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Another point of interest in this family is that the
mother has become pregnant again. It was explained to
her that there was perhaps a 25 % chance of the baby
being affected, but since there are already 2 normal
children in the family, it was decided to let matters take
their natural course. The result of this pregnancy is awaited
with interest and a little disquiet.

In conclusion it must be pointed out that, although the
method of treatment described has been effective in these
2 children, this is not always the case. One child in
another part of Southern Africa did not benefit from
therapy,6 and another child, cared for by a paediatrician
elsewhere in this country, responded well at first, but died
suddenly 5 months after treatment had been started!

SUMMARY

The long-term treatment of 2 patients with Fanconi's
anaemia by a combination of testosterone and prednisone
is reported. Blood levels rose, and were maintained with­
out the need for blood transfusion as long as adequate
dosage of the drugs was given. On 2 occasions cessation of
treatment was followed by relapse in each patient.

It would appear, in the light of our present knowledge,
tijat treatment will have to be continued indefinitely. The
possible dangers inherent in this policy are appreciated.

Though satisfactory levels have been achieved in our 2

patients, it is clear that this treatment of Fanconi's anaemia
is not invariably successful. It is nevertheless felt that this
method of treatment should be more widely known, since
it is applicable not only to the Fanconi type of anaemia,
but to all cases of hypoplastic and aplastic anaemia in
children whether the cause is congenital or acquired.

ADDENDUM

In November 1961 'dianabol' was substituted for methyl
·testosterone in treatment. The gi:f;l received 1 mg., and the
boy 0·5 mg., twice daily. When last seen in March 1962,
both clllldren were maintaining good haemoglobin levels.
The new baby, aged 2 months, was also seen at 1his time,
and no physical defects were discovered.

I wish to thank Prof. F. J. Ford for helpful criticism and
advice, Miss C. Freesemann for preparing the charts, and
Mr. B. Toot for photographing them. My thanks are also
due to Dr. J. G. Bunger, Medical Supenintendent of the Groote
Sebuur Hospirtal, for permission to publish.
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THE EFFECTS OF CHLOROQUINE ON PATIENTS WITH SYMPTOMATIC
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Hospital

The reputedly beneficial effect of cWoroquine in the treatment
of ·chronic discoid lupus erythematosus soon led to its use in
other photosensltive states. Treatment with chloroquine or
nivaquine has been reported in at least 17 patients with
cutaneous portphyuia. In 9 of these a ,transient adverse reaction
has·been observed. It mani.fests with fever, ,generalized myalgia,
headache, malaise, and often abdominal pain with nausea and
vomiting. Dankening of .the Wline is consistently present, but
reports on poliPhyrin excretion are fragmentary, and further
studies are obviously necessary.

This is a preliminary study of the effects of aWoroquine in
5 patients wim ,symptomatic porphyria (urocoproporphyria).
The following features were present in all: florid cutaneous
lesions, an excessive alcohol intake, no family history of the
disorder, marked uropol'tphyrinUI'ia, and a slight to moderate
increase in faecal porphyrin (with the coproporphyrin fraction
exceeding the protoporphyrin). Histological examination of
aspiration liver-'biopsy specimens showed some increase in
periport.aJ. fibrous tissue and evidence of liver-cell regeneration
(by courtesy of Dr. C. J. Uys), but ilhe most consistent finding
was a variable degree of siderosis. The poITPhyrin content was
also measured.

The dose of aWoroquine administered varied from 0·6 to
4+G. (Table I). The salient clinical features 3<tt!he height of
the reaction 10 .the chloroquine are recorded in Table I.

'This work was supported in pan by a grant, P.H.S. A-3997, from the
National Institute of Health, Public Health Service, USA.
- tAbstract of a paper presented at Research Forum. University of Cape
Town, 15 March 1962.

TABLE I. DOSAGE OF CHLOROQUTh'E AND CLlNlCAL
FEATURES OF THE REACTION

Patient

W£. D.S. p.v. G.S. H.P.
Chloroquine (G.) 2·5 1·0 0·63 2'0+ 4·0+
Latent period (days) 3 3 2 2 8
Pyrexia, malaise + + + + +
Headache .. + + + + +
Red urine .. + + + +
Nausea + + +
Abdominal pain + + +
Urobilinogen +

Associated with the pyrexia there was a massive uropor­
phyrinuria, one patient excreting 84 mg. of uroplll'Phyrin at
the peak of the fever. The increase ·in excretion of de1ta­
arninolaevulinic acid and ponphobilinogen in the urine was
insignificant - in shartp contrast to the findings in acute .genetic
porphyria. Table 11 compares biochemical findings before and
during the reactions in the 5 patients.

llhe abnormal bromsu1phtihalein excretion, .the elevated
serum glutamic oxaloacetic transaminase (SG<YI) activity (by
courtesy of Dr. G. M. Potgieter) and, in one instance, d:Ie
appearance of urobilinogen in the urine, suggested that damage
to liver cells acoompanied the reaction.

Readminist:I1ation of chloroquine to patient DS. (ini.t:ial
dose 1·0 G.) was without any effect, while ID P.V. an increase
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TABLE IT. BIOCHEMICAL FINDINGS BEFORE AND DURING THE REACTIO S TO CHLOROQUIl'.'E

Parients

313

H.P.

0
1 4

12 12
1 2

3·7 9·5
26 117 31
1·4 1·2
0 0

C.S.W.L. D.S. P.V.

