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Prospective study of human parvovirus (B19) infection in pregnancy

Public Health Laboratory Service Working Party on Fifth Disease

Abstract

Objective—To determine the fetal infection rate
and outcome of pregnancy among women who
acquire infection with human parvovirus (B19) in the
antenatal period.

Design—Prospective study of infected pregnan-
cies till time of delivery or abortion with virological
investigation of fetuses, neonates, and 1 year old
infants.

Setting—England and Wales during 1985-8.

Patients—190 Pregnant women with serologically
confirmed B19 infection in pregnancy, their fetuses,
neonates, and 1 year old infants.

Results—Of 186 mothers who elected to go to
term, 156 (84%) delivered a normal baby. Follow up
of 114 of these infants to the age of 1 year disclosed
no appreciable abnormalities, although 27 had
serological evidence of intrauterine infection. The
overall fetal loss rate (30 cases; 16%) was similar to
that in an uninfected antenatal sample (unmatched),
but there was a pronounced excess of fetal loss in the
second trimester in the B19 infected mothers (11-8%;
95% confidence interval 6-8% to 17-8%). Based on
virological findings in the aborted fetuses the risk of
fetal death due to B19 in an infected pregnancy was
estimated to be 9%. The transplacental transmission
rate was estimated to be 33%.

Conclusions— Most women with B19 infection in
pregnancy had a satisfactory outcome, but there was
nevertheless a substantial risk of fetal loss in the
second trimester. In view of the absence to date of
any evidence of damage to babies who survive
maternal infection therapeutic termination of preg-
nancy is not indicated.

Introduction

Human parvovirus (B19), first discovered in 1975 in
serum from healthy blood donors,' is now known to be

the cause of transient aplastic crisis in patients with
chronic haemolytic anaemias’ and of erythema infec-
tiosum (fifth disease).’ In 1984 the first case reports of
B19 having an adverse effect in pregnancy were
published.** Atleast 20 fetal deaths have been described
in which fetal tissues contained B19 DNA.* The virus
replicates in erythroid progenitor cells,” which may
cause profound anaemia and congestive cardiac failure
in the fetus.

Fifth disease is a common childhood exanthem and
the recognition that its causative agent was potentially
embryopathic provoked considerable public and
professional concern.*” This concern, however, was
based either on evidence from small numbers of
subjects or on case reports and series in which an
adverse outcome of pregnancy had led to the retrospec-
tive diagnosis of B19 infection, thus providing a biased
estimate of risk.** " We therefore began a prospective
investigation of a larger population of women with B19
infection in pregnancy to determine (a) the risk of
adverse fetal outcome, (b) the transplacental transmis-
sion rate, and (c) the neonatal and longer term outcome.
Long term follow up of the infants is not yet complete,
but because of the public health implications we report
here our initial results.

Subjects and methods

Study population and recruitment— The study popula-
tion comprised pregnant women who were investigated
prospectively, usually by their general practitioners
(for example, because of a rash or contact with
erythema infectiosum), and who had B19 infection
confirmed by the presence of B19 IgM. Patients with
B19 infection who had been investigated because of a
fetal death were excluded. Recruitment took place
between January 1985 and June 1988. Cases were
ascertained when the result for each eligible subject
was sent to the study base by one of the five B19
reference laboratories in England.
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Data collection and follow up—The patient’s age,
parity, obstetric history, date of last menstrual period,
reason for B19 testing, contact history, and description
of symptoms with date of onset were obtained from the
general practitioner, who was also asked to inform the
investigators of any ensuing adverse outcome of preg-
nancy. The date of delivery or miscarriage or fetal
death and, if a live birth, the birth weight, gestational
age, and details of any neonatal problems were provided
by the consultant obstetrician. The general practition-
ers of the liveborn babies were contacted roughly one
year later and asked to complete a simple form
concerning the infants’ physical and neurodevelop-
mental state.

Specimens collected—In the case of adverse outcomes
any available fetal material, regardless of method of
preservation, was requested from general practitioners,
obstetricians, and local microbiologists. In the case of
successful outcomes cord blood, a placental sample,
and a throat swab from the neonate were requested. At
one year the general practitioner was asked to obtain a
thumb prick or ear prick specimen of blood from the
baby.

