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MULTIPLE PREGNANCY

Geoffrey Chamberlain

~ tMultiple pregnancy is a mixed blessing. On the one hand is the instant

family, on the other are the increased perinatal mortality and morbidity as
well as a much greater load for the mother after delivery.

Types

Multiple pregnancy follows either the division of an oocyte fertilised by
one sperm into two separate bodies (identical or monozygotic twins) or the
fertilisation of more than one egg by separate sperm (non-identical or

dizygotic twins). In higher multiple pregnancies than twins a combination
of these two mechanisms happens.

In uniovular twins division into two separate bodies was thought to occur

only at a very early stage but it can in fact take place up to several days after
fertilisation.

Monovular and binovular twins.
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In early pregnancy twin sacs and embryos can
be shown by ultrasonography.

Prevalence
The prevalence of twin births in the United Kingdom is one in

105 deliveries, of triplets one in 10 000, and of quadruplets about one in
every half a million deliveries. There is a natural variation between races;
Japanese women have a lower rate of twins and those from some African
countries have a higher rate, up to one in 50 deliveries. Multiple
pregnancies also increase with maternal age. These biological variations are
due to an increase in the dizygous twinning rates, the capacity of the woman
to produce more than one oocyte at the time of ovulation.
The prevalence of multiple pregnancy has been increasing in the United

Kingdom in the past decade. For higher multiples than twins the rate
doubled from 12 per 100 000 to 29 per 100 000 between 1980 and 1989.
Though a part of this is due to the increasing number of mothers over 35,
the iatrogenic effect of ovarian stimulation and in vitro fertilisation
programmes are also important. Concern about this has led bodies such as
the Interim Licensing Authority (soon to be the Human Fertilisation and
Embryology Authority) to make recommendations about the maximum
number of oocytes or embryos transferred at assisted fertilisation.

Diagnosis
Twin pregnancies used to be diagnosed clinically when the woman

reported her symptoms of pregnancy were worse than usual and the
abdomen was found to be bigger for the expected gestational dates (after
about 24 weeks); sometimes twins were diagnosed for the first time in
labour. Often the fetal parts are hard to determine. Now in the United
Kingdom most women have an ultrasound scan at 16 t6 18 weeks and so
multiple pregnancies are usually diagnosed much sooner. In the Scottish
twin survey 70% of multiple pregnancies were diagnosed by
ultrasonography before 20 weeks and 95% were diagnosed in the antenatal
period. Should a twin pregnancy be diagnosed by ultrasonography the
increased incidence of congenital abnormalities should be remembered and
a thorough ultrasound examination of each fetus performed at about
20 weeks.
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Twin fetuw
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The increased uterine size leads to greater pressure on venous return.
The frequency of the group of conditions that male obstetricians call minor
problems (for example, varicose veins in the leg) is increased. Furthermore,
the woman may have more symptoms of nausea in early pregnancy
associated with the higher human chorionic gonadotrophin concentrations.

Congenital abnormalities
Many congenital abnormalities are more frequent in twin births. Neural

4¢''.q*SV;" P I\;@t$,^;t :t',9tube defects and heart abnormalities and the incidences of Turner's and
h A, §Klinefelter's syndromes are all increased. About twice as many live births

from multiple pregnancies have a major congenital abnormality compared
with single pregnancies.
Some of these abnormalities may be detected by ultrasonography, others

Changes that follow an require amniocentesis. In multiple pregnancy this test is associated with a
overdistended uterus. 3% rate of miscarriage compared with about 0 5% in singleton pregnancies.

Care must be taken to identify the fluid from each sac as the abnormality
may be in one fetus only. Should severe handicap be found in one fetus of a
multiple pregnancy and there are two sacs the obstetrician may consider
that the normal fetus is at increased risk and recommend selective fetocide.
This can be by cardiac puncture, injection of air into the umbilical vein, or
intravenous injection ofpotassium chloride. Such management should be at
a regional centre well used not just to performing these procedures but to
the very important counselling that goes on before and after such an event.
The risk of preterm labour in the unaffected pregnancy is increased.

