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rose and the urinary porphyrin fell to approach its
former levels.l2

CO eLUSION
It would appear that oral contraceptives are potentially
hepato-toxic in patients with porphyria variegata and
until more is known about their action it is advisable that
women who have inherited porphyria variegata should not
use oral contraceptives but should, if they desire, use an
alternative contraceptive method.

I should like to thank Dr. Harold Miller of Port Elizabeth
for consulting with me about this patient. Dr. H. Abraham
son and Organon Laboratories supplied information about
Lyndiol and numerous references on the effects of oestrogens
in porphyria. Professor L. Eales of Cape Town informed me
about a similar case he had seen at Groote Schuur Hospital
following the use of Enavid <:nd permitted me to mention his
patient. The CSIR/UCT Renal Metabolic Unit undertook
some of the chemical analysis. I should also like to thank Dr.

H. D. Barnes of the Department of Chemical Pathology, St.
Mary's Hospital, London, and the South African Institute for
Medical Research, Port Elizabeth, who carried out laboratory
investigations: Dr. Philip Per! who took the photographs and
Mr. Bruce !fann who photographed the pink fluorescence of
the urine and blood serum in ultraviolet light (Wood's light).
Finally, I should like to thank the patient for cooperating so
well with the research side of this study.
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In 1937, Wiskottl was the first to describe in infants a
syndrome conslstmg of thrombocytopenic purpura,
eczema and recurrent infections. In 1954 Aldrich et al.2

reported a sex-linked recessive disorder characterized by
'draining ears, eczematoid dermatitis and bloody diar
rh ...ea' occurring in young male infants and resulting in
ear Iy death. The syndrome described by Aldrich and his
co-workers was identical to that described 17 years pre
viously by Wiskott. For this reason the syndrome,
although usually referred to as the Aldrich's syndrome,
should more correctly be called the Wiskott-Aldrich's syn
drome.

The essential triad of signs for the diagnosis is throm
bocytopenia, eczema, and recurrent infection. The type
of infection varies from otitis media2-4 to pyodermia,2, 3, 5
septicaemia,2-4 meningitis,5 and pneumonia5, 6 alone or in
varying combinations. The sex-linked inheritance of this
disorder has been confirmed by a number of authors. The
aetiology is unknown.

In addition to the clinical triad of signs, other features
such as splenomegaly,2, 3, 7 anaemia,2, 3, 7 eosinophilia,3,7
increasl,:d serum globulin,S and an absent or low titre of
iso-agglutinins in the serum have been described.3 Isolated
reportS have included such features as the presence of
circulating antibodies to whole cow's milk7 and subperi
osteal haemorrhage with calcification8 and one case had
a giant cell pneumonia and generalized cytomegalic in
clusion disease at autopsy.7

Since the description of this syndrome 17 families, to the
best of our knowledge, have been reported which carry this
abnormal gene: (Wiskott (1),1 Aldrich et al. (1),2 Krivit
and Good (2),3 Gordon (1),4 HuntIey and Dees (1),5 Mills
and WinkeImann (2),6 Wolff and Bertucio (1),9 Germain
(1),10 Gualdoni (1),11 Kobayashi and Konoshita (1),12 Baker
et al. (3),13 Johnson et al. (1),14 and Vestermark and Vester-

mark (1).15 Although this syndrome is uncommon, the
paediatrician, haematologist and dermatologist should be
familiar with the clinical 11ndings, since the patient may
present with anyone component of this syndrome.

Most cases have been recorded in Caucasians, although
cases have also been reported in Negroes,9,13 and Orien
tals.l2 The syndrome is world-wide in distribution, having
been reported from America,2, 3, 9, 13 Great Britain,4
Europe,10, 11, 15 and Asia.12 To the best of our knowledge
no case has been reported in Africa and the purpose of
this paper is to report a case in a Cape Coloured infant.

