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In 6 infants (3 males, 3 females) with histologically proven
nesidioblastosis (ranges blood glucose, blood insulin and insulin
glucose ratio of 9-35 mg/dl, 8-68 mUll and 0.5-5.2 resp.), the
cardiorespiratory effects of diazoxide treatment was studied. All
infants were free from heart disease; birth weight range 3640­
5020 g.
Diazoxide (12-25 mg/kg/day) and chlorothiazide with continuous
i.v. infusion of glucose (15-25 mg/kg/min) were given to all
patients (7 times) before pancreatectomy and to 3 post pancreatec­
tomy under daily control of weight change, fluid intake, respirat­
ory and heart rate (RR and HR)., heart and liver size and heart
murmurs.
Cardia-respiratory toxicity symptoms occurred in 7 of 10 instan­
ces. The failure symptoms were not related to fluid overload,
neither to the diazoxide dose alone but rather to diazoxide dose
in relation to the severity of the disease. We expressed 'this
relationship as Toxicity Index (TI) by multiplying the diazoxide
dose by the insulin/glucose ratio.
All infants with TI 10.2 developed toxicity: significantly
(p < 0.005) increased RR and HR, hepato- and cardiomegaly, heart

murmur. TI (total range 1.4-78.5) was significantly higher in
infants with than in those without toxicity: 30.2+23.6 (x+SD) vs
2.8+1.5, p < 0.05. TI can be used for estimating the potential
risk of failure and for calculating a safe
diazoxide dose in with nesidioblastosis.

In diabetic retinopathy the vessels become fragile and the per­
meability over the blood-retinal barrier (BRB) increases.
Decreased levels of superoxide dismutase (SOD) in the retina of
long-term diabetic rats and rabbits have been reported recently.
A possible consequence of this could be that generated superoxide
is not removed, allowing it to react with the unsaturated fatty
acids of the cell membranes.
We have examined the SOD concentrations of posterior vitreous body
in 6 patients with PRP aged 36-74 years undergoing vitrectomy and
in 23 non-diabetic SUbjects aged 37-88 years post mortem. The
total SOD concentration was (median and 95% conf interval) 14.4
U/ml (8.7-39.4) and 110 (65.5-138.5) U/ml respectively, p<O.Ol.
The SOD level of posterior vitreous body of one diabetic subject
with PRP examined post mortem was 6.50 U/ml.
The decreased SOD levels of posterior vitreous body in diabetic
patients with PRP support that decreased SOD-activity is one
possible mechanism for retinopathy.
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A major obstacle to the understanding of pathophysiology of
aganglionosis has been the lack of specific markers for various
neuronal cell types that may be affected in this condition.
Recently, with the availability of polyclonal and in particular
monoclonal antibodies it has become possible to identify more
precisely the innervation patterns in normal and aganglionic
colon. We have produced a monoclonal, D7 WhiCh. ,
recognises a subset of axonal antIgen WhlCh are dIstrIbuted
throughout the wall of normal rectum and colon.

Immunohistochemical scanning of the entire resected specimen
of colon from 3 children with Hirschsprung l s disease at 0.5
em intervals, demonstrated large numbers of D immunoreactive
nerve bundles in the circular muscle of thJ ganglionic colon I

few fibres in the transitional zone and no immunoreactive fibres
in the aganglionic segment. Comparative studies with anti­
neuropeptide antibodies and with anti-neuronal cell antibodies
suggest that D identifies a 52 kD antigen associated with a
subset ofaxonZl fibres distributed throughout the entire
nervous system. These findings indicate that fundamental
pathology in Hirschsprung's disease is not only the absence
of ganglion cells of the myenteric and submucous plexuses but
also the absence of 0 immunoreactive fibres in the circular
muscle of the colon. 7
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HX levels were measured, in vitreous humour in 19 SIDS cases. The
results were CClllf'lred with levels found in adults who died from
trauma, hanging, myocardial infarction (MI) or intoxication (1).
The HX levels in SIDS were significantly higher (p<0.05) than in
the cases with inInediate deaths from trauma, hanging or MI, but
similar to those obtained in persons who died from drug intoxi­
cation (Table).

Table HX level JlllOl/l
cause of death No of cases Median Range
SIDS 19 350 180 - 660
Intoxication 13 345 60 - 800
Trauma 24 105 0 - 500
Hanging 10 120 0 - 300
MI 19 no 0 - 500

Death from drug intoxication often follows a period of prolonged
hypoxemia. Since HX is elevated in hypoxia the increased levels
of HX in SIDS thus favours the theory that SIDS is associated
with prolonged cerebral hypoxia. Conversely the finding is con­
tradictory to the hypothesis that acute reflectory death mechan­
isms are involved in SIDS.

1. saugstad 00, Olaisen B. Post-llOrtern hypoxanthine levels in the
vitrous humour. Forensic SCi. Int. 1978, 12, 33-36
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Atrial natriuretic peptide (ANP) is the most po­
tent endogenous natriuretic/diuretic substance de­
Gcribed to date. Recent immunohistochemical studies
and tests based on radioimmunoassays indicate that
ANP is present in the central nervous system. In our
studies, we investigated the effect of ANP in a su­
perfused rat pituitary cell system. When ANP was
administered at increasing concentrations (10- 8 M to
10- 6 M), it caused a significant, dose related stimu­
lation of the release of luteinizing hormone (LH) and
follicle stiQulating hormone (FSH). The gowest effec­
tive dose of ANP in our system was 3xlO- M. When ANP
and luteinizing hormone-releasing hormone (LH-RH)
were administered together, the response was prolong­
ed and had the characteristics of ANP stimulated LH
and FSH release. In contrast with somg previous re­
ports, ANP in high concentration (10- M) consistent­
ly induced a small but significant stimulation of the
release of corticotropin. ANP did not influence the
basal release of prolactin, growth hormone and thyro­
tropin.
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In an 11 year old girl with SID, treatment with fresh

bakers yeast resulted in a dramatic clinical improvement. There­
fore we have started a study on saccharolytic enzymes in yeast in
vivo and in vitro. In vivo H2 breath tests ( HBT ) were performed
in 8 patients with SID upon sucrose loading ( 2 g/kg, x = 41 g )
with and without the addition of 0.3 g lyophilized Saccharomyces
cerevisiae ( LSC ). H2 values were corrected for atmospheric con­
tamination and fasting levels. In addition to clinical improve­
ments half of the patients showed a normalization of the HBTs
and the remainder a clear decrease of the HZ areas under the cur­
ves by administration of yeast ( average H2 reduction by 70 % ).
In a control group of 5 patients with the adult form of lactase
deficiency neither clinical symptoms nor HBT after the lactose
loading were changed by the yeast therapy. - The sucrase activity
in LSC as well as in fresh bakers yeast was very high ( 6.2 and
24 mmo1/min/g protein respectively ) but the isomaltase and lac­
tase activities were relatively low ( isoma1tase 0.91 ! 0.01 and
0.28 :!: 0.03 resp., lactase 0.06 :!: 0.005 and 0.2 :!: 0.03 resp. ).
Dried brewers yeast showed only a very low sucrase activity
( 0.14 mmol/min/g protein ). - In contrast to the fecal flora,
yeast did not release any hydrogen from carbohydrates under an­
aerobic conditions in vitro. - In conclusion"t patients witlt SIn
and difficulties in keeping a sucrose free diet will benefit from
a small amount of viable yeast cells after a sucrose rich meal. ­
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