Before During Before During Before During
Uroporphyrin* 4·0 81·0 3·4 84·0 2·2 37·0
Coproporphyrin* 0·9 3·8 0·8 3·8 0·3 2·2
Aminolaevulinic acid* 2·8 0·6 6·4 2·8 1· 2·1
Porphobilinogen* 0·3 0·4 1·8 3·0 1·6 8·6
Bromsulphthalein retained at

30 minutes 0 0 0 22%
Thymol turbidity 1 1 4 2 1 0·5
Zinc turbidity 12 10 11 10 12 12
Cephalin cholesterol 1 0 1 0 2
Alkaline phosphatase (Bodansky

units) 2·8 2·8 8·2 1·0 10·5
SGOT (Kannen units) 15 1,113 23·5 230
Total bilirubin 0·5 1·3 0·4 1·5 0·2 1·1
Conjugated bilirubin 0 0 0 0 0 0

"In mg. per 24 hr.

Before
4·5
1·3
4·9
1·9

During
13·8
2·1
1·1
o

Before
2·4
0·2
2·2
2·1

During
35
4·2
2·1
4·7

Excess

252

in uroponphyrin output unaccompanied by clinical upset
occurred. In this case only 0·625 G. of .chloroquine had been
given initially. In 2 cases tthe reaction subsided despite con­
tinued. administration of t!he drug.

Follow-up studies have shown that chloroquine does not
halt the porphyric process, whereas its use is associated with
findings suggestive of <liver damage. This appears to be
reversible. The skin lesions of symptomatic porphyria in­
variably improve during hospitalization (and abstinence from
alcohol). The impression ris that the drug is of doubtful value
in the therapy of cutaneous porphyria.

The mechanism of the reaction is unknown, but it is sug­
gested that the liver cells of patients with symptomatic
porphyria are peculiarly vulnerable to chloroquine. At a
certain concentration destruction of porphyrin-containing liver
cells occur. The contained porphyrin is released into the
circulation and excreted by the kidney while other products

of cell lysis account for the clinical signs and symptoms and
the elevated SGOT activity. Chloroquine is known to be con­
centrated by the cells of visceral organs, particularly the liver
and kidney. Furthermore, the livers of patients with sympto­
matic porphyria contain large amounts of porphyrin, between
100 and 1,000 mg. per kg. wet liver. Much of this porphyrin is
probably intracellular.

The sequence of a latent period before the onset of symp­
toms and a subsequent refractory state when readministration
may fail to elicit a response is worth emphasizing. An analogy
may be drawn with a similar sequence - that induced by
certain drugs in individuals whose cells lack glucose-6-phos­
phate dehydrogenase. Furthermore, the rare occurrence of
cutaneous porphyria in patients with alcoholic liver disease
suggests an underlying defect which may be genetically deter­
mined, and it is not inconceivable that this defect may be
coupled with chloroquine sensitivity.

UNIVERSITY NEWS : UNIVERSITEITSNUUS

UNIVERSITEIT VAN PRETORIA: EKSAMENUITSLAE

By die Promosieplegtigheid op 23 en 24 Maart 1962 is die
volgende grade en mooaljes toegeken:

Craad van Baccalaureus in Ceneeskunde en Snykunde

Craad van Magister in Ceneeskunde

Aldridge, Neville John
Basson, Allan Owen
Beneke, Hendrik Johannes
Booyzen, David Schalk du

Plessis
Botes, Mevedith
Botha, Johannes Hendrik

Jacobus

Cloete, Michiel Johannes
Coetzee, Johannes icolaas

Daniel
Davie, George
De Moor, PJlillip Pave!
De Wit, Jan du Preez
Dodd, Vivian Ivor
Du Buisson, Johannes (met lot

in Kindergeneeskunde)
Erasmus, Frederiak Rudolph
Espag, Rudolph Henri
Fouche, Philippus Johannes
Fourie, Dirk Theunis

Gmbbelaar, Oharl Johannes
GTobler, Cornelius Johannes

FmIlcois

Grobler, Pieter Gert Wessel

Haasbroek, Leonard Johannes
lliemstra, Siegfried

Kotzenberg, Wilhelm Andries

Le Roux, Francois Petrus
Jacobus

Lipron, Peter Michae!
Lubbinge, Aaltina Willemien

Mackenzie, Donald Bernard
Marree, Johannes Petrus
McDonald, Johanna Gertruida
Meyer, George Claude

aude, Petrus Johannes
el, Louis Jacobus (met lof in
Interne Geneeskunde en
KindeIlgeneesl..'Unde)

Potgieter, Jacobus Stephanus
Pretonus, Petrus Jacobus
Pretorius, WiUem Abraham

van Zyl

Robertson, Geonge Alfred

Sauer, Johannes Jacobus
Schutte, Philippus Johannes
Scott, Pieter Cronje
Simons, Eric Gregory
Smith, Jan Daniel
Stegmann, George Pieter
Strauss, WilIem Adriaan

Taljaard, Joshua Joachum
Fransua

Beneke, Johan Knobel
(Anestesiologie)

Brink, Cornelis (Radiologiese
Diagnose) (met lof)

Buys, Anna Catherina
(Anestesiologie)

Enslin, Jan Heystek
(patologie)

Teichler, Christof Hermann
Terblanche, Stephanus Esais
Van Coller, Andries Lucas

Bemhardus
Van der Merwe, Johannes

Hendrilk Petrus
Van der Pla.nk, E1speth
Van Graan, Johan Christoffel
Van,Rensburg, Gerhardus

Johannes Janse
Vilonel, Johannes Jacobus

Wapnick, Simon
Weilbach, Johann Friedrich

Quintin
Zinn, Albert Peter

Erasmus, Johannes Antoni
(Kindergeneeskunde)

Macmillan, Robert Arthur
Boyd (Interne Geneeskunde)

Repko, Pieter (Ohirurgie)
Schimpff, Helmut Kurt

Konrad (Oar-, neus- en
keeLheelkunde)