Virological methods— Anti-B19 IgM and IgG were
measured by antibody capture radioimmunoassay."
B19 DNA was detected by hybridisation assays' and
parvovirus particles by immune electron microscopy.'

Results

Sixty different source laboratories throughout
England and Wales sent initial antenatal serum. Of 193
subjects satisfying the case definition, three were lost to
follow up leaving 190 women whose outcome of
pregnancy was determined. Seventy seven per cent of
the subjects were recruited in 1985 and 1986, when
B19 virus infection was epidemic in Britain. Cases
occurred throughout each year but less frequently in
October, November, and December. The last patient
was delivered in November 1988.

MATERNAL CHARACTERISTICS

Table I shows the age distribution of the study
population. Women over 30 were over represented.
Forty (23%) of the 176 women for whom there was
information were primigravidas. Of the others, 124
(70%) had had one or more live births and 45 (26%) had
had one or more adverse outcomes of pregnancy.

Clinical details of the B19 infection were provided

TABLE 1—Age distribution of mothers with B19 infection compared
with that of general antenatal population

Age (years) No (%) of B19 No (000s) in antenatal
infected mothers population
(% of all conceptionst)
15-19 12 (6) 119-3(15)
20-24 34(18) 249-2 (31)
25-29 61(32) 242-6 (30)
30-44 81(43) 186-2 (23)
Total ' 188 (100)* 797-3(100)

*In two cases maternal age was not known.
tData for 1985. Source: OPCS Monitor FMI 87/2.

for 184 of the 190 mothers. Of these, 168 (91%) had a
rash, of whom just under half also had other symptoms
—namely, arthralgia or arthritis, non-specific upper
respiratory symptoms, general malaise. Of the 16
mothers with no rash, eight had joint and respiratory
symptoms, two had a non-specific illness, and six were
asymptomatic.

The reason for the B19 investigation was provided
for 186 subjects. In 161 cases (87%) it was because of a
rash with negative rubella test findings; in 18 cases
(which included the six asymptomatic cases) because of
contact either with confirmed erythema infectiosum or
with an illness thought to be rubella; and in seven cases
because of a flu-like illness, myalgia, or arthropathy.

The source of the mother’s infection was stated to be
unknown in 146 (77%) cases. Among the 44 subjects
for whom it was known, 31 had acquired the infection
from their other children. Nine subjects acquired B19
in the work setting, of whom two were teachers, two
were doctors working with children, and one a nurse in
an obstetric ward (“colleagues” stated to be the source
in this case). The type of work setting was not
described for the remaining four.

Table II shows the gestational stage at which B19
infection occurred. The distribution was weighted
towards the first 20 weeks, which may reflect particular
concern among general practitioners about rashes in
early pregnancy.

OUTCOME OF PREGNANCY

Four patients elected to have a therapeutic termina-
tion; in none were products of conception available for
examination. Among the remaining 186 mothers, 156
(84%) delivered a live baby, 29 had a spontaneous
abortion or intrauterine fetal death, and one had a
stillbirth. The rate of fetal loss was higher among
women infected before 20 weeks of gestation (28/166;
17%) than among those infected later (1/17; 6%) (table
II). This difference did not reach significance (p=0-3;
Fisher’s exact test). Nevertheless, the wide 95%
confidence interval (0-42 to 19-78) of the relative risk
(2-87) suggested that numbers were too small in the
late pregnancy group to detect a real difference if it
existed.

Although there were no significant differences in age
distributions, parity, and previous fetal losses between
mothers with adverse and normal outcomes of preg-
nancy, there was a non-significant tendency for mothers
with adverse outcomes to be older (16/30 (53%)
mothers with an adverse outcome were aged 30 or over
compared with 64/155 (41%) with a normal outcome;
¥’ test with Yates’s correction, p=0-1) (tables III
and IV).

