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festations of the disease. While no claims have been made
that tolbutamide would prevent the on et of thi condition
or other late manifestation of diabetes, it was hoped that
effective control with this remedy might have this result.
The 2 cases described, however, suggest that this is not the
case.

The high incidence of retinopathy in diabetes is well
known. The longer the duration of diabetes the higher would
appear to be the incidence. Waite and Beetham' state that
59 % of their patients with diabetes of 15 year' standing or
more have retinopathy, and Wagener5 that 60% of more
than 10 years standing show a similar condition. Whittington
and Lawrence" state that 75 % with diabetes of 20 years'
standing or more show retinal changes, and Ballantyne7

found 31'7% of cases with retinopathy among 561 diabetics
of all ages. Wagener" gives a figure of 30·6 for diabetic
retinopathy among patients of all ages. One of us (T.S.p
found 58 cases of retinopathy among 231 diabetics, 14 of
whom showed the condition 0-5 years after the diabetes had
commenced.

It is evident that retinopathy may occur early in the course
of diabetes, and Wagener" has pointed out that in occasional
cases of retinopathy the only evidence of diabetes is a 'positive
glucose-tolerance curve. He has suggested that 'a primary
disturbance of carbohydrate metabolism is requisite to the
institution of the retinopathy, but that this disturbance need
not be sufficiently severe to cause permanent elevation of the
blood-sugar levels, and that some secondary defect of meta
bolism may be the actual cause of the retinopathy'.

On the other hand, Fisher9 states that the principal factor
responsible for the development of diabetic retinopathy is
long-standing hyperglycaemia, and the best method available
at present for the prevention of the degenerative compli
cations of diabetes is exact control of the diabetes through
training of the diabetics themselves. Dunloplo maintained 39
diabetics on a 'free diet' for 9 years and degenerative com
plications, including retinopathy, developed in 14 (36 %).
In a group of 15-31 years duration he found retinopathy in
44 % of those with good control and in 79 % of those with
poor control. He has decided that careful control and aggres
sive treatment of the diabetes over the years are most
important factors in the prevention or postponement of
diabetic degenerative lesions.

It is therefore controversial whether good control of
diabetes is the answer to the problem of the prevention of
retinopathy and the other diabetic degenerative lesions.

Close similarity has been found between the lesions in

diabetic retinopathy and those in the Kimmelstiel-Wil on
syndrome. Further, both the retinopathy and the renal lesions
have been produced in alloxan-diabetic animals by injecting
corticotrophin." It has been observed in our clinic that
patients experiencing emotional upsets (e.g. the loss of a
husband) have had a marked exacerbation of their retino
pathy, which may be due to an outpouring of cortisome
during a stress period. Thus the possibility that a hormonal
disturbance may be a factor in the causation of the retino
pathy cannot be discounted.

It would therefore appear that something more than the
effective control of diabetes will be necessary before the
elimination of the late manifestations of diabetes becomes
possible. Whilst patients are symptomatically better under
good control they continue to be dogged by the spectre of
the late manifestations.

Good control was maintained with tolbutamide in 42· 9 %
of cases in a middle- to old-aged group at our clinic, and a
further 28·3 % were kept under fair control. 2 The drug has
now been used at the clinic for almost 2 years without any
serious toxic effects and it can therefore be considered a
valuable addition to our armamentarium in the fight against
diabetes mellitus. However. the appearance of cases of
retinopathy in the effectively treated group suggests that it
will be necessary to continue looking for factors others than
hyperglycaemia in its causation and possibly in the occurrence
of other late manifestations.

SUMMARY

1. Two cases of diabetes mellitus are described who have
developed retinopathy while on tolbutamide therapy.

2. In one case diabetic control was good and in the other
it was fair.

3. The question of the occurrence of retinopathy in
relationship to the control of diabetes is discussed.

4. The suggestion is made that some other factor besides
hyperglycaemia may be the cause of diabetic retinopathy and
possibly other late manifestations of diabetes.
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ISLET-CELL ADENOMA OF THE PANCREAS
REPORT OF A CASE

M. B. MERLIN, M.B., B.CH., D.P.M. and W. J. BUGNAULT, M.B., CH.B., D.P.M.

Komani Hospital, Queenstown

An adenoma of the islet-eells of the pancreas was first reported
by Nicholls in 1902 a a post-mortem finding but no clinical
details of the case were recorded. Harris formulated the
concept of hyperinsulinism in 1924, 3 years after Banting
and Best isolated insulin. In 1927 Wilder and his co-workers
were the first to demonstrate an insulin-secreting tumour.

