
Journalof

Medical

sWo

Editor: Martin Bobrow
North American Editor: P Michael Conneally (Indianapolis)
Reviews Editor: Rodney Harris (Manchester)
Cytogenetics Editor: A Schinzel (Zurich)
Molecular Genetics Editor: Ann Harris (Oxford)
Technical Editor: Clare Henderson

Stylianos E Antonarakis (Geneva)
V Baranov (St Petersburg)
D Timothy Bishop (Leeds)
M H Breuning (Leiden)
David F Callen (Adelaide)
A Cao (Cagliari)
David R Cox (San Francisco)
A E Czeizel (Hungary)
Gerry Evers-Kiebooms (Leuven)
J P Fryns (Leuven)
T Gedde-Dahl Jr (Oslo)
Karl-Heinz Grzeschik (Marburg)
Judith G Hall (Vancouver)
A E Harding (London)
M R Hayden (Vancouver)
Patricia A Jacobs (Salisbury)
Thaddeus E Kelly (Charlottesville)

P McGuffin (Cardiff)
Victor A McKusick (Baltimore)
Jean-Louis Mandel (Strasbourg)
T Marteau (London)
T Mazurczak (Warsaw)
Margareta Mikkelsen (Copenhagen)
Arnold Munnich (Paris)
Grant R Sutherland (Adelaide)
N Tommerup (Copenhagen)
G J B van Ommen (Leiden)
Tessa Webb (Birmingham)
Andrew 0 M Wilkie (Oxford)
I D Young (Nottingham)
Y T Zeng (Shanghai)
Editor,

British Medical Joumnal

NOTICE TO ADVERTISERS

Applications for advertising space and rates
should be made to the Advertisement Manager,
Journal of Medical Genetics, BMA House,
Tavistock Square, London WC1H 9JR.

Published by the BMJ
Publishing Group, BMA
House, Tavistock Square,
London WC 1H 9JR, and
printed in England by
Latimer Trend &
Company Ltd, Plymouth.

NOTICE TO SUBSCRIBERS
Journal of Medical Genetics is published monthly.
The annual subscription rates are £173-00 (US
$304-00). Orders should be sent to The Subscrip-
tion Manager, Journal ofMedical Genetics, BMA
House, Tavistock Square, London WC1H 9JR.
Orders can also be placed with any leading sub-
scription agent or bookseller. (For the conve-

nience of readers in the USA subscription orders
with or without payment may be sent to British
Medical Journal, PO Box 408, Franklin, MA
02038, USA. All enquiries, however, must be
addressed to the Publisher in London.) Sub-
scriptions may be paid by Access, Visa, or Am-

erican Express by quoting on the order the credit
or charge card preferred together with the ap-
propriate personal account number and the expiry
date of the card. All enquiries regarding air mail
rates and single copies already published should
be addressed to the Publisher in London. Second
class postage paid, Rahway N J Postmaster: send
address changes to Journal of Medical Genetics,
c/o Mercury Airfreight International Ltd Inc,
2323 Randolph Avenue, Avenel, NJ 07001, USA.
COPYRIGHT 1995 by Journal of Medical

Genetics. All Rights Reserved. No part of their
publication may be reproduced, stored in a re-

trieval system, or transmitted in any form
or by any means, electronic, mechanical,
photocopying, recording or otherwise, without
the prior permission of J7ounal of Medical
Genetics.

ISSN 0022-2593

EDITORIAL
COMMITTEE



Book reviews

plification and sequencing are shown in the
figure. A first strand cDNA synthesis kit
(Pharmacia) with poly-T primer and specific
COX8 primer (F 1-22) was used for cDNA
amplification between nucleotides 22 and 472
(figure A), according to the nucleotide num-
bers reported by Rizzuto et al.7 The 5' end
of COX8 cDNA, before nucleotide 22, was
amplified with the 5'-RACE kit (Life Tech-
nology/Gibco-BRL) and specific COX8
primer (R 231-250, figure B). Overlapping
PCR fragments were sequenced using the
dideoxynucleotide chain termination method
with fluorescent dideoxynucleotides on an
Applied Biosystem 373A DNA sequencer
(Perkin Elmer/ABI). We found a hitherto
unidentified sequence of 42 nucleotides at
the 5' end of the cDNA, and the rest of the
COX8 cDNA sequence was identical to that
previously described by Rizzuto et al7 (figure).
From nucleotides -42 to + 472, there were
no mutations in either the affected or healthy
people in the COX8 cDNA.
The promoter region of the COX8 gene,

the part of the gene that has not yet been
identified, was not analysed. However, all the
mutations so far identified in FHC have been
described, either in the coding regions of the
gene (mutations in MYH7 encoding the 13
myosin heavy chain3), or in an intronic spli-
cing site (mutation in the splice donor se-
quence of intron 15 of the cardiac troponin
T gene5). By analogy with all the data avail-
able for FHC, we therefore conclude that the
COX8 gene is very unlikely to be the disease
gene of the CMH4 locus responsible for
FHC.