ADVERSE OUTCOMES AND VIROLOGICAL INVESTIGATION
OF FETAL TISSUE

Among the 30 adverse outcomes, fetal tissue or
products of conception were available in 14. B19 DNA
was definitely present in six cases, possibly present in
two, and absent in six. Viral particles were detected by
immune electron microscopy in four of the six B19

TABLE 11— Qutcome of maternal infection with B19 in relation to stage of pregnancy

Weeks of gestation

Weeks of gestation spontaneous abortion or fetal death occurred

maternal B19 infection

occurred* No of cases No of live births 1-12 13-20 21-27 28-40 Not known Total
1-12 17t 96 7 14 - - - 21
13-20 49 42 - 6 1 - - 7
21-27 10 10 - - - - - 0
28-40 7 6 - - - 1 - 1
Not known 3 2 - - - - 1 1
Total 1861 156 7 20 1 1 i 30

*Occurrence defined as onset of symptoms or first positive blood test result if asvmptomatic.

tExcludes four terminations of pregnancy.
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TABLE 11— Age distribution of B19 infected mothers with normal and
adverse outcome of pregnancy

No (%) with normal No (%) with adverse

Age (years) delivery outcome Total
15-19 11(7) 1(3) 12 (6)
20-24 3221 1(3) 33(18)
25-29 48(31) 12 (40) 60 (32)
30-44 64(41) 16 (53) 80 (43)
Total 155 (100)* 30(100) 185 (100)

*In one case maternal age was not known.
4'=6:247;p=0-1.

TABLE IV— Previous obstetric histories in B19 infected mothers with
normal and adverse outcomes of pregnancy

Outcome of B19 infected pregnancy

No (%) with normal No (%) with adverse

Previous history delivery outcome
1 Or more live births 100/146 (68) 24/30 (80)
1 Or more abortions 33/142 (23 7/29 (24)
1 Or more stillbirths 2/144 (1) 3/28 (11)*

*p=0-06 (Fisher's exact test).

DNA positive fetuses but not in the others examined.
If the proportion (8/14 or 57%) of investigated fetuses
with definite or possible B19 DNA is applied to all 30
fetal deaths then 17 (9%) of the 186 conceptuses whose
mothers elected to go to term may have died as a result
of intrauterine B19 infection.

Table V gives the intervals between maternal illness
and fetal death and the relation of these to the
virological findings. In 19 (63%) cases this interval was
three to five weeks with a mode of four weeks,
suggesting a specific incubation period rather than a
non-specific effect of a maternal febrile illness. Viral
DNA was identified even after some of the longer
intervals, including the longest of 11 weeks.

The morphological picture was given in three of the
six fetuses with B19 DNA detected: one was hydropic
and the other two normal. Hydrops fetalis was not
reported in any of the other adverse outcomes,
and only one case of a developmental anomaly
(anencephaly) was reported. B19 DNA was not
detected in the fetus whose mother had acquired the
infection at around the time of conception.

NEONATAL FINDINGS

Clinical— Among the 156 liveborn babies there were
none with congenital abnormalities apart from two
with hypospadias. One neonate who survived hydrops
fetalis virologically confirmed as due to intrauterine
B19 had been treated by intrauterine blood trans-
fusion."” Six (4%) were born before 36 weeks of
gestation. Of 142 for whom data were available, 99
(70%) were between the 11th and 90th centiles of birth
weight for gestational age; 11 (8%) were under the
third centile.

Virological — At least one of the three samples
requested (cord blood, throat swab, placenta) was
obtained from 134 of the 156 neonates and all three
from 86. Among the 128 from whom a cord or neonatal
blood sample was examined, eight had B19 IgM (range
1-2-11-5 arbitrary units). None of the premature

TABLE V—Intervals between onset of maternal B19 infection and fetal loss in the 30 cases, and detection of
B19 DNA in fetal tissue or products of conception

B19 DNA test result

Interval (weeks)

2 3 4 5 6 7
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babies or those under the third centile were in this
group. The survivor of hydrops had no detectable B19
IgM in cord blood. B19 DNA was not detected in any
of 100 placental specimens or 101 throat swabs or in the
cord blood samples.