The first successful removal of an adenoma was undertaken
by Graham in 1929. The diagnostic triad is associated with
the names of Whipple and Frantz (1935). This consists
of the development of hypoglycaemic symptoms after
prolonged fasting or exercise, the dropping of the blood-sugar
level below 50 mg. % and the relief of symptoms by the
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adITlinistration of glucose. Webster2 ha<;, howe er, reported
a C,lse in which fatal coma ensued with a blood ugar of
64 mg%. Other similar ca es have been reported in the
literature.

Review of tlte Literature

A review of the literature on spontaneou hypoglycaemia
due to islet-cell tumours of the pancreas shows about 500
reported cases including a case by Lowenthal' in South Africa.
Extensive reviews of various aspect of the subject are given
by Briedahl, Priestley and Rynear on (diagnosis,
findings at operation and results), 3 Kelly (diagnosis),4
Peyster and Gilchrist (medical and surgical treatment),5
Whipple (pathology, clinical picture, diagnosis, treatment),"
Howard (surgery),' Parfitt (comparison of irreversible coma
with that in the insulin treatment of schizophrenic patients),8
Black et al. (review of British cases),9 Bickerstaff et al. (clinical
manifestations and diagnosis),'O Brearley and Laws (carcinoma
of tbe Islets of Langerhans with hypoglycaemia)" and Crain
and Thorn (medical review).I2

The interest of the present case lies in the patient's age,
epilepsy, family history and associated arteriosclerosis and
dementia.

CASE REPORT
History

Mr. H. J. v. H. was first admitted to a mental hospital on
7 June 1946. He was then 68 years old, single, and had been a
peasant-fanner all his life. There was a history of /(rand mal
epilepsy of 3 years duration. After a fit he became violent and
aggressive and this behaviour led to his certification. either
fits nor abnormaf behaviour were observed in hospital and he
was discharged on 14 June 1946.

In addition to the above, the patient gave a history of 'minor'
attacks of some vears duration in wbich he stated that he felt
weak for a few m{nutes. Apart from a suprapubic scar no physical
abnormality was detected in a healthy man. He was described
as an abstainer from alcohol.

He was readmitted on 6 December 1946, 6 months later, for
similar behaviour, but this was now pre- and post-ictal, the pre
ictal behaviour being described as 'maniacal' by his general
practitioner. On admission this time he was grossly confused.
During ]947 he had 30 seizures followed by marked restlessness
and confusion. Between seizures he was retarded and could give
only a poor account of himself. He was, however, quite quiet,
cooperative and usefully occupied. During 1948 he had 43 seizures,
and apart from this he was confused mo t of the time. During
1949 the patient had 19 seizures, the confusion was less but his
memory for current events was poor, his emotional responses
were blunted and his comprehension was impaired. He showed
no evidence of an epileptic 'temperament' and was described as
being of 'childish behaviour of a good-natured type' and a willing
worker.

In 1950 it was noted that fits could be aborted by feeding the
patient as soon as his otherwise correct habits became fauhy.
Apart from the fits the patient had spontaneous attacks of hypo
glycaemia and these always responded to glucose. He remained
free from seizures until the middle of 1952 and from July 1952
to December 1953 he had 34 seizures. An overt aura of opening
and closing his mouth was noticed. He became progressively
apathetic and attended only to his own needs. He also became
progressively deaf. During 1954, 1955 and 1956 he had 13 seizures
and in 1957 he was reoorted to have bilateral cataracts. His
peripheral vessels were arteriosclerotic. His blood pre sure was
within nomlal limits. His liver-function tests were found to be
normal, his urine was normal and a fasting blood sugar after
16 hours \ as normal. He was given gluco e regularly by day and
night and this reduced hi hypoglycaemic attacks to 3, but on one
occasion intravenous dextro e was required. By the end of 1957
he was deaf, blind, resistive, and interested only in his tobacco.
He had to be dressed and his intimate habits were faulty. He
pent his day sitting in a chair. On 12 July he went into hypo

glycaemic coma and required intravenous gluco e to restore him

to con ciousne . About 12 'hour later he began to lap e into
stupor and 24 hour later ign of a left hemiparesi were e ident.
He died, in oma, on 13 Jul 19-.

