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Neonatal alloimmune
thrombocytopenia complicated by
maternal autoimmune
thrombocytopenia
Neonatal alloimmune thrombocytopenia should be suspected in any
thrombocytopenic infant born to a healthy non-thrombocytopenic
mother. Nevertheless, the condition occurs in only 1 or 2/10 000
births.' More often transient neonatal immune thrombocytopenia
results from maternal idiopathic thrombocytopenic purpura.
We report the coexistence of alloimmunisation and autoimmunisa-

tion against platelets in a mother who delivered two infants with
transient thrombocytopenia. Such a case has not been described
before. Detailed serological analysis was facilitated by the platelet
suspension immunofluorescence test. This test is based on the
observation that aspecific fluorescence can be prevented by fixing the
platelets with paraformaldehyde.2

Case report

An infant was born to a primigravida after an uneventful pregnancy. Six
hours after delivery he showed generalised petechiae. His platelet count was
53 x 109/l and fell to 12 x 109/1 after 24 hours. There was no history of a
bleeding tendency in the mother, whose platelet count was 400 x 109/l.
Because alloimmunisation was assumed, a platelet concentrate prepared from
the mother's blood was given on the fourth day of life. Immediately after
transfusion his platelet count rose to 85 x 109/1 and was normal within 10 days
(figure).
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With the platelet suspension immunofluorescence test we detected IgG-
platelet alloantibodies of anti-Zwa specificity in the mother's serum. Platelet
typing showed her to be homozygous Zwb, and the child Zwa Zwb. Unex-
pectedly, we found a weakly positive reaction of maternal platelets after
incubation with her own serum, suggesting that weak autoantibodies
against platelets were also present. An eluate from her platelets did not react
with donor platelets..

In the 28th week of her second pregnancy we again detected platelet-
specific alloantibodies in her serum. Her platelet count was 90 x 109/1.
Result of a direct platelet suspension immunofluorescence test was apparently
positive for anti-IgM. An ether eluate from her platelets reacted strongly with
donor platelets. Thus transfusion of maternal platelets to the child was
contraindicated. In the 39th week labour was induced. Within one minute
after delivery the baby developed generalised petechiae. The platelet count
in the cord blood was 25 x 10911. Transfusion of a platelet concentrate
prepared from the blood of a Zw(a- b +) donor increased the platelet count
to 140 x 109/l. Over the next eight days the count gradually fell to 40 x 109/1
and then rose to normal (figure).

Comment

Generally the most effective treatment for neonatal alloimmune
thrombocytopenia is transfusion of maternal platelets.3 Often the
specificity of the platelet antibodies is unknown when transfusion is

needed, and the maternal platelets lack the antigen responsible for
alloimmunisation. The platelet antigen most commonly associated
with the condition is PlAl or Zwa.l The chance that platelets from a
random donor will be compatible is negligible, since the prevalence of
Zwa in the normal population is 97-6%. Only a few blood banks type
for platelet antigens; thus the mother is the most obvious donor for
all her affected infants. In our patient, however, a smouldering
autoimmune thrombocytopenia became clear. Transfusion of her
platelets was therefore contraindicated and platelets from a
Zw(a - b +) donor were used.
Autoimmune thrombocytopenia is usually caused by IgG anti-

bodies4 that cross the placenta.5 Platelet autoantibodies are often
aspecific (unpublished results). Transfusions of platelet concentrates
from random donors are therefore of little value in these cases. The
platelets will be immediately sensitised with the maternal IgG
autoantibodies present in the infant and subsequently destroyed. In
our case, however, the autoantibodies in the maternal blood were of
the IgM class. This explains why the donor platelets were effective in
the baby: IgM antibodies do not cross the placenta.
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Drug fever due to oxprenolol

Drug fever as a side effect of P-adrenergic blocking agents is rare.
We report the case of a patient who developed high fever during
treatment with oxprenolol. The diagnosis of drug fever was confirmed
by challenge test with the drug.

Case report

On 11 September 1979 a 65-year-old man was admitted because of a
seven-day history of nocturnal high fever with chills. He had been treated for
angina of effort, diagnosed in March 1979, with trapidil 100 mg thrice daily
for the past two months and oxprenolol 20 mg thrice daily for the 15 days
before admission. Physical examination was negative. Analysis of urine
was normal. His haemoglobin concentration was 14-6 g/dl, erythrocyte
sedimentation rate 90 mm in 1 h, and the white cell count (WBC)
127 x 109/l (12 700/mm3) with 33% neutrophils, 51 % band forms, 13%
lymphocytes, and 3 % eosinophils. Serum concentrations were: aspartate
transaminase 60 U/i (normal 5 0-27 0), lactic dehydrogenase 132 U/I
(normal 53-125), and total protein 7-3 g/dl. His serum immunoglobulins
were within normal limits except for a raised IgE concentration (760 IU/ml).
C-reactive protein was over + 6; rheumatoid factor was present, but no
antinuclear antibodies. A tuberculin skin test gave a negative result.
Throat, urine, and blood cultures were non-contributory. An electrocardio-
gram at rest was within normal limits. Chest radiographs showed slight
cardiomegaly.
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All drugs were withdrawn on admission, and no fever developed. The
WBC became normal within a few days (figure). On 20 September (10 days
after admission) oxprenolol and trapidil were resumed for aggravating chest
pain. Twelve hours after the first dose the patient's temperature rose to
39'C; this was accompanied by chills with shaking and a leucocytosis of
23-7 x 109/1 (23 700/mm3) with shifting to the left. Drug fever was then
suspected. On 27 September (17 days after admission) a challenge was made
with oxprenolol alone: exactly the same clinical picture recurred within
seven hours. He was then given propranolol 10 mg thrice daily without a
febrile response. A lymphocyte stimulation test with oxprenolol showed a
normal 3H-thymidine uptake.
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Comment

Side effects of oxprenolol in 13-7% of 4403 patients were reported
by Forrest.' We were unable, however, to find a case of drug fever due
to oxprenolol in English or Japanese reports. In our patient the
diagnosis of drug-induced fever was established by a positive challenge
test. The leucocytosis and liver dysfunction associated with the fever
rapidly improved after oxprenolol was stopped. 3-Adrenergic blocking
agents, including oxprenolol, are widely used. This report shows
that oxprenolol may cause hyperpyrexia.

