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Familial predisposition to
both male and female
germ cell tumours?

A minority of testicular teratomas are re-
cognised to be familial.' Some occur as part
ofthe spectrum ofcancers in the Li-Fraumeni
syndrome; however, the genetic basis of the
majority of familial cases is unknown. This
has prompted the formation of a Linkage
Consortium to identify genes causing tes-
ticular teratomas. As one of the participating
centres we have been ascertaining familial
cases from a registry of testicular teratoma
patients at the Royal Marsden Hospitals.
Among these cases we have identified three
families which suggest that a common genetic
basis exists between some male and female
germ cell tumours.
The first family was identified through an

index case who presented with a seminoma at
the age of 51, his brother had had a testicular
teratoma at the age of 28, and their cousin
an endodermal sinus tumour of the ovary
diagnosed at 32 years. In the second family
the index case presented with an un-
differentiated malignant teratoma at 28 years
of age and his sister was diagnosed with bi-
lateral mature teratomatous cysts at the age
of 39. In the third family the index case
presented with a retroperitoneal teratoma at
26 years and his sister was diagnosed with an
ovarian dysgerminoma at 45 years. None of
these families had any features indicative of
the Li-Fraumeni syndrome or any other can-
cer family syndrome, suggesting the iden-
tification of a previously unrecognised
association. This is supported by two reports
of single families with ovarian and testicular
germ cell tumours23 and a family with mul-
tiple cases of dysgerminoma.4 The three
families we report were identified from a

database of 2000 teratoma patients, sug-
gesting that in 0-2% of pedigrees a female
member will develop a germ cell tumour.
This may be an underestimate since pedigree
information on all 2000 index cases has not
been verified and many mature teratomatous
cysts are asymptomatic and go undiagnosed.
Whether an association between male and

female germ cell tumours is the result of the
inheritance of a single gene with effects on
both ovary and testis or a consequence of
the action of modifying genes will only be
established when the gene or genes causing
testicular teratomas are identified.
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DNA Cloning 2: A Practical Approach.
Expression Systems. Editors D M Glover,
B D Hames. (Pp 255; £25.00.) Oxford: IRL
Press. 1995. ISBN 0-19-963478-5.

The many advances and widespread use of
prokaryotic and eukaryotic protein expression
systems is reflected in the increase in the size
of this text, from four chapters in the first
edition 10 years ago, to a complete volume
in 1995 with an additional volume dedicated
to mammalian systems. This volume provides
a clearly written text covering the major as-

pects ofprotein expression, from the isolation
of a cDNA through to the purification of the

expressed protein product and the generation
of antibodies to that product. Systems
covered include fusion and non-fusion pro-
tein expression in E coli, protein production,
two hybrid interaction screening in yeast, and
baculovirus expression ofprotein in yeast and
insect cells. The generation of polyclonal and
monoclonal antibodies to expressed proteins
is also covered in some detail. The text pro-
vides sufficient introduction and background
for a complete understanding of the method-
ology under discussion, with detailed pro-
tocols presented in clearly marked boxes
within the text, often containing handy notes
and tips from the authors' own laboratories.
This volume would be entirely sufficient for
someone outside the field to isolate a cDNA to
a protein of interest, clone into an appropriate
expression vector, achieve soluble protein ex-
pression, and raise antibodies as well as in-
vestigate possible other protein-protein
interactions. It is more than a list ofprotocols,
it provides a concise account of the "whys
and wherefores" of the methods being used.
As the individual chapters "stand alone",
there is some duplication where the reader is
given methods for SDS-PAGE or western
blotting in more than one chapter, but this is
a minor irritation. The only aspect of protein
expression that is not covered, neither in this
volume nor apparently in volume 4, is the
production of protein in rabbit reticulocyte
lysates, a rapid method for the generation of
small quantities of correctly folded protein
(often labelled) for the determination of pro-
tein-protein interactions or other functional
assay. It is inevitable, however, as the editors
hope, that this book will become "messy and
dog-eared" from constant use in the laborat-
ory, both as a source of reference and as a
practical guide.

STEVE WINDER

Developmental Mechanisms of Heart
Disease. Editors E B Clark, R R Markwald,
A Takao. (Pp 679; $159.00.) New York:
Futura Publishing Company Inc. 1995.