Pasr-marrem examinarian 36 hour.. after death showed marked
generalized arterio lero i. There \ as a large thrombu in (he
right lenticulo- triate artery and accompanying cerebral oftening.
Hi c1inoids were well cal ified. There \ a marked nephro
sclerosis and the kidneys were cy tic with liule normal ti ue
present. umerous gall tone were pre ent. In the head of [he
pancrea a well encap ulated tumour f in. in diameter wa found.
The pathological report reads: 'The pancrea ho\ the pre en e
of a "nesidiocyloma" (i let-cell adenoma). This i unfortunately
not ufficiently well preserved [0 demon trate the cell-type but
the clinical hi tory suggests that it mu t be an insulin-secreting
adenoma.'

Family Hisrary
I. Brother, \ . J. v. H., who wa admitted on A Mar h 194

at the age of 64. He wa reported to have suffered from epilep y
since 1937 when he was 53 years old. He died 4 months after
admi ion ha ing been confused nearly all the time.

2. Brother, J. M. v. H., who was admiued in 1956 when he
was 70 years old. He suffered from senile psychosis and died of
bronchopneumonia within 5 months of admis ion.

DlSCUSSIO

Family history. Brain l3 states that in a eries of 200 epileptic
patients there was a family hi tory of this disea e in 28 %.
Lennox, quoted by McV. Hunt,14 showed that epilep y
occurs among the near relatives 5 times more frequently
than in the general population. KallmafU1 and Sanderl5 give
the morbidity of epilepsy among ibling a 3'7-3·99% a
opposed to an incidence of ·4% and . 28 % (in separate
studies) in the general population.

If it is accepted that the tendency to seizures may be in
herited, and since one sibling of thi patient was epileptic,
it might be suggested that our patient had a latent epileptic
tendency until the necessary trigger, which produced fu 11
seizures, became operative. ]n his particular case there is
the hypoglycaemia of an islet-cell adenoma, arterio clero i
and senility.

With regard to senility, Kallmann '6 give the expected
morbidity rate for tbe iblings of seniles as 6· 5~'-;; as opposed
to an incidence of I % in the general population.

Age. Trus man was 65 years old when his eizures began
although the history of attacks of weaknes for several year
prior to this suggests that he may have been hypoglycaemic
then. The age of Parfitt's8 cases ranged from 30 to 60 years.
In an analysis of 20 cases of carcinoma of the i lets of Langer
hans with hypoglycaemia (BrearIey and LaW)1I the mean
age of the patients was 44 years, although there were 3 cases
over the age of 65 years. Sixty-five year i al 0 the generally
accepted age above which senile psycho is may be diagnosed.
The onset of the patient's fits is certainly coincident wi th the
senium. While he showed no evidence of enile dementia
on admission, he certainly began to how ign of dementia
3 year later. What part the enile changes per se played in
his dementia cannot now be determined and the course of
a senile psycho is may vary from a few months to year. ]t
will be recalled that his brOther, J. M., was admitted at the
age of 70 years and died within 5 month.

Epilepsy. The que tion of the family tendency toward
epilep y has already been di cu ed. The certifying doctor
in December 1946 described maniacal beha iour terminating
in a fit and thi particular feature in pontaneou hypogly
caemia has been commented on by Briedahl, Prie tley and
Rynearson. 3 Parott8 gives the incidence of fits in hypogly-
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caemia as 50% with a wide variation. He also quotes Crain
and Thorn's series in which 28 % of 193 cases had fits. On
the other hand, it is this type of behaviour, which is not
unknown in epileptic psychosis, where the 'mania' can be
instantly terminated by an electric convulsive treatment.
The incidence of epilepsy in arteriosclerosis is given as 15-20%
by Mayer-Gross, Slater and RothY

Arteriosclerosis. The autopsy showed grossly calcified
brittle arteries. A thrombus in one of these was the cause
of the patient's death. The extensive renal changes would
indicate that the arteriosclerosis had been of many years
duration. The incidence of epilepsy in this condition has
already been referred to. The rapidity of dementia in this
condition is as variable as it is in senile psychosis. Hemiplegia,
noted in this patient's terminal phase, occurred in 10% of
Crain and Thorn's cases (Parfitt8). Black et a/.9 reported a
case in 1954. Bickerstaff et apo suggest that in epilepsy of
late onset, in the absence of cerebral turnor, the diagnosis of
cortical atrophy or cerebral aneriosclerosis is too easily
made and that hyperinsulinism should be excluded in all
such cases. Dimsdale18 analysing 200 cases of epilepsy
occurring over the age of 20 found cerebral arteriopathy in
7 cases, all in the over 4O-year age group. There were no
4ises of spontaneous hypoglycaemia in her group.