Forrest WA. A monitored release study: a clinical trial of oxprenolol in
general practice. Practitioner 1972;208 :412-6.
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Cryptococcosis treated by rapid
infusion of amphotericin B
Amphotericin B, alone or in combination, is the drug of first choice
for pulmonary cryptococcosis.1 Because of adverse effects such as
phlebitis, nausea, and rigors, amphotericin should be infused slowly
over six hours.2 We report the case of a patient with pulmonary
cryptococcosis and early systemic spread, whose infection was success-
fully treated by rapid one-hour infusion of amphotericin B as part of
combination cheinotherapy. This subsequently allowed treatment as
an outpatient.

Case report

A previously healthy 31-year-old Caucasian housewife developed unpro-
ductive cough, right-sided pleuritic chest pain, and minor systemic upset the

day after cyclone Alby passed Perth in April 1978. Initially she was treated
with co-trimoxazole and later with amoxycillin. The symptoms did not
abate; a chest radiograph showed consolidation of lateral segment of right
middle lobe. Physical examination showed nothing abnormal. Despite
further antibiotics her symptoms continued and a repeat chest radiograph
six weeks later showed persisting consolidation. Physical examination dis-
closed a pleural friction rub in the right axilla and no other abnormal findings.
She was referred for further investigation.
Bronchoscopy showed an inflamed orifice of right middle lobe with a little

inspissated, bloodstained mucus. Brush smears of the mucus subsequently
stained positively with mucicarmine for Cryptococcus neoformans. Another
specimen obtained by bronchoscopy three days later grew C neoformans
after 48 hours' culture on Sabouraud's agar. The organisms subsequently
proved sensitive to both amphotericin B (minimum inhibitory concentration
= 0-25 mg/l) and flucytosine (minimum inhibitory concentration = 0 5 mg/1).3
Diagnosis was confirmed by serology, which showed cryptococcal antigen
present in a titre of 1024. The white cell count at the start of treatment was
11-9 x 1091/ with polymorph leucocytosis and some toxic granulation. Lum-
bar puncture produced clear cerebrospinal fluid (CSF) at normal pressure
with glucose of 3-0 mmol/l (54 mg/100 ml (normal=2-8-4-4 (50-79 mg/
100 ml)) and protein of 0-42 g/l (normal=0-15-0-45). Culture of CSF
showed no growth at 48 hours, but at 72 hours three colonies ofC neoformans
were seen. Serum electrolyte, creatinine, and urea concentrations and liver
function test results were normal. Urine and blood cultures were sterile.
Treatment was a combination of amphotericin B and flucytosine. Flucytosine
was given orally 150 mg/kg/day in four divided doses on all days. After a
test dose of intravenous amphotericin 1 mg the dose was gradually increased
to 30 mg on alternate days, in a suspension of 500 ml of 5 % dextrose. Five
hundred units of sodium heparin and 100 mg hydrocortisone were added to
this to minimise phlebitis and rigors and the total dose infused over six hours.
Three days after treatment started the serum potassium concentration fell

to 2-4 mmol (mEq/l) and she required potassium supplements of40 mmol/day
until amphotericin was withdrawn. This recognised complication of treat-
ment4 is reversible after stopping the drug. Creatinine clearance remained
normal. After 15 days of alternate-day treatment, maintenance treatment was
altered to a more rapid one-hour infusion on alternate days, with electro-
cardiographic monitoring over the first rapid infusions.5 No abnormalities
were seen on the electrocardiogram, nor did the patient report increased
nausea or rigors at this time or subsequently. For domestic reasons the
patient was discharged 17 days after admission; she returned on alternate
days for hour-long infusions of amphotericin 30 mg. She received a total
dose of 955 mg amphotericin over two months and flucytosine for five
months. Titres of serum cryptococcal antigen fell to 1/32 within three months
and remained unchanged 23 months after the presumed initial episode of
infection. Serial chest radiographs showed resolution of the consolidation
over two months, but there was persistent thickening of the horizontal
fissure.

Comment

Amphotericin is excreted by the kidneys over several days after
intravenous infusion,2 and therefore the rationale for slow intravenous
infusion is to minimise adverse effects rather than to sustain effective
serum concentrations. In our patient rapid infusion of amphotericin B
allowed outpatient treatment without major disruption of domestic
responsibilities; treatment was well tolerated and convenient. There
have been no further symptoms, radiological evidence of recurrence,
or rise of antigen to C neoformans at 23 months after the initial in-
fection and 16 months after oral treatment. We suggest that rapid
infusion of amphotericin B is a safe, convenient, and effective way of
treating pulmonary infection with C neoformans.

We thank Dr N Marinovich for referring this patient, and the Mycology
Laboratory, Public Health Department, Perth, Western Australia for per-
forming the titres to cryptococcal antigen.
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