The 4th International Symposium on Eti-
ology and Morphogenesis of Congenital
Heart Disease was held in Tokyo in No-
vember 1993. The editors' stated aim in this
volume is to allow the participants of the
symposium to share their knowledge with a
broader audience of scientists and clinicians.
The book includes the symposium papers as
well as commissioned overview chapters and
has been divided into six main sections and
72 papers or overview chapters.
The first section introduces molecular bio-

logy and the molecular analysis of cardiac
developmental phenotypes including gene ex-
pression during embryonic development. The
second section extends the application ofmo-
lecular biology to medical genetics especially
the cardiomyopathies. The third and largest
section overall is divided into four overviews
and 26 papers related to wider ranging aspects
of cardiogenesis including regulation of chick
and rat heart development as well as terato-
genic cardiac abnormality. Aspects of the
functional development of the heart are con-
tained in the final section.
The penultimate section entitled "Human

and Animal Models of Cardiac Defects" is
of particular interest to clinicians covering
conotruncal abnormalities and lateralisation
defects as well as an interesting review of
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abnormalities of the branchial arch in 45, XO
fetuses. There is a final sixth section on the
epidemiology of congenital malformation.

Overall the illustrations are relevant and
well produced. The chapters are well ref-
erenced and indexed. Such a collection of
papers as well as overview chapters is an
extremely extensive and useful source for
those with an interest in the developmental
mechanisms of heart disease but does tend
to lead to repetition, unlike a textbook. As
an illustration there are several overlapping
papers dealing with deletion of chromosome
22ql and similarly heterotaxy and the inv/
inv mutation in the mouse. The quality of
the papers is variable but overall the editors'
initial aim is achieved with the book providing
an interesting review of current un-
derstanding of some of the mechanisms in
developmental heart disease. It would be a
welcome addition to the library of any de-
partment with an interest in cardiac genetics.

SALLY DAVIES

Nonisotopic Probing, Blotting, and Se-
quencing. 2nd edition. Editor L J Kricka.
(Pp 518; $39.95.) New York: Academic
Press. 1995. ISBN 0-12-426292-9.

Given the handling, storage, and disposal
problems associated with radioisotopes such
as P-32 and I-125, there has been a drive to
circumvent their use as detection agents in
standard molecular biological techniques.
This laboratory manual is a compendium
of methods for the use of bioluminescence,
chemiluminescence, electrochemilumines-
cence, fluorescence, and colorimetry as al-
tematives in various types of blotting, quant-
itative PCR, and DNA sequencing. The book
is subdivided into three sections; the first of
these ("Introduction") consists of two chap-
ters which provide an overview of non-radio-
isotopic labels available and the range of
techniques to which they may be applied.
Chapter 2 is particularly good as a general
guide to the synthesis of both DNA and
RNA probes and incorporates discussion of
enzymatic and chemical means of labelling.
The second part ("Detection Methods")
comprises 16 chapters in which individual
methods are considered in more detail by
authors involved in their development. Each
chapter is relatively self-contained, providing
detailed experimental protocols for the use of
a given detection system, including step by
step methods for the synthesis of suitable
probes and the consideration ofpossible prob-
lems arising in the implementation of these
techniques. Nine chapters in this section dis-
cuss direct or indirect conjugation ofenzymes
such as alkaline phosphatase and horseradish
peroxidase to nucleic acid probes. This serves
to emphasise their versatility in generating
detectable signals from a wide variety of sub-
strates according to the application and level
of sensitivity required. Also considered in
this section (five chapters) are the use of
lanthanides, in the form of europium and
ruthenium chelates, for time resolved fluor-
escence and electrochemiluminescence. One
chapter covers the generation of chemi-
luminescent signals through use ofacridinium
esters, while the remaining chapter deals in
some detail with the use of fluorescence en-
ergy transfer based assays. The final part
("DNA Sequencing") is composed of two
chapters, covering chemiluminescent and

fluorescent detection methods. In the latter,
a brief section on automated sequencing is
also included, although manual detection
methods are discussed predominantly. In gen-
eral, the physical and chemical principles be-
hind each detection system are well explained
and illustrated with clear diagrams through-
out the book. In conclusion, although the
implementation of some of the methods de-
scribed may involve considerable financial
outlay for detection hardware, this manual
would be a useful source of information in
any laboratory where molecular biological as-
says are used on a regular basis.

LUCINDA REYNOLDS

Color Atlas of Inherited Connective Tis-
sue Disorders. F M Pope, R Smith. (Pp
152; £69.95.) London: Mosby-Wolfe. 1995.
ISBN 0-7234-1796-2.

