
Journalof

Medical

s14

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,

Bnitish Medical Journal

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 WC1H 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 Journal of Medical
Genetics.

ISSN 0022-2593

EDITORIAL
COMMITTEE



Book reviews

BOOK REVIEWS

If you wish to order or require further in-
formation regarding the titles reviewed here,
please write to or telephone the BMJ Book-
shop, PO Box 295, London WC1H 9JR. Tel
0171 383 6244. Fax 0171 383 6662. Books
are supplied post free in the UK and for
BFPO addresses. Overseas customers should
add 15% for postage and packing. Payment
can be made by cheque in sterling drawn on

a UK bank or by credit card (Mastercard,
Visa, or American Express) stating card num-
ber, expiry date, and full name. (The price
and availability are occasionally subject to
revision by the Publishers.)

Muscular Dystrophy-The Facts. A E H
Emery. (Pp 135; £7.99.) Oxford: Oxford Uni-
versity Press. 1994. ISBN 0-19-262449-0.

This small paperback book is an excellent
addition to an excellent series of some two
dozen books published by Oxford University
Press, aimed at patients and their relatives.
Other neurological titles in "The Facts" series
include Parkinson's disease and multiple
sclerosis, and for some years I have re-
commended them to most of my patients
with these disorders and received appreciative
comments. Titles of interest to geneticists
include cystic fibrosis and Down syndrome.
Alan Emery needs no introduction to the

readers of this journal and it is difficult to
think of a more appropriate author for such
a text. The style which makes him such a
popular lecturer and companion shines
through. For example, I had always believed
that the term lordosis was derived from the
Greek word lordos, meaning bent, but now

know that the term arose because of the
resemblance of the posture to the gait of a
peer of the realm! The book is aimed at a lay
audience and with the help ofa useful glossary
it is certainly pitched at the right level. As
well as its intended audience I wholeheartedly
commend it to all medical and allied staff
involved in the management of patients with
muscular dystrophy.
The main emphasis of the book is medical

problems and their management. The mean-
ing of the term muscular dystrophy is dis-
cussed, followed by chapters on confirmation
of the diagnosis and on outlining the main
clinical features of the different types of mus-
cular dystrophy. Not surprisingly, the chapter
on inheritance and genetic counselling is par-
ticularly good. Although stated to be a lesser
aim of the book, there are useful chapters on
practical issues including living with muscular
dystrophy, education, and employment, and
the range of professional and voluntary sup-
port services available, with extensive re-
commendations for further reading and a list
of addresses of muscular dystrophy as-

sociations throughout the world.
What criticisms I have are few and trivial.

When discussing muscle biopsy it is stated
that general anaesthesia is preferred to local.
While perhaps true in early childhood this is
obviously not the case in adults. It may seem

cheeky to criticise the section on Emery-
Dreifuss muscular dystrophy, but as Emery
has himselfpreviously discussed it is probably
more helpful to think in terms of an Emery-
Dreifuss syndrome. Thus, a similar pheno-
type but with autosomal dominant

inheritance is also recognised. This section
will in any case need revision before the next
edition, following the recent identification of
the gene involved in the X linked form, and
its protein product emerin. A final section of
the book, Living with Muscular Dystrophy,
contains just photographs and captions. I
didn't feel that this was useful and some of
the captions verged on the condescending. I
must emphasise that my criticisms are minor.
There are no factual errors and I have no
doubt that this book will be greatly ap-
preciated not only by its intended audience
ofpatients and their families, but also by their
carers.

DAVID HILTON-JONES

Current Protocols in Human Genetics.
Editors N C Dracopoli et al. Series Editor A
L Boyle. New York: Green Publishing As-
sociates and Wiley. 1994.

This is another excellent addition to the Cur-
rent Protocols series using the now familiar
format that has made the "Red Book" such
a valuable reference work.

Chapters are generally well written and
give excellent and detailed insights into the
protocols they describe. The common prob-
lems and traps are highlighted in all protocols.
Valuable safety data are also given and
stressed. One potential criticism is that back-
ground information about the protocols
should come before the detailed techniques.
This gives you a better insight into the pro-
cedure when reading through the manual in
a sequential manner.

Obviously people differ in their choice of
particular techniques. For example, in unit
2.5.1, Methods in Genotyping, a lot of stress
is placed on labelling SSLPs directly. This
is expensive in terms of radioactivity used,
around 10 gCi per 96 well plate and probably
not so good for the person doing the work.
Another method of visualising SSLP reaction
products is to do the PCR without any radio-
activity then blot the acrylamide gel on to
Hybond N +. This is then probed with a
radioactive oligonucleotide against the repeat
used. Under these conditions a total of
1051_06 counts is used per hybridisation and
the hybridisation solution with the radioactive
probe can be reused up to five times. Hence,
excessive quantities of P32 are avoided and
the radioactivity is contained.
There is an acknowledged need to de-

mystify much of cytogenetic methodology.
The cytogenetics chapters go some way to-
wards fulfilling this need, by providing clear
and concise methods for a range of cyto-
genetic techniques together with their sci-
entific basis.

