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VAN DIE REDAKSIE : EDITORIAL

TABLETIE VIR DIE BEHANDELING VAN DIABETES

Tolbutamied (rastinon, artosin) word tans baie in hierdie
land gebruik vir die behandeling van diabetes. Dit het die
gebruik van die oorspronklike karbutamied feitlik heeltema1
vervang. Karbutamied was sterker maar ook meer giftig.
Daar is geen afdoende bewys dat tolbutamied ooit agranu­
lositose veroorsaak het nie; trouens, dit het skynbaar soms
net 1igte tydelike leukopenie veroorsaak. Ligte huidsuitslag
kom voor, maar dit is gewoonlik nie nodig om die toe­
diening van die rniddel hieroor te staak nie. Sommige
pasiente hou nie van die rniddel nie om vae redes-hoofpyn,
naarheid, en so meer; maar hierdie klagtes kom gewoonlik
nie meer voor as wat sou gebeur het indien 'n troosrniddel
in plaas van tolbutamied gebruik is nie.

Dr. Lawrence' vertel die ongewone storie van 'n effens
gesette man van 62 wat 19 jaar lank ligte diabetes gehad
het. Ry het tolbutarnied, 1· 5 g. daagliks, 'n paar weke
lank geneem met 'n goeie uitwerking op sy bloedsuiker,
toe hy 'n vergrote lewer, 'n emstige graad van gestippelde
edeem van die bene, en askites ontwikkel het. Daar was nie
geelsug nie. Die toediening van tolbutamied is gestaak en
na 'n week van rus in die bed en die gebruik van asetazola­
mied het die pasient ten volle herstel. Dit is glad nie duidelik
dat die skade deur die betrokke rniddel veroorsaak is nie,
en selfs as dit die geval was, sou dit 'n unieke geval uit tien­
duisende wees. By proefdiere is lewerskade nie deur tolbuta­
mied veroorsaak nie, alhoewel somrnige van die verwante
antidiabetiese samestellings (bv. cWorproparnied) bepaald
'n giftige uitwerking op die lewer gehad het, veral by honde.
Die verslag van hierdie enkele geval hoef ons dus nie te
verhoed om tolbutarnied te gebruik nie.

Die uitwerking van hierdie sulfonamied-verwante middels
is nog onbekend, maar prakties kan dit as geldig aanvaar
word dat hulle die produksie van insulien stirnuleer of dat
huIle die uitwerking van die endogene insulien wat wel
voortegebring word, versterk. Rulle kan insulien nie ver­
vang nie en dit lyk nie of hulle die uitwerking van insulien
wat ingespuit word, versterk nie. Die rniddels is waardeloos
vir die §.oort diabetes wat by jong persone voorkom­
daardie pasiente wat onderhewig is aan ketose; trouens die
gebruik van sulke rniddels by hierdie soort geval is definitief
nie aangewese nie. Oor die algemeen het die sulfonarnied­
verwante rniddels geen waarde as hulle saam met insulien
gebruik word nie; hulle help ook nie om moeilik beheer­
bare diabetes in bedwang te hou nie. Selfs in die ouer soort
pasient is die waarde van die middels twyfelagtig. As die
diabetes van 'n pasient goed onder beheer gehou kan word
deur sowel insulien as tolbutamied, is dit waarskynlik dat
die toestand net so goed beheer sou kon word as enigeen
van hierdie rniddels alleen gebruik word. Een van hierdie
rniddels is dus eintlik onaktief.

Dit is teleurstellend dat 'n toenemende aantal pasiente
wat aan die begin goed met tolbutamied beheer is, weer 'n
styging van bloedsuiker toon na maande of jare van be­
handeling. Hierdie ,sekondere mislukking' van tolbutarnied
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is 'n werklike verskynsel en nie noodwendig verwant aan
enige onreelmatigheid van die dieet of toename van die
pasient se gewig nie. Die redes hiervoor is nie voor die
hand liggend nie. Daar skyn geen bewys te wees van skade
aan die pankreas, en dus verergering van die diabetes nie.
Byvoorbeeld, die hoeveelheid insulien benodig na die rnis­
lukking van tolbutamied is meer as wat clit voor die tyd
was; ook het Gepts1 op grond van outopsiestudies gevind
dat die histologiese toestand van die pankreas na behandeling
met karbutamied of tolbutamied geensins swakker is as die
pankreas van soortgelyke pasiente wat net met insulien of
dieet behandel is nie. Trouens, by een of t",ee sulke pasiente
het dit horn opgeval dat huIle pankreasse selfs tekens toon
van regenerasie van aktiewe korrelagtige betaselle. Re­
generasie word nie gewoonlik by hierdie soort pasient
aangetref nie, en dit kan dus 'n aanduiding wees dat die
betrokke iniddels die neiging toon om 'n abnormale pan­
kreas te laat herstel. Daar is egter geen kliniese bewys van
die verligting van die basiese diabetiese toestand deur die
gebruik van tolbutarnied nie. Die middel kan by geleentheid
weerhou word sonder dat die beheer van die pasient se
diabetiese toestand verswak; dit gebeur egter ook in die geval
van insulien en mag maar slegs wisselinge in die verloop van
die siekte weerspieel.

