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ance, analgesia, and perhaps local treatment with
povidone-iodine. It is more difficult to predict the
course in the over 50s, but in oaly 12 of the 55
did the pain last for more than a week or two.
Whether idoxuridine in dimethyl sulphoxide
produced better results than povidone-iodine
seemed dubious, but it tends to be used in the
elderly. Adequate analgesia is vital, but surely for
the majority acyclovir does seem more than is
necessary.

A O CHASE
Bristol BS5 8QY

We sent this letter to Weilcome's senior medical
adviser, who replies below-ED, BM7.

SIR,-Intravenous acyclovir has been approved for
the treatment of herpes zoster infections for some
time. Zovirax tablets (acyclovir) have now been
approved for the treatment of acute herpes zoster
by the Committee on Safety of Medicines. We do
not suggest that every case of shingles should be
treated with acyclovir, but for those patients who
in the doctor's opinion warrant treatment an
effective and well tolerated oral treatment is now
available.

E B WILLIAMS
The Wellcome Foundation Ltd,
CheshireCWl IUB

Social adversity, low birth weight, and
preterm delivery

SIR,-The article by Dr Alan Stein and colleagues
(1 August, p 291) raises an interesting point, but
their analysis is of doubtful validity. Firstly, their
test sample included only 3% of low birthweight
infants and 3% of preterm infants; both these
values are very low and significantly less than in the
remainder of those born in the Radcliffe Infirmary
and elsewhere.' Secondly, their use of relative risk
is curious; usually the proportion of the dependent
variable is calculated in levels of the independent
factors rather than vice versa. So, for example, for
adverse life events they compare 3 out of 14 (21%)
with 71 out of 457 (16%) and find no significance;
we would have compared 3 out of 74 (4%) with 11
out of 397 (3%) and found a relative risk of 1-4,
which, although not significant, may well be
clinically important. In any case, with such a
skewed small sample none of their analyses could
ever actually refute any of the hypotheses con-
sidered.

Moreover, the observation by Dr Stein and
coworkers that social class, adverse life events,
and psychiatric state are not associated with
birth outcome contrasts only with the studies that
they quote and other simple breakdowns of raw
birth weight by social class. As we have argued
elsewhere, a more sophisticated and appropriate
analysishas to control for sex, parity, and gestation,
as well as maternal height, before testing for social
class.2

Roy A CARR-HILL
Centre for Health Economics,
University ofYork

COLIN PRITCHARD
Social Paediatrics and Obstetrics Research Unit,
University of Glasgow

1 Office of Population Censuses and Surveys. Birhweight statistics
1985. London: OPCS, 1986. (OPCS Monitor, DH3, 86/2.)

2 Cerr-Hill RA, Pritchard CW. The developmnt and exploitaton of
empinical birthweighstsandardt. London: Macmillan, 1985.

AUTHOR'S REPLY,-Unfortunately, Messrs Carr-
Hill and Pritchard seem to have misunderstood

much of our paper. They criticise an analysis that
we did not even carry out and ignore at least halfof
our analyses when reaching their conclusions.
There is nothing "curious" about our analyses,

and we did not even mention relative risks. The
analyses to which they are presumably referring,
the X2 and Fisher's exact probability tests, are
patently unaffected by whether the proportion of
the dependent variable is examined in terms of the
independent variable or vice versa. In fact,
as Messrs Carr-Hill and Pritchard implicitly
acknowledge, their own "less curious" method
of analysis would lead to the same result in a
significance test. Why their analysis leads them to
believe that a non-significant difference may be of
clinical importance when chance is as plausible an
explanation we find baffling.
Of course, 3% is a low prevalence rate for low

birth weight and preterm delivery in relation to
other series, as we discuss fully in our paper.
Furthermore, we state that "the small number of
babies of low birth weight limited the interpreta-
tion" of the analyses using the dichotomous vari-
ables. We therefore carried out a second set of
analyses, treating the two dependent variables as
continuous-that is, considering the absolute biith
weight and gestation of all 483 babies in the
sample. Such a strategy increases the precision of
the analyses, and we believe that it led us as far as
possible to the possibility of refutation. How they
can state that "none of their analyses could ever
actually refute any of the hypothesis considered"
is, again, difficult to understand.