Chapter 4 includes methods for the pre-
paration of metaphase cells from peripheral
blood lymphocytes as well as an exhaustive
section on banding techniques and their uses.
In addition to these conventional cytogenetic
approaches, new molecular cytogenetic tech-
niques are presented including in situ hy-
bridisation with fluorescent, enzymatic, and
radioisotopic detection strategies. The section
on microscopy provides a more than adequate
overview ofbright field and fluorescent micro-
scopy as well as an introduction to image
analysis for karyotyping and FISH.

In 4. 1, Peripheral Blood Culture, a method
for standard culture and harvest as well as two
methods for high resolution chromosomes
are given. The methotrexate synchronisation

method is an unusual choice as it results in
a high percentage of cells with chromosome
breakage. Several other methods for obtaining
high resolution chromosomes are more widely
used (at least in Europe), including syn-
chronisation with excess thymidine and
BUdR incorporation.
A full two pages are devoted to a very

detailed description of one method for slide
making. Although they admit that there are
many different methods for slide making, the
method given is quite a difficult one. More
useful is a discussion of the appearance of
well spread metaphases under phase contrast
and how to alter slide making procedures
according to the changing environment in the
laboratory.
No cytogenetic methods are given for fra-

gile X detection: with the discovery of more
fragile sites at Xq28 (FRAXE, FRAXF)
which are not detectable by molecular analysis
for FRAXA, it may be premature to discard
cytogenetic analysis for fragile sites.
Many of the methods presented are more

widely used in the USA than in Europe;
the American Cytogenetic Technologist's
Laboratory Manual is extensively quoted.
Similarly, the quality control/assurance re-
gulations quoted are specifically applicable to
US laboratories. However, there is a very
useful section on the principles which should
be adhered to in running a diagnostic cyto-
genetics service and includes tips which apply
equally well to research settings. Similarly,
the recommendations for the number of cells
to analyse and karyotype are very helpful as
guidelines where no local rules exist.

In keeping with the Current Protocols
series, Current Protocols in Genetics provides
an informative guide to cytogenetic methods
which can be easily updated by the addition
of supplementary sections. However, the in-
clusion of fig 4.5.2 is a little confusing as the
section on extended DNA preparations (unit
4.5) is not included.

In chapter 5, Large-Insert Cloning and
Analysis, the authors do not seem to stress
the idea of producing a cosmid or k phage
library from the total yeast DNA and screen-
ing with left and right arm probes to obtain
the ends of the YAC followed by screening
with total human DNA to obtain sections of
the YAC insert. The production of total yeast
libraries and screening for YAC ends is effect-
ive and rapid. The probes that are derived
from X phage or cosmid library are always
big enough to map the ends of the YAC very
efficiently, either on hybrid panels or by FISH.
The chapters on defining genes involved in

disease and then defining mutations within
them are comprehensive, well laid out, and
the background information is informative
without being boring. The protocols at the
heart of these chapters are relatively easy to
follow, though continual references to
methods located elsewhere in the book can
be tedious, but this is an understandable
concession to keeping this volume's size under
control.

It should also be noted that the protocol
describing exon trapping in chapter 6 only
recommends a Gibco/BRL vector. USB also
make a suitable vector for such studies and
recommendations from authors who work for
Life Technologies, of which Gibco is part,
give an unwanted bias to this section which is
in marked contrast to the rest of this excellent
manual.

Chapter 8 contains sections on the culture
and preparation of chromosomes from chor-
ionic villus samples (CVS), amniotic fluid,
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Notice to contributors

Notice to contributors (general guidance)
The readership of Journal of Medical Genetics is world wide and
covers a broad range of workers, including clinical geneticists,
scientists in the different fields of medical genetics, clinicians in
other specialities, and basic research workers in a variety of
disciplines. It publishes original research on all areas of medical
genetics, along with reviews, annotations, and editorials on im-
portant and topical subjects. It also acts as a forum for discussion,
debate, and information exchange through its Letters to the
Editor columns, conference reports, and notices. The editor is
always grateful for suggestions or criticisms from readers and
authors.

ORIGINAL PAPERS
These may be on any aspect of medical and human genetics and
may involve clinical or laboratory based and theoretical genetic
studies. Guidance on length can be obtained from studying the
Journal. Case and family reports may be submitted as Brief
papers. Short reports should in general not exceed 500 words, with
one or two illustrations, and the text should be continuous with
no headings. An abstract should be provided for all papers.
Contributions may also be submitted as Hypotheses or Technical
notes. Accelerated publication of papers of particular importance
will be considered.

REVIEWS
Short or longer reviews on all aspects of medical genetics are
welcome, but should be discussed first with the Reviews Editor.
Contributions on historical topics, or which could form part of
specific series, are particularly acceptable.

ANNOTATIONS AND EDITORIALS
These are written or commissioned by the editors, but sugges-
tions are welcome regarding possible topics and authors.

