normal to affected children would
have been 73%:27%.
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Familypedigrees ofchildrenwith nesidioblastosis. Boys
shownassquares,girlsascircles, sexunknownasdiamonds.
Affectedchildrenshownas closed symbols. Paternalhalf
siblingsdenotedbyasuperscriptlineabovesymbol, maternal
halfsiblingsdenotedbya subscriptline underneath symbol.
M denotesmedicalmanagement,Sdenotessurgical
management(subtotalpancreatectomy), (C)denotesparental
consanguinity, and *denotesup todateinfornation not
available. Childrenwhohavediedareshown byaline
throughthe symbol.

Discussion
Familial nesidioblastosis has been described as
an autosomal recessive condition,' but the
majority of cases reported appear to have been
sporadic. The first well documented familial
cases were two siblings described in 1976,2
although a probable case was reported in 1970.3
Since then we are aware of only five further
reports of familial nesidioblastosis (cited by
Moreno et aP) and in only one family described
was there parental consanguinity.
We describe four further definite familial

cases of nesidioblastosis occurring in two diff-
erent families. This probably under represents
the real frequency of familial cases in this series
as the family of patient 28 had an elder daughter
who presented in early infancy with recurrent
hypoglycaemic convulsions. This child in whom
a diagnosis of nesidioblastosis is probable was
managed abroad and full documentation was
not available.
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In support of an autosomal recessive inheri-
tance pattern we have observed a sex ratio close
to 1. Five cousin marriages are reported;
however, it should be noted that these mar-
riages are confined to ethnic groups with a high
prevalence of consangunity. For the 21 families
in whom complete up to date information was
available the ratio of subsequently affected
offspring to normal children after an initial
affected child was 1:4. If the probable case from
the family of patient 28 was included the ratio
would be 1:2-7 (expected ratio for an autosomal
recessive condition 1:3).

Although the suggestion of autosomal reces-
sive inheritance was made several years ago the
question remains unresolved, possibly because
parents limited the size of their families. In this
series only six of the 21 families, for whom up to
date information was available, have subse-
quently gone on to have further children. This
may partly reflect the influence of an affected
child on parental plans for further offspring
which is not surprising as there is a high rate
of mental retardation in survivors.

In conclusion paediatricians and geneticists
should be aware that nesidioblastosis can be
familial and is probably autosomal recessive.
This is important both for genetic counselling
and to enable a prompt diagnosis to be made in
any subsequent affected sibling as delay in the
institution of appropriate treatment may
adversely affect outcome. Any further under-
standing of the genetic mechanisms in familial
nesidioblastosis must await the recognition of a
chromosomal or genetic marker.
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Abstract
The incidence of pyloric stenosis in the
Mersey region rose from 1-54/1000 births in
197648 to 2-22/1000 births in 1986-8. Reliance
on ultrasonography for diagnosis in the 1980s
resulted in fewer 'tumours' being felt; diag-
nostic delay was not shortened overall but
serial ultrasonography showed evolving
lesions in six patients. Clinical examination
and selective use of ultrasonography is advo-
cated.

An increase in the incidence of infantile hyper-
trophic pyloric stenosis was observed in several
parts of this country in the late 1970s,'-3 but it
is not known if this trend was maintained in the
1980s. The introduction of ultrasonography and
its subsequent widespread acceptance for the
diagnosis of pyloric stenosis has brought
changes in clinical practice in the 1980s, but
these changes have not been quantified.4 We
studied two cohorts of patients with pyloric ste-
nosis in the Mersey region with a 10 year period
separating them to identiffying changes in the
incidence and pattern of diagnosis.

Patients and methods
We conducted a retrospective survey of all
patients with a confirmed diagnosis of infantile
hypertrophic pyloric stenosis in the Liverpool

and South Sefton areas of the Mersey region for
the periods 1 April 1976-31 March 1978 and 1
April 1986-31 March 1988. Patients with
pyloric stenosis in this region were all treated in
the Royal Liverpool Children's Hospital; they
were identified from the Hospital Activity
Analysis data as well as the operating theatre
records, and their hospital records were stu-
died. Patients with pyloric stenosis referred to
this hospital from other regions were excluded.
Information on the birth rates in areas of the
region during the study periods was obtained
from Mersey Regional Health Authority.

Ultrasonography was not available in 1976-8,
unlike 1986-8. There was no strict policy for
referral for scanning, 72% of the patients being
scanned, incuding most patients without a palp-
able 'tumour' and about half in whom the lesion
was palpable.
The x2 test was used for assessment of the sig-

nificance of differences between groups, and a
p value of <0 05 was accepted as significant.

Results
The number of patients with pyloric stenosis,
the incidence/1000 live births, the male:female
ratio, the time from the onset of symptoms to
hospital admission, the time from hospital
admission to diagnosis and the number of palp-
able lesions recorded during the study periods
are shown in the table. In addition, during the
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