We are indebted to the family members for their
invaluable participation. We are also grateful to
J Weissenbach, P Millasseau, C Cruaud, and C
Caloustian for their help in sequencing at the
Genethon (Evry, France) and to L Fetler,
0 Dubourg, A Hagege, J B Bouhour, and
R Isnard for their contribution to clinical
diagnoses. This work was supported by INSERM
(Reseau de recherche clinique No 492010) and
the Association Franqaise contre les Myopathies.
GB is recipient of a grant from the Foundation
Bettencourt-Schuller.
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Assessing Genetic Risks: Implications for
Health and Social Policy. Editors L B An-
drews, J E Fullarton, N A Holtzman, A G
Motulsky. Committee on Assessing Genetic
Risks, Division of Health Sciences Policy,
Institute of Medicine. (Pp 338; £36.95)
Washington, DC: National Academy Press.
1994. ISBN 0-309-04798-6.

This fascinating report provides a com-

prehensive account of the "promises and
problems in genetic testing". The de-
liberations of the 20 committee members
were informed by a series of papers and dis-
cussions at workshops, meetings, and a public
forum.
The first 28 pages comprises the Executive

Summary and provides the reader with a

useful synopsis of the 70 plus recommend-
ations. Many of their recommendations mir-
ror those found in the Nuffield report on

ethical issues in genetic screening (London:
Nuffield Foundation, 1993). One example is
the creation of a National Advisory Com-
mittee Working Group on Genetic testing to
oversee professional practice and determine
when new genetic tests are ready for wide
scale use in medical practices. The Nuffield
report proposes the setting up of a central
coordinating body to review genetic screening
programmes and monitor their im-
plementation and outcome.
The report covers the following issues:

Genetic testing and assessment; Laboratory
issues in human genetics; Issues in genetic
counselling; Public education in genetics;
Personnel issues in human genetics; Fin-
ancing of genetic testing and screening; So-
cial, legal, and ethical implications of genetic
testing; and Research and policy agenda.

The numerous references for each of these
topics are situated at the end of each chapter.
The report continuously emphasises the need
to respect the autonomy of people in the way
they use genetic information.

I was delighted to see two pages devoted
to "Recognizing Social and Cultural Differ-
ences". The report identified the need for
a variety of information and education on
genetics, with balanced descriptions, in a cul-
turally acceptable manner and at an ap-
propriate time. I found the term "teachable
moment" a very useful concept (that is, when
the person is most able to comprehend the
full significance of the information). Re-
commendations about developing innovative
information materials such as interactive
computer systems were noted on several oc-
casions. As in the Nuffield report, reference
is made to the training needs of primary care
practitioners.

It is of interest that the Chairman of the
Committee (A G Motulsky) felt the need to
add a separate note to the Preface. In it he
pointed out that while the majority of the
committee favoured voluntary participation
in neonatal screening, a minority felt that
mandatory screening for phenylketonuria
(PKU) and hypothyroidism would be a sim-
pler solution.
On a more personal note, he stated that

information about sickle cell trait that is in-
cidentally detected in neonatal screening is
difficult to withhold and should be given to
the mother with appropriate genetic coun-
selling. This seems to be in contrast to the
more confusing recommendation of the re-
port: "When carrier status may be incidentally
determined in newbom screening (eg, in
sickle cell screening), parents should be in-
formed in advance about the benefits and
limitations of genetic information, and that
this information is not relevant to the health
of their child. If they ask for the results of the
incidentally determined carrier status for their
own reproductive planning, it should be com-
municated to them in the context of genetic
counselling, and they should be informed that
misattributed patemity could be revealed."

This has been a most enjoyable book to
read and I would strongly recommend it to
anybody interested in the broader issues
raised by genetic screening and testing.

ELIZABETH N ANIONWU

Genetics in Neurology. Bailliere's Clinical
Neurology. Editor A E Harding. (Pp452;
£27.50) UK: Harcourt Brace. 1994.