Case Report
The patient, E.C., a Cape Coloured male infant, was

brought to the Red Cross War Memorial Children's Hospital
at the age of 1 month on account of diarrhoea. After having
been treated as an outpatient for I month for repeated bouts
of diarrhoea unresponsive to dietetic, antibiotic and resusci
tative measures, he was admitted to hospital. There he had
repeated episodes of diarrhoea and dehydration requiring
intravenous therapy. Some of the bouts of diarrhoea were
associated with blood and mucus in the stool. He also had
an epistaxis, conjunctival petechiae and microscopic haema
turia while in hospital. In addition he developed oral and
perianal thrush, abscesses on the scalp, neck and thigh from
which Staphylococcus aureus was grown, repeated bouts of
bronchopneumonia, urinary infection and a salmonella group
D septicaemia during his stay in hospital.

Family history. He was the only child of unrelated parents.
His mother, who was of Cape Malay stock, had only one
brother who had pyodermia and died as an infant. His
father, who had Chinese ancestry on paternal and Cape
Coloured stock on maternal side, had 2 brothers who were
alive and well. Although the family history is incomplete,
it is consistent with a sex-linked recessive disorder.

Physical examination. At 7 months of age, physical ex
amination showed an underweight (5·5 kg.), pale infant, with
eczematoid dermatitis of both cheeks and purpura on face,
trunk and palate (Fig. 1). Minimal bilateral rib recession
was present with coarse crepitations at the base of the left
lung. Both liver and spleen were firm and palpable one
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finger breadth below the costal margin. The urine analysis
showed no abnormality.

Laboratory investigations. The haematological investiga
tions are shown in Table 1. The Heaf test and second
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turbidity was 10·8 units, zinc turbidity 23-4 units and SGOT
52·0 units. Wassermann, Paul-Bunnel, Widal, Weil-Felix and
Brucella agglutination tests were all negative. 0 acid phos
phatase was detected in the serum. Latex fixation test was
negative. Antibodies to Ihe somatic antigen of salmonella
group D were not present.

Using the agar gel diffusion technique, 2 precipitin bands
to cow's milk were demonstrated in the serum. 0 pre
cipitin bands were seen against egg, wheat, toxocara or ascara
antigens.

Roentgellograms of the chest showed bilateral consolida
tion involving the right lower lobe and extending throughout
the left lung. The cardiac shadow was normal and no en
larged mediastinal lymph nodes were present. Skeletal survey
showed periosteal thickening involving the long bones of the
upper and lower limbs (Fig. 2).

DISCUSSION

The findings in this male infant of marked thrombocy
topenia, eczema, and repeated infections of skin, gastro
intestinal tract, lungs, and salmonella septicaemia asso
ciated with a compatible family history established the
diagnosis of the Wiskott-Aldrich's syndrome. The anae
mia, hepatosplenomegaly, petechiae and eosinophilia found
in this case are frequently present in this syndrome.

The thrombocytopenia in cases with the Wiskott
Aldrich's syndrome may result in purpura, epistaxis,
'bloody diarrhoea', haematuria and cerebral haemorrhage.
Indeed, haemorrhage into a vital organ such as the adre
nals or brain has been a common cause of death in
these cases.4, 13, 15

The cause of the thrombocytopenia is obscure. Ade
quate numbers of megakaryocytes of normal morphology
are present in the bone marrow so that either they do
not produce enough platelets or the platelets they do
produce have a shortened life-span. Krivit and Good3

were unable to demonstrate platelet-agglutinating anti
bodies in 2 of their cases. This may suggest that some
defect in the production of platelets is more likely than
excessive destruction of normal platelets. We demonstrated
that in this case the thrombocytopenia was not due to the
lack of the Schulman platelet-stimulating factor.16

The infections in these infants are of the usual variety
and are characterized by their frequency, severity and
poor response to antibiotics. The repeated bouts of fever
associated with roentgenographic evidence of pulmonary
infiltration may be a result of pulmonary haemorrhage
owing to the thrombocytopenia rather than to infection.
In our patient, gamma globulin concentration was higher
than normal, the leucocyte count was adequate with a
normal endowment of lymphocytes of normal morphology
and in vitro studies showed that the polymorphs were
competent in the phagocytosis of staphylococci. Krivlt
and Good3 performed intensive investigations into the
immune mechanisms and leucocyte function in their case,
and were unable to find any definite deviation from
normal. There is, therefore, no explanation to date for
the liability to infection in these infants and infection
is the commonest cause of death despite antibiotic therapy.