Tot dusver is daar geen bewys dat diabetiese pasiente
wat met tolbutamied behandel word meer of minder onder­
bewig is aan die sogenaarnde bloedvat-,komplikasies' van
die siekte nie. Tolbutarnied het geen uitwerking op die
cholesterol in die serum nie.

Chlorproparnied (diabinese) het 'n sterk cherniese
ooreenkoms met tolbutamied en dit werk skynbaar op
dieselfde manier, maar dit is sterker. Dit kan 'n ernstige
graad van hipoglisernie veroorsaak en moet nie in groter
dosisse as 500 mg. gebruik word nie. Die uitwerking van die
middel is langer, sodat genoeg daarvan vir die hele dag in
een dosis gegee kan word. Behalwe ligte newe-uitwerkings
kan die middel skynbaar afwykings van lewerfunksietoetse
toon en selfs geelsug van die soort wat gevind is met die
gebruik van largactil. Dit is dus nie 'n rniddel wat onoor­
deelkundig gebruik moet word nie en, soos tolbutarnied,
kan dit slegs gebruik word vir pasiente wat nie onderhewig
is aan ketose nie. Dit het die voordeel dat dit die bloed­
suiker verlaag by somrnige diabetiese pasiente waar tolbuta­
mied nie geslaag het nie.

Die samestelling bekend as DB! (fenetielbiguanied) is
chemies onverwant aan hierdie rniddels en verlaag die bloed­
suiker deur anerobiese glikolise te verhoog. Dit is effektief
in somrnige pasiente met ernstige diabetes, wat ook geneig
is tot ketose, maar dit veroorsaak onhoudbare gastro­
intestinale irritasie in baie gevalle. Die plek van hierdie
rniddel by die behandeling van diabetes is twyfelagtig, maar
die verwagting is dat dit 'n sekere waarde kan be by die
behandeling van moeilik-beheerbare pasiente wat maklik
in koma verval.
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Op die oomblik skyn dit redelik te wees om die gebruik:
van tolbutamied te probeer in gevalle van die ouer soort
diabetiese pasient wat nie ketose gehad het nie en in wie se
geval dieetmaatreels alleen nie genoeg is om die glisernie te
beheer nie. Voordat besluit word om hierdie middel vir 'n
onbepaalde tyd te gebruik, moet dit duidelik wees dat dit
effektief is, en daar moet gelet word op die moontlikheid

van sekondere mislukkinge. Chlorpropamied kan gebruik:
word in plaas van insulien indien tolbutamied nie slaag nie,
maar die geneesheer moet bewus wees van die moontlike
giftige gevolge.

I. Lawrence, R. D. (1959): Brit. Med. J., 1, 644.
2. Gepts, W. (1957): Contribution ti I'Erude Morphologique des llots de Longer­

hans DU eaurs du Diab~{e. Les editions ,Acta Medica Belgica'.

SECOND THOUGHTS 0 T TABLETS FOR DIABETES

Tolbutamide (ra tinon, artosin) is at present widely used
in this country in the treatment of diabetes. It has virtually
supplanted the original carbutamide, which, although
somewhat more powerful, was distinctly more toxic. It is
not definitely established that tolbutamide has ever caused
agranulocytosis; in fact it only very rarely appears to pro­
duce a mild and temporary leucopenia. Minor skin rashes
do occur, but do not usually necessitate the withdrawal
of the drug. Some patients complain of 'not liking the new
tablets' for vague reasons-headache, nausea and so on,
but it is quite probable that such complaints are no more
frequent than would be found if a placebo had been used in
place of the tolbutamide.

An unusual story has been told by Dr. Lawrence,l con­
cerning a moderately obese man of 62 who had had mild
diabetes for 19 years. He had been receiving tolbutamide
in a dosage of 1· 5 g. daily for some weeks, with good effect
on his blood sugar, when he developed an enlarged liver,
with gross pitting oedema of the legs and ascites. He was
not jaundiced. The tolbutamide administration was stopped,
and after a week's bed rest and some acetazolamide the
patient had fully recovered. The evidence here is by no
means conclusive that the damage was caused by the drug­
even if it were so it appears to be a unique case out of many
tens of thousands. In experimental animals, liver damage
has not been produced by tolbutamide, although some of
the related antidiabetic compounds (e.g. chlorpropamide)
have proved definitely toxic to the liver, specifically in dogs.
In any event, this single case report should not deter one
from the use of tolbutamide in general.