Follow up at age =1 year—Of the 129 infants who
were eligible for follow up by the end of June 1989,
clinical information was available for 114 (88%) and
serological information for 97 (75%). Fifteen (12%)
were lost to follow up, including one who had B19 IgM
in cord blood. Among the 114, no congenital anomalies
had emerged and none had a serious neurodevelop-
mental problem. Only two (both seronegative) had
serious medical problems—namely, recurrent severe
respiratory tract infections and cystic fibrosis. None of
the 97 infants from whom serum was available had B19
IgM at 1 year, but 21 of the 97 had persistent B19 IgG.
This compares with two of 90 infants aged 1-2 years
identified in a serological survey of a population in
1982-3 (B Cohen, personal communication). Persistent
B19 IgG at 1 year in the absence of B19 IgM implies
intrauterine infection as the assay is not sensitive
enough to detect maternal antibody at this age. None of
the 21 IgG positive infants had been born before 36
weeks of gestation and only one had been under the
third centile of weight for gestational age.

Combined serological findings on neonates and infants
— A total of 142 (91%) of the 156 liveborn babies had at
least one serological investigation either at birth or at 1
year and 82 had both. Table VI shows the relation
between the results in these 82 pairs of serum samples.

TABLE VI— Relation between IgM antibody in cord blood and IgG
antibody at age =1 year in 82 infants with paired blood samples

Anti-B19 IgG at age =1 year

Anti-B19IgM in

cord blood Present Absent Total
Present 3 2 S
Absent 15 62 77
Total 18 64 82

Sensitivity of cord blood IgM as predictor of persistent IgG at 1 year=3/18
(17%).

Specificity of cord blood IgM as predictor of persistent IgG at 1 year=62/64
(97%).

If we assume that persistent B19 IgG at 1 year of age
signifies intrauterine infection the sensitivity and
specificity of B19 IgM in cord blood as markers of
congenital infection were 17% and 97% respectively.
Transplacental transmission rate— An estimate of the
transplacental transmission rate of B19 in the study
population was made by assuming that, in addition to
the one case with prenatal confirmation of fetal infec-
tion, the occurrence of at least one of the following
signified intrauterine infection: (a) an adverse outcome
(regardless of virological findings); (6) B19 IgM in cord
or neonatal blood; (¢) persistent B19 IgG in infants
aged =1 year. The possibly exaggerated effect of these
assumptions may be counterbalanced by underascer-
tainment of cases in infants not old enough for the
serological examination at 1 year and who may have
had a false negative B19 IgM result in cord blood. The
transplacental transmission rate was estimated to be
33%, calculated as [30 (adverse outcome)+5 (IgM
only available)+21 (IgG with or without IgM)+1 (B19
hydrops survivor)]/[142 (45 cord blood only+82 cord
blood and blood at 1 year+ 15 blood at 1 year only)+30
(adverse outcome)]=57/172 (33%). In 26 of the 27
infants with definite or possible intrauterine infection
the mother’s gestational stage at infection was known.
In 10 (38%) of these cases B19 was acquired after 20
weeks of pregnancy. As only 9% (17/183) of the
mothers as a whole were infected after week 20 this
suggests that the transplacental transmission rate
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increases later in gestation. Alternatively, fetuses
infected earlier may be less able to respond immuno-
logically and to produce antibody values that are
measurable at birth and during infancy. Nevertheless,
we observed one infant whose mother acquired B19 at
eight weeks of gestation who had both specific IgM in
cord blood and B19 IgG (>100 arbitrary units) at.13
months of age.

Discussion

A favourable outcome of pregnancy despite B19
infection has been documented in case reports" ' but
this study has provided the first opportunity to estimate
the probability of a favourable outcome in a population
of B19 infected mothers. Of 186 women who elected to
go to term, 156 (84%) had a normal healthy baby, and
follow up of 114 of their neonates to the age of 1 year
showed no serious problems. Furthermore, among 27
of these infants who were a subset with presumed
intrauterine infection (cord blood B19 IgM, persistent
B19 IgG at 1 year, or intrauterine fetal diagnosis) no
abnormalities were reported. The only neonatal
outcome of concern was a slightly higher than expected
proportion of babies small for gestational age. The
relevance of this cannot be determined in the absence
of controls matched for age, parity, ethnic origin, and
social class.

