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Relapsing Coombs-negative
haemolytic anaemia in pregnancy
with haemolytic disease in the
newborn

A rare form of acquired haemolytic anaemia is Coombs-negative
haemolytic disease restricted to the period of pregnancy.'-3 Unlike
previously reported cases, in our patient transient haemolytic disease
developed in the infant also, lending support to the assumption of an
autoimmune mechanism.

Case report

The patient was first examined because of anaemia in March 1959 at the
age of 25 in the 8th month of pregnancy. Anaemia had also been present
during her first pregnancy, but no further investigations were done. During
the third month of the second pregnancy weakness, palpitations, and
exertional dyspnoea developed. She was pale. The liver and spleen were not
palpable. Her haemoglobin was 7-0 g/dl, with 9% reticulocytes, anisocytosis,
and poikilocytosis. A marrow aspirate showed considerable erythroid
hyperplasia and a normal haemosiderin stain. Serum bilirubin was 8-5
,umol/l (05 mg/100 ml), and the direct and indirect Coombs tests were
negative. A healthy girl was delivered at term, and within two weeks the
mother's haemoglobin rose spontaneously to 11-6 g/dl. Repeated blood
counts in the next 11 years disclosed a haemoglobin level of 12-2-13 3 g/dl
(see fig). One month after delivery anaemia of 7 g/dl was discovered in the
infant. No further details of this anaemia are available, and by the age of four
months the child's haemoglobin level had reverted to normal.
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In the third month of her third pregnancy the patient's haemoglobin was
8-6 g/dl with a reticulocyte count of 9-2%. The serum iron was 23 3 jLmol/l
(130 ,g/100 ml). Serum bilirubin was 22 ,umol/l/l (1-3 mg/100 ml) and lactate
dehydrogenase 110 units. The direct and indirect Coombs tests were
negative. A Ham test, LE test, and antinuclear factor were negative. Haemo-
globin electrophoresis was normal. Osmotic fragility was normal, and serum
haptoglobin was 0-06 g/l. No medication was given, and the haemoglobin
remained stable between 8-6 and 8-8 g/dl. In May 1973 an uneventful
delivery of a healthy girl took place at term. The half life of 5'Cr-labelled
compatible normal donor cells received three days after delivery was Liine
days only. Two weeks after delivery the haemoglobin was 11-0 g/dl, and on
re-examination two years later 13 2 g/dl, when the survival of 5'Cr-labelled
autologous red cells was 20 days.
The infant's haemoglobin at birth was 23-0 g/dl, but at 4 weeks had fallen

to 7-8 g/dl with 3-2% reticulocytes and a serum haptoglobin of 0-23 g/l.
Serum iron was 20-6 ,umol/l (115 ,g/100 ml) and unsaturated iron binding
capacity 26-0 ptmol/I (145 jkg/100 ml). The osmotic fragility was normal, the
direct and indirect Coombs tests both negative, and no isoagglutinins could be
demonstrated when the mother's (AB Rh negative) and infant's (A Rh
positive) blood were cross matched. At 3 months the haemoglobin was 5-3
g/dl, with 15 2% reticulocytes; a single transfusion of 100 ml packed red
cells was given and spontaneous recovery occurred.

Comment

Despite the absence of a positive antiglobulin reaction, the
mechanism responsible for haemolysis in this patient is most probably

autoimmune. Autoimmune haemolytic anaemia with several attached
molecules, too low to produce a positive Coombs reaction, is now well
established.4 The development of definite anaemia at the age of 4 weeks
in our patient's babies with a reticulocytosis of 15%o and a high
transferrin saturation indicates a haemolytic mechanism which was
most probably caused by placental transfer of maternal antibodies.
This is unlikely to have been due to a virus infection, but transplacental
migrationof fetal erythrocytes may have stimulated maternal autosensi-
tised immune-competent cells to increase their autoantibody produc-
tion.5
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Plasma zinc in acute starvation

Zinc is present in many tissues of the body and is essential for normal
growth and metabolism by virtue of its role in nucleic acid and protein
synthesis and its presence in metalloenzymes. Zinc deficiency causes
failure of growth, anorexia, loss of taste, and gonadal atrophy. Pascoe
et all found that the plasma zinc of fasting rats fell in a step-wise
fashion, whereas Quarterman2 found raised concentrations in the
first two days of starvation. Spencer and Samachson3 found no decrease
in plasma zinc concentrations in humans undergoing therapeutic
starvation.

Subjects, methods, and results

Four men aged between 27 and 40 and five women aged between 25-30
years submitted to a 72-hour period of starvation. Two of the women were
taking oral contraceptives and continued to do so throughout the study; no
other medication was permitted. The subjects were allowed only unlimited
water throughout the 72 hours and they continued with their normal
occupation. Blood samples were taken with a Yale Microlance needle and a
B-D Sterile Plastipak syringe. The blood was stored in a heparinised glass
container before estimating the plasma zinc concentration by the atomic
absorption spectrophotometric method.4 Control blood samples were taken
at 11 am after an overnight fast and samples were taken at 11 am daily after
24, 48, and 72 hours' starvation.
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Mean ( SEM) plasma zinc concentrations in 9 subjects during 72 hours'
starvation.

Conversion: SI to traditional units-Zinc 1 ,umol/l z 0-15 tgg/100 ml.

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.4.5997.625 on 13 D
ecem

ber 1975. D
ow

nloaded from
 

http://www.bmj.com/