How much of this rapidly expanding field can
you cover in 452 pages (including references
and index)? To their credit, the editor and
authors of this text have included all the
inherited neurological diseases which are
likely to be of major interest to clinical neur-
ologists and clinical geneticists. In addition,
judging by the number oftimes this reviewer's
copy was borrowed, molecular geneticists
working with these diseases will also find the
chapters enlightening.
The chapters are all well written, com-

prehensible, and, in addition to providing
excellent reviews of their subjects, provide an
insight into the issues of genetic and pheno-
typic heterogeneity as they relate to the spe-
cific disease groups. The chapters on
hereditary ataxias (Banfi and Zoghbi) and
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human prion diseases (Collinge and Palmer)
in particular show how we are only just be-
ginning to understand the relationships be-
tween genotype and phenotype.
From the point of clinical applicability, the

discussion, in the chapter on the muscular
dystrophies (Bushby), on the use of dy-
strophin DNA and protein analyses in sus-
pected Xp2 1 dystrophy patients, carriers, and
at risk pregnancies, is likely to be ofparticular
interest.

In addition to the expected topics of Alz-
heimer's disease, prion diseases, movement
disorders, ataxias, neuropathies, neuro-
nopathies (spinal muscular atrophies), mito-
chondrial diseases, muscular dystrophies, and
myotonias three chapters cover disorders
where the genetic component is less well
understood, the epilepsies, multiple sclerosis,
and neurological tumours. The last of these
does include brief discussions on the genetic
neurocutaneous syndromes but it deals
largely with the molecular genetics ofsporadic
neurological tumours. These are too often
omitted from texts discussing neurological
genetics, and this chapter provides a valuable
detailed discussion on the roles of chro-
mosome loss and gene mutations (p 53) in
specific CNS tumours.

All of the 12 chapters are as current as the
publication date of August 1994 allowed.
Indeed the only major additions/updates a
clinical neurologist is likely to need are Ma-
chado-Joseph disease, which was recently ap-
pended to the list of trinucleotide repeat
expansions affecting the CNS, the gene for
Emery-Dreifuss muscular dystrophy, and the
gene(s?) for the autosomal recessive spinal
muscular atrophies of childhood.
There appear to be very few typographical

errors, the most notable being the substitution

ofheterozygotes for homozygotes at one point
in the description of the modifying effect of
codon 129 status on age at onset for inherited
prion diseases (p 248).

Overall this volume has much to commend
it, including the price. It should certainly be
read once by clinical geneticists (and neur-
ologists) especially if they feel the need to
"catch up" on the recent past advances in the
molecular genetics of the major groups of
inherited neurological diseases.

JOHN MACMILLAN

Textbook ofFetal Physiology. Editors GD
Thorbum, R Harding. (Pp 468; £65.00.) Ox-
ford: Oxford Medical Publications. 1994.
ISBN 0198577486.

The preface to this excellent volume states
that it aims to act as a companion to the
classical texts on adult physiology for medical
training at undergraduate and postgraduate
levels. In fact it fills an important niche in
the market owing to the paucity of readable
books onhuman fetal development and physi-
ology. Indeed there is also a rapidly increasing
demand for this type of general textbook
from human molecular geneticists. As the
combined efforts of human genome project
related research generate an ever expanding
list of cloned genes associated with specific
human diseases, the task remains of elu-
cidating how any gene product actually causes
the associated disease. Inevitably questions
of gene expression during development arise.
The textbook of fetal physiology will provide
a valuable reference book for molecular and
cell biologists asking these questions.

The book has chapters from a large number
of contributors on topics ranging from pla-
cental function, through development of in-
dividual organ systems and physiological
mechanisms, ending with chapters on ma-
ternal aspects of pregnancy. For each organ
system a first chapter addresses the em-
bryological, structural, and cellular aspects
of development. One or more subsequent
chapters then address an important physio-
logical function of that organ system. Hence,
the chapter on development of the respiratory
system is followed by a chapter on fetal lung
maturation, and that on renal function is
accompanied by one on fetal fluid balance.
There is a particularly extensive section on
different aspects of development of the nerv-
ous system. The book is well illustrated and
readable and will undoubtedly be a useful
addition to many medical and basic science
bookshelves.

ANN HARRIS

NOTICE

Gene Therapy
The 3rd International Karger Symposium
on Gene Therapy will be held on 22-24
October 1995 in Basel, Switzerland. For fur-
ther information contact: S Karger AG, Con-
gress Secretariat, PO Box, CH-4009 Basel,
Switzerland. Tel: +41/61/306 11 11, fax:
+41/61/306 14 34.
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