The eczema that occurs is identical to infantile eczema
but may be modified clinically in certain cases by the
presence of superimposed purpura. The severity varies
considerably from one patient to another and from time
to time in the same patient.

Fig. 2. Roentgenograms of up
per limbs showing periosteal
thickening.

Fig. 1. Appearance of patient on
first admission.

strength PPD were repeatedly ne~ative. ~It~res of gast.ric
washings and bone marrow for aCId-fast bacIlli were negative
and repeated stool cultures did not produce any pathogens.
Serum albumin was 3·3 G/l00 ml., serum globulin 3-4 GI
100 m!. and serum electrophoresis showed a slight rise in
the gamma globulin concentration. Immuno-electrophoresis of
the serum showed increased gamma, A globulin. Thymol

TABLE I. HAEMATOLOOICAL INVESTIGATIONS

Haemoglobin: 9·6 G /l00 ml.
Volume of packed red cells: 33 %
Mean corpuscular haemoglobin concentration: 29%
Leucocyte count: 13,000IcU.mm.

Neutrophils: 16 %
Lymphocytes: 64%
Monocytes: 8%
Eosinophils: 12%

Erythrocyte sedimentation rate: 50 mm. in first hour (Wester
gren).

Platelet count: 9,000/cu.mm.
Schulman platelet-stimulating factor: present

Mean platelet count before plasma administration: 13,000 I
cU.mm.

Mean platelet count after plasma administration: 7,000 I
cu.mm.

Quick's one-stage prothrombin time: 15 seconds
Control: 15 seconds

Celite clotting time: 58 seconds
Control: 43 seconds

Partial thromboplastin time: 85 seconds
Control: 43 seconds

AHG (Factor VIII) assay: 180%
PTC (Factor IX) assay: 67%
PTA (Factor XI) assay: 59%
Serum iron: 67·7 micrograms/lOO m!.
Unbound iron-binding capacity: 546 micrograms 1100 m!.
Iron saturation: 12-4%
Serum folate: 4·01 millimicrograms/m!.
Serum vitamin Bu: 606 micromicrograms Im!.
Genotype: O.CDe/cde (R,r) MMP Fy (a) Le (a)

Anti-A agglutinin titre: 1: 2
Anti-B agglutinin titre: 1: 4
Phagocytic activity of polymorphs for Staphylococcus (in

vitro): Normal
Bone marrow: no abnormality. Megakaryocytes normal in

number and morphology.

10 April 1965



282 S.A. MEDICAL JOURNAL 10 April 1965

From the cases described in the literature the genetic
inheritance of this syndrome as a sex-linked recessive
appears clear-cut. A study of the bone marrow showed
a modal chromosome number of 46 in this condition.t

The average age of onset of symptoms is 6 weeks,
although in 1 case it was at birth.6 They may present with
anyone or with several components of the syndrome. These
children usually die at an early age from either haemorr
hage or infection4 although isolated cases have survived
until 7 years,5 and lOt years of age.l3 Vestermark and
Vestermark15 describe a family with this syndrome, one
of whom with mild disease was alive at 40 years of age.

A superficial resemblance exists between this syndrome
and histiocytosis X (Letterer-Siwe's disease). However,
more critical comparison shows consistent differences
between these 2 disorders. Letterer-Siwe's disease does
not have the strong family history and has a characteristic
seborrhoeic haemorrhagic maculo-papular rash compared
with the eczematoid dermatitis which occurs in the Wis
kott-Aldrich's syndrome. The pathology of the lymphoid
tissue is entirely different in the 2 diseases.

The presence of circulating antibodies to whole cow's
milk was demonstrated in the serum of the patient des
cribed in this paper as well as in the case described by
Root and Speicher.7 The significance of this finding is
not clear at present.