Pregnancy induced hypertension
The incidence of pregnancy induced hypertension is greatly increased in

miiltiple pregnancies and eclampsia is also commoner. Increased antenatal
vigilance is needed and some obstetricians advocate prophylactic bed rest.
Antihypertensive treatment should be used as in any other pregnancy
complicated by proteinuric hypertension (see article on raised blood
pressure in pregnancy), and the ultimate treatment of delivery may be
required earlier than in singletons, a more difficult-decision as preterm
twins fare less well than do preterm singletons. A caesarean section is more
frequently needed.

ses at 16 weeks just before Anaemia
tesis. Twin sacs are easily seen. Commonly anaemia is reported as being more frequent in multiple than

in singleton pregnancies. Some of this is due to the greater expansion in
blood volume in women with twins whereby the plasma expands more than
the red cell bulk, so lowering the haemoglobin concentration. If the mean
corpuscular haemoglobin concentration is used as a measure of anaemia,
anaemia is not more frequent in multiple pregnancies than in singletons
provided that adequate nutrition and iron intake are maintained. Greater
demands of the growing fetuses for folate have led to some reports of
megaloblastic anaemia so folate supplements are commonly given.

Antepartum haemorrhage
Antepartum haemorrhage would be thought to be commoner in multiple

pregnancy because of the greater surface area of the placental bed. The
Aberdeen twin data set showed rates of antepartum haemorrhage in twin
pregnancies to be 6% compared with 4-7% in singleton pregnancies
(p <0-05). Much of this difference, however, was made up of antepartum
haemorrhage from unknown origin; a few were caused by placental
abruption or placenta praevia.

The greater area of the placenta
means that it may encroach on
the lower segment.
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Intrauterine growth retardation
The growth of each fetus in multiple pregnancies mirrors that of the

singleton until about 24 weeks of gestation; thence growth rates for most
twins are still as for singletons but occasionally one or both may show a
decrease. This is difficult to detect on clinical examination for
polyhydramnios may cause imprecision in estimation of fetal size. Repeated
symphysiofundal height measurements can give a clue, particularly when
both babies have retarded growth. Repeated ultrasound estimations of fetal
size are the most useful way to check growth by plotting measurements of
individual fetuses longitudinally through pregnancy. These data are not
very different from the standard head or abdomen growth curves from
singleton pregnancies until the last weeks. The estimation of fetal weight by
various formulas based on the diameters of the fetus are not as useful in twin
pregnancies as in the singleton as the fetus is often squashed. Discordance
between the growth of a pair of fetuses may warn the obstetrician of the

T-7-77--T-771 possibility of twin to twin transfusion. This is more common in
35 40 monochorionic twins.

Growth of non-identical twins through pregnancy
set against the mean (2 SD) singleton growth curve.
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Preterm labour
The median gestation for human singleton pregnancy is just over

40 weeks whereas that for twins is 37 weeks and that for triplets about
33 weeks. The commonest single cause of perinatal mortality in multiple
pregnancies is low birth weight. Though intrauterine growth retardation
might also be present, birth weight is low mostly because of a preterm
delivery. A measure of this problem is seen in the 30% of all liveborn triplets
and 60% of liveborn quadruplets who stay in a neonatal intensive care unit
for more than a month after delivery. The incidence of preterm labour
(before 37 weeks) in twin pregnancies ranges from 20% to 50% compared
with from 5% to 10% in singleton pregnancies.
An important part of antental care for multiple pregnancy therefore tries

to detect these women who are likely to go into early preterm labour,
prevent this if possible and if not, ensure that they are delivered in the
correct surroundings to look after immature fetuses. Some obstetricians
find the examination of the cervix routinely from 28 weeks gives a clue to its
increasing ripeness (length, firmness, and dilatation). This seems to be of
more use in primiparous than multiparous women. Others assess the cervix
with ultrasonography, endeavouring to predict early labour.
An essential element lies in informing the mother; antenatal education of

women with twins must devote a large proportion to the signs of early
preterm labour.
The greater stretch of the myometrium imposed by multiple pregnancy

increases the risk of preterm labour and several measures have been tried in
the antenatal period to prevent this. Sympathomimetic drugs such as
ritodrine have been given prophylactically, but most controlled trials have
shown no benefit of this in twin pregnancy. Cervical cerclage inserted when
a twin pregnancy is diagnosed does not seem to confer any benefits. Some
consider that coitus may tip the balance in a woman who is on the edge of
going into preterm labour, because of both the mechanical stimulation and
the release info the vagina of prostaglandin rich fluid. The avoidance of
coitus by women with twin pregnancies, however, does not seem to be
associated with any significant prolongation of gestation.

The extra stretch
that twins place on
the myometrium
usually ensures
that labour starts
well before term.
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Management

Twins
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Frequency of antenatal visits.

