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DAYS OF TREATMENT

Fig 3-Plasma levels of purines.

In this short trial we did not expect-nor did we observe-any
striking neurological changes or behavioural changes.
There is no satisfactory treatment for Lesch-Nyhan disease.

Allopurinol protects kidney function, reverses nephrogenic
diabetes insipidus, and reduces vomiting and weight loss but no
drug protects the brain against the progressive dopamine terminal
depletion which becomes clinically apparent in most patients
between 2 and 6 years of age. The trial of XOD reported here is an
initial approach to a therapy that might protect both brain and
kidney.
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MEASLES AND AUTOIMMUNE CHRONIC ACTIVE
HEPATITIS

SIR,-Robertson and colleagues1 reported persistent measles
virus genome in the lymphocytes of adult patients with
autoimmune chronic active hepatitis (aCAH). A strongly positive
correlation between measles antibody titres measured by
complement fixation test (CFT) (range 16-8192, mean 1013) and
positive hybrids were detectable. It was suggested that persistent
measles infection may be of aetiological relevance in aCAH and that
the apparent decrease of juvenile aCAH cases2 may result from the
introduction of measles vaccine some twenty years ago. We have

lately seen an increase in the number of children with aCAH and we
have therefore re-examined their vaccination history and measured
their measles antibody titres by CFT. Out of twelve children
diagnosed since 1980 (nine girls, three boys; age range 5-12 years,
median 8), eight presented within the past 3 years. Eight children

had received measles vaccination and all had low titres of measles

antibody, being 8 or under in six, 16 in one, and 32 in five. Our data
showing that in children aCAH develops despite measles

vaccination, and that they have low measles antibody titres raise
questions about a causative link between measles and this
autoimmune condition, at least in childhood.
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IN-VITRO FERTILISATION TODAY

SIR,-Your Aug 5 note (p 342) on Renata Klein’s book advances
the view that in-vitro fertilisation (IVF) is not very successful in
treating infertility. You cite references that are 2 years old and
which, like Klein’s book, describe IVF data from even earlier.
Certainly, independent reports from around the world, largely on
data up to the end of 1986 and published last year, showed that the
livebirth rate per IVF treatment cycle ranged from 9% to 10% per
treatment cycle reaching the stage of oocyte recovery.1-3 However,
advances over the past 3 years have greatly improved the outcome.
For example, at the PIVET Medical Centre, several changes have
been introduced:

Tubal transfer procedures.-The traditional technique of
IVF-ET is now reserved for tubal factor infertility, and GIFT
(gamete intrafallopian transfer) is applied for the indications of
unexplained infertility, endometriosis, poor sperm/mucus
interaction, and failed donor insemination. PROST’ (pronuclear
stage tubal transfer) and TEST’ (tubal embryo stage transfer, by
laparoscopic or transcervical method) were introduced for male
factor infertility, failed GIFT, ovum donation, IVF surrogacy, and
after embryo cryopreservation.

Changes in ovarian stimulation schedule.-This has meant the
diminishing use of clomiphene and the increasing use of a

gonadotropin-releasing hormone analogue, leuprolide acetate

(’Lucrin’; Abbott Australasia), with a pituitary down-regulation
schedule. Leuprolide has significant benefits in older patients, in
patients with polycystic ovarian syndrome, raised androgen or basal
luteinising hormone (LH) levels, and previous premature LH
surges, and in some poor responders. In other cases of poor
responders, the flare schedule of leuprolide has been applied.

Technical developments.-Transvaginal oocyte recovery is now
preferred to laparoscopy for virtually all cases and we have

developed a double lumen aspiration/flushing needle (’PIVET-
Cook’; William A. Cook Australia) to improve egg recovery’ and an
improved catheter system for embryo transfer. For tubal transfers
we use ’Teflon’ catheters.
Luteal support.-Following the demonstration of significant

benefits of luteal support in maintaining pregnancy we now
routinely use intramuscular ’Proluton’ (Shering AG, Berlin) 50 mg
on days 0,1, 2, 3, and 4 and human chorionic gonadotropin 1000 IU
on days 4, 7, 10, and 13 from occyte recovery.

Laboratory techniques.-Several techniques have been developed
to improve the fertilisation rate in vitro for males with sperm
disorders-eg, epididymal sperm collection6 in cases of congenital
absence of the vas or vasoepididymal obstruction, ejaculation
directly into culture medium (for antispermatozoal antibodies),
alternatives to the overlay technique for sperm preparation,
pentoxifylline for motility enhancemenr? and the use of

micromatiipulation.1
During 1988 at this centre 227 couples had 415 treatment cycles

which reached the stage of oocyte recovery. The overall pregnancy
rate was 34% per retrieval and 36% per transfer, and 67% of the
141 pregnancies proceeding beyond 20 weeks. This provided a
birth rate of 24% per transfer procedure, which is a 2’5-fold

improvement over 3 years. 34% of births were multiple (mean 1’4)
and during 1989 no more than three oocytes and embryos have been
transferred; in the first 6 months of this year pregnancy rates remain
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high (36% per transfer and 26% proceeding beyond 20 weeks) but
with fewer high order multiple pregnancies.
Pre-term delivery is common. In part this relates to multiple

pregnancies but the rate is also higher for singletons, and these
findings reflect subfertility rather than IVF. Subfertile women
conceiving from both IVF and non-IVF treatments have a similar
risk for both early and late pregnancy complications.9