Treatment, by and large, has little effect on the course
of this disorder. ACTH and steroids have been used
with poor effect.3,4 Splenectomy has been performed on
many cases reported in the literature.4,15 King and Shu
macker17 and Smith and his co-workers,18 on the other
hand, have shown that increased susceptibility to infec
tions occur generally in infants who have undergone sple
nectomy under 2 years of age. For this reason it would
appear unwise to subject these children, with their in
herent liability to infection, to splenectomy. Indeed,
Krivit19 has considered that splenectomy is contraindicated
in this disease, since many children who had had splenec
tomy died within months following operation. Good con-

stant conservative therapy, with careful and judicious
use of antibiotics, may provide the most satisfactory
results.

SUMMARY

A case of Wiskott-Aldrich's syndrome, the first reported on
the continent of Africa, is described and the literature on
the subject is reviewed.

ADDENDUM

The patient was re-admitted to hospital at 11 months of
age with cyanosis and respiratory distress. A radiograph
showed bilateral pulmonary infiltration. The course was one
of progressive deterioration and he died suddenly after 4
days in hospital, despite treatment with Pantofenicol (chlo
ramphenicol calcium pantothenate complex palmitate) and
hydrocortisone therapy. The last platelet count recorded a
day before death was 6,OOO/cu. mm. Autopsy was refused.

We should like to thank Dr. H. Nossel for the coagulation
studies; Dr. D. Heiner, University of Utah College of Medi
cine, Salt Lake City, Utah, USA, for the agar gel diffusion
studies; Dr. D. McKenzie for providing us with the facilities
of his pathology laboratory; and Dr. Robert McDonald for
permission to publish a case that was under his care.

This work was supported in part by the CSIR Clinical
Nutrition Research Unit, University of Cape Town and the
US Public Health Service Grant no. A-3995.
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GESINSBEPLANNING EN WANVOEDING

F. W. QUASS, Direkteur, Nasionale Voedingnavorsingsinstituut, Pretoria

DIE TOESTAND WAARIN DIE W£RELD TANS VERKEER

Vandag is ons almal terdee bewus van die inImer-teenwoordige
bedreiging van 'n kernoorlog. Daar is egter 'n ander bedreig
ing, meer verraderlik maar nie minder onverbiddelik as die
van die atoombom rue. Ek verwys hier na wat Lord Boyd Orr
beskrywe as: 'The threat of hunger and malnutrition in a world
undergoing a population explosion.. .'

Die Wereldvoedselkongres in sy finale deklarasie 'was
alarmed by the extent to which the explosive growth of pop
ulation, at a rate unmatched by adequate increases in pro
ductivity, is intensifying human needs and is giving still greater
urgency to the attainment of freedom from hunger'. Ek is
een van die wat reken dat hierdie bedreiging 'n werklikheid
is en so ook is 'n gesaghebbende liggaam, die 'International
Union of Nutritional Scientists'. By geleentheid van hul Sesde
Internasionale Kongres in Augustus verlede jaar wat in Edin
burgh, Skotland, gehou is, het die Unie dit nodig geag om
aan te beveel dat 'Governments should at the earliest oppor
tlInity, consider the promotion of a programme of planned
parenthood'.

Daar is die lande wat deur die vindingrykheid en arbeid
saamheid van hul bevolking in so 'n mate ontwikkel het dat
hulle 'n oorvloed van voedsel produseer en dat 'n deel daarvall
selfs ook vir uitvoer beskikbaar is. Daarby het die bevolkings
van die lande 6f relatief konstant gebly 6f aangewas teen 'n
tempo wat geensins dreig om die van voedselopbrengs te oor
tref nie.

Ongelukkig egter is daar die lande-die meerderheid vrees
ek-waarvan, om redes wat vir my nie geheel en al duidelik
is nie, die bevolkings nie alleen in gebreke gebly het om die
noodsaaklikheid van 'n balans tussen volksaanwas en voed
selproduksie in te sien nie, maar ook die sienswyse aangeneem
het dat die gegoede lande die skuld dra vir hul toestand en
dat die huidige ,ontploffingstempo' van hul volksaanw~s

geskraag behoort te word deur ,vrye geskenke' van voedsel,
geld en hulp wat aangebied behoort te word in 'n gees van
'the giver should not humiliate the receiver'.

In sy verslag oor die Wereldvoedselkongres skryf die
Dire"kteur-Generaal van die VLO (Dr. B. R. Sen) o.a. soos
volg: 'The inexorable law of balance between population and
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