The mode of action of these sulphonamide derivatives is
still uncertain, but from a practical point of view it may be
taken as a working hypothesis that they act by stimulating
the production of insulin or enhancing the effect of what­
ever endogenous insulin is being produced. They are nOT

able to replace insulin in any way and do not appear to
enhance the effect of injected insulin. They are quite value­
less in the young variety of diabetes-in those patients who
are subject to ketosis-in fact their employment in this
type of person is definitely contra-indicated. In general
they are of no value when used in addition to insulin-they
do not help to control the 'brittle' case, and even in the older
type of patient the value of the mixture' is very doubtful.
If a patient is well controlled on both insulin and tolbuta­
mide, it is most likely that he (or she) would be equally
well controlled on one or other used alone-in other words
one of the two drugs is a sleeping partner.

It is disappointing that an increasing number of patients
who are satisfactorily controlled on tolbutamide at first
again show a rise in blood sugar after mon~hs or even years
of treatment. This 'secondary failure; of tolbutamide is a

real phenomenon, and not necessarily related to any dietary
laxity or increase in the patients' weight. The reason for it
is not obvious. There appears to be no evidence that the
pancreas becomes damaged, so worsening the diabetes.
For one thing, after a tolbutamide failure, insulin require­
ment is no more than it had been previously and, secondly,
Gepts,2 by means of autopsy studies, has found that the
histological state of the pancreas after carbutarnide or
tolbutamide therapy appears in no way worse than the
pancreas of similar patients who had been treated with insulin'
or diet only. In fact he observed a remarkable feature in
one or two of such patients-namely that their pancreases
actually showed evidence of regeneration of active, granular
beta cells. Regeneration is not normally seen in this type of
patient, and might be taken as suggesting that the drugs
concerned actually tend to produce repair of the abnormal
pancreas. There is, however, no clinical evidence of ameliora­
tion of the basic diabetic condition by tolbutamide. Oc­
casionally the drug may be discontinued without worsening
of the patient's diabetic control, but this may also be seen
with insulin and perhaps merely reflects fluctuations in the
course of the disease.

There is so far no evidence to indicate any change in the
liability to the vascular 'complications' of diabetes in patients
who are being treated with tolbutamide. It has no effect
on the serum cholesterol.

Chlorpropamide (diabinese) is chemically very similar
to tolbutamide, and apparently acts in the same way, but
is more powerful. It is capable of producing severe hypogly­
caemia, and should not be used in doses larger than 500 mg.
per day. Its effect is much longer lasting, so that the day's
requirement can be given in one dose. Apart from mild
side-effects it can apparently cause abnormalities in liver­
function tests and even jaundice, probably resembling that
associated with largactil. It is not, therefore, a compound
to be used indiscriminately and, like tolbutamide, it can
only be used in those patients who are not liable to ketosis.
Its advantage is that it may be effective in lowering the
blood sugar in some diabetics in whom tolbutamide has
failed.

The compound known as DBI (phenethylbiguanide) is
chemically unrelated and reduces blood sugar by enhancing
anaerobic glycolysis. It is effective in some severely diabetic,
ketosis-prone patients, but produces intolerable gastro­
intestinal irritation in a very high proportion of subjects.
Its place in the treatment of diabetes is uncertain, but it
might be hoped that it will have' some value in rendering
more easily controlled the extremely brittle patient who
wanders 0 readily in and out of one or other sort of coma.
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At the present time it would appear reasonable to try
tolbutamide in the older type of diabetic who has not had
ketoSis, and in whom dietary measures alone are insufficient
to control the glycaemia. It must have become clear that
this drug is effective before it is indefinitely continued, and

watch must be kept for secondary failures. Chlorpropamide,
instead of insulin, may be tried if tolbutamide fails, but the
physician must be aware of its possible toxic effect .

I. Lawrence. R. D. (1959): Brit. Med..J.. 1.644. .
2. Gepts. W. (1957): Contribution <i rEtude Morpholo[{tque des JI~fS de Langer­

hailS au eou,s de Diabete. Les editions·Acta Medica Belglca .