National data from Australia10 and the UK" are beginning to
show improved results. Continual research has been worthwhile,
and the world’s first IVF infant, now a healthy 11-year-old, is
surrounded by some 20 000 IVF infants world wide. IVF also has
the potential to help in other medical conditions such as genetic
disorders. Klein’s provocative book relates to a past era and should
not be used as background criticism of IVF today.
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ALTERED SEX RATIOS

SIR,-We read with interest Dr Thatcher and colleagues’ (May
6, p 1025) and Dr Al-Shawaf and Professor Craft’s (July 1, p 53)
reports of a preponderance of male infants in livebirths after in-vitro
fertilisation (IVF) and gamete intrafallopian transfer (GIFT),
respectively.

Alterations in sex ratios need careful interpretation, and Moore
and Gledhill’ provide an excellent discussion of the pitfalls. The
sample size in Thatcher’s group is too small for the high
preponderance of males to be significant. Al-Shawaf and Craft
recognise the importance of sample size; however, if their sex ratio
were to be maintained, a significant result would be reached at a
smaller sample size than the 3500 livebirths they suggest.

Results from our group have also hinted at an altered sex ratio.2 In
274 live births from IVF and GIFT to the end of 1988 there were
153 male infants, but this shift in ratio is not significant. In
Australian IVF and GIFT statistics3 (2495 live births) there is no
significant shift in sex ratio (102:100). Variations in stimulation
protocols may mean that a preponderance of males in one centre is
masked in collated figures from several centres&mdash;or episodic
variation in the sex ratio may be entirely fortuitous.
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SIR,-Dr James (Aug 9, p 446) suggests that the high sex ratios in
favour of male infants reported by Dr Thatcher and colleagues and
by Dr Al-Shawaf and Professor Craft after assisted reproduction
with gonadotropin releasing hormone (GnRH) analogue resulted
from high maternal oestrogen levels. We have examined the

oestrogen levels of all singleton births, with and without the use of
the GnRH analogue buserelin (table). Although the mothers of
boys had lower levels of oestradiol-17 &bgr; (E2)’ the difference in the
peripheral plasma E2 of the mother at the time of ovulation
induction between patients delivering males or females was not
significant. Our data confl1TIlSl that circulating E2 levels are

significantly lower in patients when the GnRH analogue was used
than those on clomiphene (’Clomid’) and menotropin (’Pergonal’)
only; and they are in accord with the finding of Al-Shawaf and
Craft that with the GnRH analogue the male/female ratio was
inordinately high.

E2 LEVELS BEFORE OVULATION INDUCTION AND SECONDARY
SEX RATIO
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Although the concept of altered sex ratio being a function of sex
steroid concentration is interesting, there appears a discrepancy in
the recent reports. Thatcher et al cite James2 reporting higher
concentrations of sex steroids being "in favour of increased female
births"-the opposite of what James himself proposed in his Aug 19
letter (p 446). The former suggestion is supported by the trend (not
significant) in our data and was perhaps highlighted in Talmudic
times with the belief that "if the woman brings forth her seed first
[? intercourse post-ovulation and lower oestrogenic environment]
then a male is born, if the man’s seed comes first [? before ovulation
and higher oestrogenic environment] a female is born".3 If there is a
proven preponderance of males delivered after GnRH therapy
then, be it related to the concentration of sex steroids or not, perhaps
the Talmud, in its wisdom, can give us a lead?
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SiR,&mdash;Your Aug 5 note on IVF mentions that crude livebirth
rates in British and Australian IVF clinics remain below 10% and
that among these children there is a considerably increased risk of
prematurity and developmental abnormalities. We have followed
up 86 children conceived by IVF at St Mary’s Hospital,
Manchester, from 1984 onwards, and report our preliminary
findings here. All 45 infants from singleton births and 41 infants
from multiple births (14 twins, 3 triplets, and 1 quadruplet) were
included. The caesarean section rate was high at 26% in singleton
births and 61 % in multiple births; the caesarean section rate at this
hospital is typically 15%. Preterm deliveries numbered 9 (20%) in
the singletons and 10 (55%) in the multiple births. General

frequency of preterm delivery at our hospital is 10% for singletons
and 50% for multiple births. 2 of the singleton infants were
small-for-dates, with birthweights below the 10th centile for

gestational age,l as were 22 (53%) of 41 infants in the multiple birth