A report of an aborted fetus with eye anomalies
possibly related to B19 infection" together with
observations that animal parvoviruses may be terato-
genic have caused concern, but none of the neonates or
fetuses in this series had eve defects reported. Our
study sample, however, was too small to detect a rare
teratogenic effect if it existed. If the true severe defect
rate is 1% the appropriate sample size with the
probability of observing no cases being acceptably
small (for example, <1%) would be over 9000 subjects.
Furthermore, presumed congenitally infected babies
may not have been followed up for long enough to
detect possible neurodevelopmental defects or other
physical problems.

We do not know whether transplacentally acquired
B19 can cause persistent infection. This may occur in
immunosuppressed subjects’ and in young infants"
and might occur in fetuses, given their immature
immune state. Long term follow up of our seropositive
infants will be necessary to exclude late sequelae and
viral persistence.

The estimated maximum transplacental transmis-
sion rate of B19 was similar to that of cytomegalovirus.
In contrast with babies with congenital cytomegalovirus
infection or with congenital rubella,” however, we
were not able to find evidence of B19 DNA in the
neonates, even those with serological evidence of
intrauterine infection. This suggests that these babies
do not pose a significant infectious risk to contacts.
Measurement of B19 IgM in cord blood is apparently a
poor method of detecting intrauterine infection, and
diagnosis of this therefore depends on serological
follow up of the baby to 1 year. The excess of B19 IgG
in 1 year olds in the study compared with the back-
ground rate suggests that this is a useful marker of
intrauterine infection, but further serological examina-
tion of these infants is needed for confirmation.

Although most women infected with B19 had a
satisfactory outcome of pregnancy, 30 (16%) did not
and we have confirmed the observations of others that
B19 may be feticidal.”* Based on virological findings
among the fetuses available for examination, the over-
all risk of fetal death caused by B19 among the total
study population was estimated to be 9% (17 of all 186
cases in which the mother elected to go to term). This
proportion may be combined with estimates of rates
both of susceptibility and of acquisition of infection in

S May 1990

order to derive a crude upper limit estimate of risk of
fetal death due to B19 in pregnant women of unknown
serological state who are exposed in the common
settings of the household and the school.® In the
household this would be 0-09 (risk of fetal death)x0-5
(rate of susceptibility)x0-5 (rate of infection)x100=
2-3%, and in the school 0-:09x0-5x0-3x100=1-4%.

The estimated risk of B19 associated fetal death
which we have found contrasts with earlier reports
which suggested that between one third and three
quarters of B19 infected pregnancies had an adverse
outcome caused by the virus."" Our findings,
however, are supported by the preliminary results of a
similar prospective study in the United States.®
Furthermore, a controlled study of stillbirths and
spontaneous abortions has shown that B19 is not
responsible for a substantial proportion of fetal deaths
in the general population.”!

Our data suggest (but do not confirm statistically)
that the risk of fetal loss might be higher in BI9
infections acquired before 20 weeks than in those
acquired later.” The background rate of spontaneous
abortion is also inversely related to duration of gestation
and women acquiring B19 in early pregnancy will
therefore wish to know the magnitude of any excess
risk posed by the infection. Unfortunately, the uncon-
trolled nature of our study precludes an accurate
estimate of this. Published data on background rates of
fetal loss may be misleading for comparative purposes
because of differences in age, previous reproductive
history, ethnic orign, socioeconomic grouping, or
gestational stage. Nevertheless, a recent (1986-8) study
of women resident in the Cambridge area, who were
recruited before conception in order to avoid ascertain-
ment bias and followed up prospectively throughout
pregnancy, has provided a useful comparison. A
spontaneous overall fetal loss rate of 50/407 (12-3%;
95% confidence interval 9-1% to 15-3%) was found.”
This compares with 30/186 (16:1%) 95% confidence
interval 10-8% to 21-4%) in our B19 infected subjects.
In the Cambridge women, however, only 0-6% (2/359;
95% confidence interval 0 to 1-3) of the losses occurred
between 12 and 28 weeks of gestation compared with
12:4% (21/169; 95% confidence interval 8-0% to
18-6%) in our mothers. By contrast, 11:8% of the
Cambridge women had a first trimester abortion
compared with 6:0% of the B19 infected mothers.