URTICARIA: AN AETIOLOGICAL PROBLEM A D THERAPEUTIC CHALLE GE*
DAVID ORDMAN, RA., M.R, CH.B. (CAPE To\'.'N), D.P.H. (RAND), South African Instiwle for

Medical Research, Johannesburg

Urticaria is a condition in which swellings appear more or
less suddenly on the skin of the trunk and limbs in the form
of raised, circumscribed, oedematous, white wheals with a
surrounding area of erythema. In giant urticaria large
surfaces of the body are simultaneously involved. There is
much discomfort to the patient from the accompanying
irritation or itching that occurs. In acute urticaria the
swellings last some hours or may persist for two or three
days, fresh wheals appearing as the oth~rs fade. The w~ole

episode of an acute attack may be over m a few days or III a
week or two.

Bouts of acute urticaria may recur at intervals of months
or years and after a few such experiences the patient is usually
able to attribute these attacks to some food he has eaten
(shellfish, nuts, eggs, fruit, etc.), some drug he has taken or
been injected with (aspirin, penicillin, etc.), insect bites or
stings, exposure to cold, light or local pressure, or to plants,
animals or substances he has handled. The patient may have
learned that the 'itchy bumps' tend to appear during times
of strong emotional stress of a particular type. . In women
an attack may occur premenstrually or during some other
stage of the menstrual cycle.

Such attacks of urticaria occurring occasionally in this
way may be manifestations of an allergic reaction, but 'it is
obvious from the above that they are not necessarily so.

Chronic urticaria persists for weeks or months or even
years with or without periods of remission. The aetiological
diagnosis may be difficult and sometimes defies exhaustive
clinical and laboratory investigations.

Angioneurotic oedema (Quincke's oedema) is aetiologically
and pathologically a similar condition except that the re­
action-site is more deeply placed and involves the arterioles
in the subcutaneous tissues. Localized, large diffuse swellings
appear in the looser connective tissues, mainly affecting the
periorbital regions, lips, tongue, throat and genitalia, although
any part of the body may be thus affected. These swellings
tend to recur in the same sites in subsequent attacks and there
is hardly any associated itching, although much discomfort
is present and the swellings, if on the lips, eyes and face,
occasion alarm by the unsightly distortion of the features
that may result. The condition becomes of serious import
when the glottis is affected, for the oedema there interferes
with swallowing and breathing, and in sudden attacks
asphyxia may ensue if the patient is not promptly attended to.

Acute urticaria and angioneurotic oedema may occur
separately but the local swellings of the latter often appear
together with the whealing of urticaria. Steinhardt1 reported

* Paper presented at the 42nd South African Medical Congress,
(M.A.S.A.) East London, September-October 1959.

that angioneurotic oedema occurred in 216 of 500 patients
with urticaria. He thought that the proportion was becoming
greater, probably on account of the increasing therapeutic
use of penicillin, because both conditions usually occur
together in penicillin reactions.

Very often dermographism can be demonstrated in persons
with the urticaria tendency, by the wheal that follows the
direction of stroking of the skin with the finger nail.

PATHOLOGY

The urticarial wheal is characterized by local exudation of
fluid into the upper papillary layer of the cutis, producing
oedema from dilatation of blood vessels and increased
permeability of their walls. There is, in addition, a mild
perivascular cellular infiltration. The urticaria lesion is
reminiscent of Sir Thomas Lewis's 'triple response' in
anaphylaxis, due to histamine-dilatation of the capillaries
and venules, increased capillary permeability, and arteriolar
dilatation from an axon reflex producing the flare or
erythematous area. The itching in urticaria is probably
associated with the involvement of the nerve endings near
the surface of the skin.

As there is no essential difference aetiologically and
pathologically between urticaria and angioneurotic oedema
except for the site of reactions in the patient's skin, the term
'urticaria' will be used in the rest of this paper to include
both conditions.

INCIDENCE

Urticaria generally occurs in young and middle-aged adults.
It is difficult to estimate the incidence because the condition
is of course not notifiable and patients are mainly seen in
p;ivate practice. Swinney2 found a 26 %incidence of urticaria
in over 1,000 patients, and Sheldon et al. 3 reported that
15· 7 %of 1,424 college students had experienced at least one
attack.

In the Union of South Africa urticaria is a not uncommon
condition in Europeans and there is no reason to believe
that the incidence or causative factors involved are different
from those in urticaria elsewhere. As part of a study now in
progress of allergy in the non-European population of
South Africa the question of urticaria in the African (Bantu),
Eurafrican and Indian is being investigated. In the mean­
while preliminary enquiries have established the fact that
urticaria is uncommon in the Bantu people of the Witwaters­
rand. Through the courtesy of the Medical Superintendent.
it was ascertained that at the Baragwanath Non-European
Hospital in Johannesburg, with an annual admission rate of
nearly 20,000 men, women and children, only 8 cases of
severe urticaria were admitted in 1958. In the out-patient
department of that hospital only one or two case a week are
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