Dementia. Dementia due to long-standing epilepsy is a
daily feature in mental hospitals, where one frequently sees
cases \vith gross dementia who are subject to infrequent fits.
The relationship between intellectual deterioration, arterio
sclerosis and senility has already been mentioned. Parfitt8

notes that hypoglycaemia per se can produce transient or
permanant signs of intellectual deterioration; he gives L'le
incidence as 2 %. In Crain and Thorn's series the incidence
of irreversible personality changes was about 5 % (parfitt).
Webster2 considers irreversible brain damage among the
main dangers of pancreatic adenoma. Black et aJ.9 report a
case with temporary mental abnormality which improved
after surgical removal of the tumour.

Nielson and Thompson19 state that if cortical cells have
passed a certain point in sugar deprivation they may require

a long time for recovery, even weeks. The episodes of con
fusion noted in this patient's history may well be evidence
of the states implied by Nielsen, but they may also have
represented mild hypoglycaemic states or evidence of the
signs of temporary intellectual deficit mentioned by Parfitt.8

However, such episodes are also independently compatible
with epilepsy and arteriosclerosis.

SUMMARY

A case of spontaneous hypoglycaemia resulting from an
islet-cell adenoma of the pancreas in a man dying at the age
of 80 years is reported. The case is discussed from the point
of view of his advanced age, epilepsy, family history, arterio
sclerosis and dementia.

We wish to thank Dr. M. Minde, Physician Superintendent,
Komani Hospital, Queenstown, for his encouragement, Prof.
B. J. P. Becker of the South African Institute of Medical Re
search and the University of the Witwatersrand, Johannesburg,
for the pathological report, and Dr. I. R. Vermooten, Com
missioner for Mental Hygiene, for permission to publish.
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HOLIDAY MALADIES AND A HOLIDAY PRACTICE ON THE NATAL COAST
P. LYNCH, M.R.C.S., L.R.C.P., L.M.S.S.A.

A genera] practItIOner in a holiday resort has his own peculiar
problems. He is dealing with another doctor's patients to whom
he is unknown and the patient-doctor relationship is, in any case,
only temporary; therefore he is at a disadvantage from the start.
These are additional problems to that of treating the patient's
illness.

Each doctor, no doubt, has his own methods. My own experience
has taught me not to be too credulous of past histories as related
by the patient, and to keep an extremely open mind concerning
alleged statements and pronouncements made by the patient's
family doctor, since there seems to be a marked tendency among
the majority of the holiday patients to be confused about what
1heir doctor has actually meant. Therefore, I always play for
safety by sending a note back with the patient outlining their
condition and treatment. I have found, too, that in serious and
important cases a telephone call or a telegram to the patient's
family doctor is extremely helpful and a great pyschological help
to the patient and his relatives in establishing a more definite
patient-doctor relationship and bringing peace of mind to all
concerned.

The illnesses, injuries and problems chiefly met with on holiday
in Iheir order of frequency are as follows:

•

Dermatological Conditions

Sunburn. This is treated in nearly every case by the chemisl,
and the medical practitioner usually sees only the bad cases and
those allergic to the different sunburn lotions. The bad cases of
sunburn are best treated on A. P. Codeine, a penicillin injection,
phenergan at night (anthisan for the young) and the application
of a calamine oily linament on layers of gauze. It is remarkable
how often, through t<>tal ignorance of the effects of the sun's
ray3, the holidays of many people in all walks of life are spoilt.

Solar dermatitis due to different rays of the sun's spectrum
is not uncommon. In] 7 years of practice I saw none on the
highveld, but in the hot humid months at the coast as many
as 4 to 6 a week. Sensitivity to the sun is so peculiar that it varies
in 50 miles of the same coast in the same person. I have only
seen one patient who had also complained of sensitivity 'inland'
and he was a Reef practitioner who had received no help from
5 different dennatologists and who was quite yellow from atebrin.
Strict protection from the glare and rays of the sun for the rest
of the holiday is advised, tannic acid 5% in lannette wax or with
25 %alcohol should be applied for protection. Pabavel (paramine
benzoic acid) 800 mg. and phenergan ·025 mg. should be given