Finally, as is well known in epidemiology, we
could argue endlessly about which variables to
include in an analysis. Whether the set ofvariables
they prescribe is "more sophisticated and appro-
priate" than the ones we used is by no means self
evident.

ALAN STEIN
Department of Psychiatry,
University of Oxford,
Oxford OX3 7JX

Multiple births

SIR,-Professor Eva Alberman (29 August, p 510)
refers to a new survey launched by the Office of
Population Censuses and Surveys of the long term
physical, mental, and financial strains imposed on
a family by a multiple birth.' Though this initiative
is welcome, it does draw attention to the neglected
analysis ofroutinely collected statistics on multiple
birth from a genetic epidemiology perspective.

Data on multiple births are available from
1938 onwards.2 The number of multiple births in
England and Wales has varied between 5500 and
11 000 a year, and with a stillbirth rate of only 18/
1000 in 19853 it may be assumed that a substantial
series is available to explore the genetic and
environmental contributions to the aetiology of
particular diseases and possibly also to health
related behaviour, such as alcohol consumption
and smoking. The value of these data is, however,
severely limited by our inability to distinguish
between monozygous and dizygous births. Ethical
and financial considerations make it unrealistic to
suggest that blood specimens should be obtained
for zygosity analysis, but a zygosity questionnaire
that could show 80-90% agreement with red cell
antigen testing might be sufficient for research
purposes.4 My limited experience of studies of
twins has taught me that families with twins are
very willing to cooperate with research,5 although a
system toprotect individual families from excessive
interference would need to be organised.
Therangeandqualityofvitalandhealth statistics

produced by the Office ofPopulation Censuses and
Surveys is second to none in the world. One

striking example, however, of a data set whose
efficiency of collection has not been matched by
imagination in analysis is that for multiple births,
which has a potentially large contribution to make
to our understanding of genetic epidemiology.

R J RONA
United Medical and Dental Schools of
Guy's and St Thomas's Hospitals,

London SEI 7EH
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Skeletal dysplasias

SIR,-Dr Ruth Wynne-Davies is incorrect in
stating that achondroplasia cannot be diagnosed
before 20-22 weeks' gestation (19 September, p
685). We have recently diagnosed two cases of
achondroplasia at 18 weeks' gestation in low risk
patients. In both cases femur shortening was found
to be significantly below the 5th centile for gesta-
tion. ' Necropsy after elective termination of
pregnancy, which included a full skeletal survey,
confirmed the ultrasound diagnosis in each case.
Both cases probably represented the homozygous
or severe form of the disorder.
The heterozygous form of achondroplasia may

also be diagnosed prenatally. Between 1978 and
1983, 19 patients who were at risk ofhaving a child
with achondroplasia were referred to our unit for
prenatal diagnosis. All of the four cases that were
detected were diagnosed between 22 and 25 weeks'
gestation, and no cases were missed.2 Each fetus
had the heterozygous form of the disorder.
We would recommend that all high risk patients

-those with a family history, personal history, or
previous affected child-should have serial limb
bone measurements taken, starting at 16 weeks'
gestation. We would also encourage measurement
of the fetal femur:foot length ratio when all fetuses
at risk of dysplastic limb reduction are assessed. A
femur:foot length ratio below the 5th centile can
help to differentiate dysplastic skeletal growth
from pseudolimb reduction due to constitutional
smallnessorintrauterinegrowthretardation. While
some cases ofachondroplasia may not be diagnosed
until late in the second trimester, severe forms of
this skeletal dysplasia may be detected before 20
weeks' gestation.

JAMES CAMPBELL
STUART CAMPBELL

Department of Obstetrics and Gynaecology,
King's College School ofMedicine and Dentistry,
London SE5 8RX
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Cholesterolosis: a physical cause of
"functional" disorder

SIR,-We agree with the recommendations by Drs
MR Jacyna and TAD Bouchier that patients with
symptoms suggestive of biliary disease and no
abnormality on cholecystography, ultrasono-
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