Antenatal care of a woman with a multiple pregnancy needs more
vigilance than that of a woman with a singleton pregnancy. The woman with
a multiple pregnancy will need more social support and advice for she is
embarking on an extra load before, during, and after delivery. Her
socioeconomic state and its implications should be explored. She needs to

be seen more often and will require more investigations. Care can still be
shared with the general practitioner in early pregnancy but after about

li''l l l ll 24 weeks many obstetricians would prefer the care to be where tests can take
place-the hospital antenatal clinic.

Prenatal diagnosis in multiple pregnancy needs careful counselling. All

.O twins should have a detailed ultrasound scan for anomalies at 18 weeks and
40 preferably a detailed fetal cardiac scan at 22 weeks. At least monthly

ultrasound scans should be performed to monitor fetal growth.
Blood pressure and urinary protein concentration are checked at each

clinic, as is the symphysiofundal height. Palpation is performed by an

experienced doctor or midwife, and from 30 weeks in many centres the
cervix is checked regularly.

Because of the increased risk of pregnancy induced hypertension, women
carrying twins are traditionally admitted to hospital from 32 weeks to
ensure bed rest. The other justification for this was the postponement of
preterm labour and so prolongation of pregnancy. It is now realised that
time in bed in hospital is not always the best rest: home is more relaxing.
Furthermore, it would be more logical to bring the woman into hospital
from 26 to 32 weeks, rather than at a later stage of pregnancy. Neither of the
desirable aims has been fulfilled in randomised controlled trials. Though
reports from previous decades showed a benefit in one or other of these aims
of preventing raised blood pressure or postponing early labour, truly
randomised studies in the 1980s have been unable to show benefit. When
the disadvantages of separating the woman from her household, as well as

the cost to society, are considered, the disadvantages of a routine policy of
hospital admission outweigh the advantages. A woman should be advised,
however, to come into hospital at a much lower critical level if, in her
individual case, specific symptoms arise. These might include the
development of hypertension or the threat of early preterm labour. The
woman should be made well aware of the warning signs of preterm labour
(see previous article) and be encouraged to act on a low level of suspicion.
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Lie and presentation of twins at the start of labour.

The exact lie and presentation of each twin is
often difficult to determine in the last weeks of
pregnancy. In many ways detail is not vital but
the general practitioner should ensure that the
leading twin is longitudinal. Nearly always the
head or a breech is the lower presenting part. In
cases of genuine doubt a vaginal examination will
usually give a clearer picture; ultrasonography or

radiography may be needed for confirmation.
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Management of twin pregnancy
* Antenatal care at hospital clinic after

24 weeks
* Detailed scan for abnormalities at

16-18 weeks
* Fetal cardiac scan at 21-24 weeks
* Monthly scans to monitor fetal growth
* ? Cervix checked regularly after 30 weeks
* More frequent antenatal visits
* Instruction of mother on symptoms of

preterm labour
* Possible admission to hospital for tests
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Outcome
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Perinatal mortality rates for singleton and multiple
pregnancies (England and Wales, 1975-86 but
excluding 1981).

Multiple pregnancies have increased risks for both mother and fetuses.
Perinatal mortality rates are about four times higher among twins than
singletons, being higher among monozygotic twins. Rates are even greater
in triplets and quadruplets. About three quarters of the increased mortality
is caused by immaturity following preterm delivery, by intrauterine growth
retardation, or by some combination of the two. The perinatal mortality
rate for the second twin at vaginal deliveries is much higher than that of the
first, depending on the skills of the doctor in charge of the delivery. The
perinatal mortality rates associated with antepartum haemorrhage,
premature rupture of the membranes, and proteinuric hypertension are
increased.
Though some of the increased perinatal mortality rate in twins can be

reduced by careful delivery, a large component can be helped by good
antenatal care. This includes diagnosing the multiple pregnancy early,
carefully managing the woman throughout pregnancy, and either
postponing early preterm labour and ensuring that it takes place in an
appropriate unit with a good neonatal unit.

The figures showing the proportions of maternities resulting in multiple births are reproduced by
permission of the Office of Population Censuses and Surveys from Three, Four and More published by
HMSO and based on data from OPCS Birth Statistics (series FM1) and the figure showing the
frequency of birth weights of babies from singleton and multiple births is also reproduced with
permission from Three, Four and More.

Professor Geoffrey Chamberlain, FRCOG, is chairman of the department of obstetrics and
gynaecology at St George's Hospital Medical School, London.

ANY QUESTIONS

What is the most up to date method oftreating subungual warts?