LETTERS
These are welcome on any relevant topic and will be published
rapidly. Those relating to or responding to previously published
items in the Journal will be shown to those authors, where
appropriate. Although a paper submitted as an original report
may sometimes be published in shortened form as a letter, it is
preferable for initial submissions to be as a short report, unless
directly related to a previous journal article.

CONFERENCE REPORTS
Reports from small to medium sized meetings, especially inter-
national workshops on specific topics, will be appreciated. Auth-
ors intending to submit conference reports should liaise with the
Reviews Editor to avoid duplication.

SPECIAL ISSUES AND SUPPLEMENTS
These are published at intervals on topics of particular relevance.
Enquiries are welcome from those organising workshops or
symposia who may have material suitable for such an issue.

BOOK REVIEWS
The Journal aims to review as wide a range of relevant books as
possible. Authors or others wishing to check if a book has been
received may check with the Journal office. Computer programs
and databases, official reports, and other material relevant to the
field may all be appropriate for review. Enquiries about such
items are welcome.

OBITUARIES
The Journal would like to be informed rapidly of the death of any
senior or important person in the field of medical or human
genetics, regardless of geographical location. In general, a brief
notice would be published rapidly, with a longer obituary as

appropriate. Since such deaths often occur many years after
retirement, it will be appreciated if readers will contact the
Reviews Editor so that appropriate arrangements can be made.

NOTICES
Notice of forthcoming meetings in different countries should
be sent as far ahead as possible. Extensive descriptions should be
placed as advertisements.

'CALLS FOR PATIENTS'
The Journal receives an increasing number of requests to publish
notices of proposed studies involving patients or families with
rare genetic disorders. In general such notices are appropriate
only for major international collaborations; the proposer should
ensure that such a notice does not conflict with existing studies or
proposals.

ILLUSTRATIONS
High quality black and white photographs are preferred for most
illustrations, particularly of patients. Colour illustrations can be
accepted; however, authors are asked to pay part of the cost, so
their desirability should be discussed in advance of submission.
All identifiable photographs of patients must be accompanied by
written permission for use.

NOTES ON NOMENCLATURE
Authors should refer to the following publications.

(1) Chromosomes: ISCN 1985. An international system for
human cytogenetic nomenclature. Basel: Karger, 1985.

(2) Genes: Shows TB, et al. In: Human Gene Mapping 5 and
7. Cytogenet Cell Genet 1979;25:96-116, 1984;37:340-3.

(3) Loci: Conventional nomenclature should be used with
lower case lettering as appropriate (for example, Race RR, Sanger
R. Blood groups in man. 6th ed. Oxford, London: Blackwell, 1975;
and Giblett ER. Genetic markers in human blood. Oxford, London:
Blackwell, 1969).

(4) Blood coagulation: International Committee of Haemo-
stasis and Thrombosis (Graham JB, et al. A genetic nomencla-
ture forhuman blood coagulation. ThrombHaemostas 1973;30:2-1 1.

(5) Enzymes: Enzyme nomenclature: recommendations of the
nomenclature committee of the International Union of Biochemistry.
New York: Academic Press, 1984.

Specific instructions to authors
Papers, which should be in triplicate and in the Vancouver style
(BMJ 1988;296:401-5), should be sent to the Editor, J7ournal
of Medical Genetics, BMA House, Tavistock Square, London
WC1H 9JR and not to individual editors, with the exception of
papers from the USA, which can be submitted to the North
American Editor, Dr P M Conneally, Department of Medical
Genetics, James Whitcomb Riley Hospital for Children RR129,
Indiana University Medical Center, Indianapolis, Indiana 46223,
USA. Submission of a paper will be held to imply that it contains
original work which has not been previously published. It is the
responsibility of the submitting author to ensure that all the co-
authors are agreeable for their names to appear on the manu-
script. A fax number should be provided. Permission to repub-
lish must be obtained from the Editor.
Where a patient(s) with a structural chromosome abnormality

is described, the availability of a cell line(s) should be stated in the
text together with its identifying number, cell bank, and, where
appropriate, contact person.

All contributions should be accompanied by an abstract (pre-
ferably structured) giving the main results and conclusions.
Typescripts should be at least double spaced with wide margins.
One page proof will be sent to the author submitting the paper
and alterations on the proof, apart from printer's errors, are not

permitted. Reprints may be ordered when the proof is returned.
Figures should be kept to a minimum and should be numbered

consecutively in Arabic numerals. Legends should be typed on a
separate sheet.

Tables should not be included in the body of the text, but
should be typed on separate pages and numbered with Arabic
numerals. A legend should be provided.

References should conform precisely to the style current in this
journal. Authors are responsible for the accuracy and complete-
ness of their references as these will not be checked by the
Editorial office.
Up to four Keywords should be provided for indexing purposes.

GUIDELINES FOR SUBMISSION OF REVISED PAPERS
A revised manuscript should be returned within two months.
Manuscripts returned after two months will be treated as new

papers. When submitting a revised manuscript please ensure you
enclose three copies of this and one copy of the original manu-

script.
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