The authors have considerable experience
in the rapidly developing field of inherited
connective tissue disorders. They emphasise
the need for accurate diagnosis which still
relies heavily on careful clinical and radio-
graphic assessments. This atlas provides an
illustrated guide to many of these disorders
and correlates the clinical, radiological, and
pathological features with the molecular de-
fects, where known.
The first chapter provides an introduction

to the classification of connective tissue dis-
orders, the composition of connective tissues,
and the main clinical features.

Chapters 2 to 7 provide detailed in-
formation on Ehlers-Danlos syndrome, Mar-
fan syndrome, pseudoxanthoma elasticum,
cutis laxa, osteogenesis imperfecta, and other
connectivie tissue disorders. Chapter 8 in-
cludes the osteochondrodysplasias. The au-
thors have excluded the mucolipidoses and
the mucopolysaccharidoses.

All chapters are superbly illustrated. The
clinical photographs are in colour and clearly
show the points referred to in the figure le-
gends. The histological and radiographic il-
lustrations are also well presented. Some
chapters contain protein electrophoretic gels
and DNA sequencing gels to illustrate the
underlying molecular defects. Some ad-
ditional labelling for the electrophoretic gels
would be useful for readers who are not expert
in connective tissue biochemistry.
This atlas is a valuable reference for de-

partments and clinics that care for families
with inherited connective tissue disorders,
particularly disorders of the skin as well as
Marfan syndrome and osteogenesis im-
perfecta. The chapter on osteochondro-
dysplasias occupies only 13 of the 146 pages
of this atlas. It is well illustrated, but it could
be usefully expanded.
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The Fifth International Congress on

Trace Elements in Medicine and Biology:

The Fifth International Congress on Trace
Elements in Medicine and Biology: Thera-
peutic Uses of Trace Elements will be held
on 4-7 February 1996 in Meribel, France.
Organised by the French Society for Study

and Research on Essential Trace Elements
and divided into seven sessions: Essential role
and therapeutic forms of trace elements/
Trace elements in odontology and im-
plantology; Trace element supplementation
at different periods of age; Trace elements in
relation to inflammatory conditions, in-
fections, and in digestive diseases; Trace ele-
ments in endocrinology; Pharmacological
applications of trace elements; Trace ele-
ments, bone physiology, and bone diseases;
Epidemiology of trace elements and in-
tervention studies. Satellite symposium: gen-
etic disorders of copper metabolism. For
information contact: Arlette Alcaraz,
CHRUG H6pital A Michallon, Biochimie C,
BP 217, F-38043 Grenoble Cedex 9, France.
Tel +33 76765484, Fax +33 76765664.

Recent Advances in Prenatal Diagnosis
for Aneuploidy

This Congress will be held on 1-3 May 1996
at RAI Congress Centre, Amsterdam, The
Netherlands. For further information contact
Mr Clemens Walta/Ms Mariska Timmers,
Bureau PAOG Amsterdam, Tafelbergweg 25,
1105 BC Amsterdam, The Netherlands.
Tel: +20-566 4801, Fax +20-696 3228.
Deadline for abstracts/papers 15 February
1996.

United States FDA Medical Device
Update: Design Controls, GMP Re-
quirements and Marketing Clearance

This meeting will be held on 20-23 May
1996 at Charles-de-Gaulle Hilton, Paris,
France. An international meeting on FDA
GMP and marketing regulations including
the proposed new GMP requirements and
how to comply with them. All three days
will be presented by FDA's CDRH with a
presentation by the European Commission.
Sponsored by the French Government.
Contact: Zena Barrick, Medical Device
Technology, Advanstar House, Park West,
Sealand Road, Chester CH1 4RN, UK. Tel:
+ 44(0)1244 378 888, Fax: + 44(0)1244 370
011.

Quality of Life: An International Con-
ference for Families and Professionals on
Developmental and Related Disabilities

This conference will be held on 6-8 June 1996
in Toronto, Ontario, Canada. For further
information contact Quality of Life Con-
ference - Surrey Place Centre, c/o Continuing
Education, 150 College Street, Room 121,
Toronto, Ontario, Canada M5S 1A8. Tel:
(416)978-2719, Fax: (416) 971-2200, e-mail
a.lind@utoronto.ca.

Isozymes, Genes, and Gene Families

The 9th International Congress on Isozymes,
Genes, and Gene Families will be held on
14-19 April 1997 in San Antonio, Texas,
USA. For further information, contact Ms
Daphne Wright, Congress Liaison, South-
west Foundation for Biomedical Research,
PO Box 28147, San Antonio, TX 78228-
0147, USA. Fax: 210-670-3337, e-mail:iso-
zyme@darwin.sfbr.org.
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