The most important aspect of the management of subungual warts is to
ensure that the correct diagnosis has been made. Typical morphology of a
viral wart may be seen in the periungual area. If there is doubt, however, a
biopsy should be performed, if necessary first avulsing the nail to exclude
such conditions as in situ or invasive squamous carcinoma or amelanotic
malignant melanoma. An x ray examination of the digit should also be
performed when subungual exostosis is suspected.
As many periungual warts extend beneath the nail plate treatment with

topical keratolytic agents or cryotherapy may not be entirely successful,
though these methods should usually be tried first. Intralesional infiltration
of bleomycin solution has been used effectively in periungual and
subungual warts, particularly those under the distal edge of the nail.
Resolution rates of between 70% and 80% have been achieved with no
residual scarring.' Care must be taken, however, to avoid inadvertent
infiltration of the nail matrix as this can result in permanent nail
dystrophy.

For more extensive subungual warts avulsion of the nail will allow blunt
dissection or curettage and cautery to be carried out, but as with warts in
other sites recurrences are not infrequent after a surgical approach. The
reason for this may be the presence of latent human papillomavirus DNA
in adjacent clinically and histologically normal skin.2 Carbon dioxide laser
vaporisation of periungual warts has proved successful in around 70% of
treated cases.3 Postoperative pain and onycholysis may be a problem,
and as with other surgical approaches recurrences do occur because of
either subtotal clearance of the wart or activation of the latent human
papillomavirus DNA in adjacent skin. There is the added worry about
potential infectivity of the laser plume, which may contain human
papillomavirus DNA.

Early work suggests that induction of contact hypersensitivity with
diphenciprone (not yet licensed) may be useful in treating viral warts, but
subungual warts are obviously less accessible for application of this
substance. Many viral warts resolve spontaneously with no scarring
even after several years. Thus the potential side effects of treatment should
always be weighed against the disability caused by the wart. -E CLAIRE
BENTON, consultant dermatologist, Edinburgh

1 Amer M, Diab N, Ramadan A, Galal A, Salem A. Therapeutic evaluation for intralesional
injection of bleomycin sulphate in 143 resistant warts. J Am Acad Dermatol 1988;18: 1313-6.

2 Ferenczy A, Mitao M, Najai N. Silverstein SJ, Crum CP. Latent papilloma virus and recurring
genital warts. N EnglJ Med 1985;313:784-8.

3 Street ML, Roenigk RK. Recalcitrant periungual verrucae: the role of carbon dioxide laser
vaporization. JAm Acad Dermatol 1990;23:115-20.

Is there any evidence of a carcinogenic effect associated with the filter papers
used for coffee making?

During the past decade or so analytical techniques have achieved an
extremely high sensitivity. The question about the safety of coffee filters
stems from the fact that the presence of substances such as 2,3,7,8-
tetrachlorodibenzo-p-dioxin and related compounds may be detected in
amounts several orders of magnitude lower than those that have been
found to have any toxic effect. Coffee filters are made of white paper
derived from wood pulp submitted to a bleaching process. If the bleaching
process uses chlorine rather than oxygen there is a risk that tiny traces of
2,3,7,8-tetrachlorodibenzo-p-dioxin and related substances will remain in
the product. Furthermore, it is likely to be leached out of the filter paper
during coffee making.

Although 2,3,7,8-tetrachlorodibenzo-p-dioxin is certainly one of the
most toxic chemicals known to man, the amounts of it that would be
ingested, even by a heavy coffee drinker during a lifetime of drinking
filtered coffee, would be negligibly small compared with the lowest
cumulative dose that could be expected to give rise to any toxic effect.
2,3,7,8-Tetrachlorodibenzo-p-dioxin is not mutagenic or genotoxic in a
way that is relevant to a risk of cancer. In animals it increases the risk of the
development of neoplasms of certain kinds by various non-genotoxic
mechanisms. None of these would operate with the intake of 2,3,7,8-
tetrachlorodibenzo-p-dioxin from filtered coffee.

In the United Kingdom the Committee on Toxicity agreed that an
intake of 10 ng/kg body weight per day does not have a carcinogenic effect.
The likely maximum daily intake of 2,3,7,8-tetrachlorodibenzo-p-dioxin
from coffee made by a filtration process using chlorine bleached filter
paper can be calculated to be several orders of magnitude less than this.

So the answer to the question is "No." On the other hand, as chlorine
bleaching of wood pulp leads to environmental pollution by dioxins and
related substances there is a case to be made for educating the consumer to
accept non-white paper products or white paper that has been bleached by
processes not using chlorine. -FRANCIS J C ROE, consultant in toxicology,
London
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