The Cambridge study showed that a previous history
of one or more abortions was a significant risk factor for
spontaneous loss in the current pregnancy. A total of
120 (29%) of 407 subjects in that study had such a
history compared with 40 (23%) of 171 subjects in our
study for whom there was information. Furthermore, a
slightly higher proportion of subjects in the Cambridge
study (6-1%) were aged over 38 than in ours (2:7%).
Thus among mothers in our study who, by virtue of
their age and obstetric history, were apparently no
more at risk of an adverse outcome than the Cambridge
mothers there was a pronounced excess (12-4% v 0-6%)
of fetal loss in the second trimester. Comparisons
between national and local study samples should be
treated with extreme caution for the reasons given
above, but it is unlikely that this large difference can
completely be explained by differences between the
two study groups in other confounding variables for an
adverse outcome of pregnancy. That we did not find an
excess risk in the first trimester in the B19 infected
group compared with the Cambridge sample may
reflect under ascertainment. Unlike our sample, the
Cambridge women were followed up from conception.

Conclusion and recommendations

Eighty four per cent of mothers with B19 infection in
our study had a normal outcome of pregnancy. Never-
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theless, we estimate that roughly 9% of them may have
had a fetal death caused by this virus, and we suggest
that the infection imposes a substantial excess risk of
second trimester abortion. Our data do not allow us to
reach a conclusion about loss in the first trimester.

Health care workers are expected to provide accurate
and informed advice to antenatal patients who are or
who may be exposed to an embryopathic agent, but
published advice concerning exposure to B19 is con-
flicting, ranging from the proposal that pregnant
women should be excused from working in schools or
nurseries for the duration of an outbreak of erythema
infectiosum" to a suggestion that routine exclusion is
unjustified.® Certainly epidemics of B19 infection lead
to an increased risk of infection and therefore of fetal
loss in susceptible pregnant women, but blanket
decisions on exclusion from work or transfer to a lower
risk area are inappropriate. Instead, decisions should
be made on an individual basis after serological
determination of susceptibility. They will be influenced
by estimates of likelihood, intensity, and duration of
exposure, as well as by such personal considerations as
loss of income and the value attached to the pregnancy.
Pregnant teachers and day care staff, health care
personnel who work with children and young adults,*
and mothers of young children are especially at risk.
Most women in our study, however, were unaware of
the source of the infection, and among those who did
know it was most often their own children. It is usually
impracticable to prevent exposure in the patient’s own
home.

There is no role for a routine antenatal screening
programme for B19, and infection in pregnancy is not
an indication for therapeutic termination. Recommen-
dations to monitor infected women with frequent
ultrasound examinations or serum o fetoprotein
determinations, or both, in order to detect fetal
hydrops and correct it by intrauterine transfusion
should be treated with caution. A small number of B19
infected fetuses have been saved by this means and it
presents an attractive therapeutic intervention," " but
it will be necessary to monitor the health of all
survivors for a long period as they are likely to have
been severely affected in utero. With one exception we
do not know whether any of the “presumed infected”
liveborn infants in our series went through a transient
hydropic phase in utero that would have led to their
being unnecessarily subjected to intrauterine trans-
fusion with its associated risks. If intrauterine trans-
fusion were used on a wide scale more fetuses might be
lost than saved.

Information about B19 virus should be added to that
about other infections in pregnancy in the health
education package provided for expectant parents. It
should describe the possible outcomes and interven-
tions which would follow serological confirmation of
the diagnosis. This will help mothers with symptoms
or those exposed to B19 virus to reach, in consultation
with their general practitioner or obstetrician, an
informed decision about further investigation and
management.
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Correction

" Contrasting effects of enalapril and metoprolol on

proteinuria in diabetic nephropathy

An editorial error occurred in this article by Dr Staffan Bjorck and
others (7 April, pp 904-7). The wrong figure was printed as figure
1. The correct figure is given below.
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FIG 1 —Blood pressure in 40 patients with diabetic nephropathy treated
with enalapnl or metoprolol. Values are means (SD ) and are the mean
of supine and standing blood pressure

BM] voLuME 300 S MAY 1990



