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period. The ideal population for maximal ascertainment
was the largest in which the collection of data could be
supervised by one individual. In discussion a clear distinc-
tion was made between the needs of research and the needs
of the health authority (for educational and medical
planning).

Dr. B. SLATER (Harrow) reviewed the clinical aspects of the
epidemiology of malformations. He recalled the racial,
seasonal, and secular variations which had been observed
in the incidence of several malformations, and the
observations which led to the identification of rubella and
thalidomide as teratogenic agents in man. He referred to
the work of the College of General Practitioners' Survey of
Congenital Abnormalities which now included about 13,000
deformities in 10.000 children born since 1954.

Dr. G. KNOX (University of Durham), speaking of statistical
aspects of the epidemiology of malformations, described
some of the techniques he had used for studying the clumping
of events in space and time. Methods had been evolved
for studying these two factors separately and in combination.
In some instances they had suggested true epidemicity in
the occurrence of a few malformations for example,
tracheo-oesophageal fistula. cleft lip and palate and other
disorders-for example, leukaemia.

Drug Teratogenesis
Dr. J. MILLEN (Anatomy School, Cambridge) discussed the

timing of malformations. He provided an embryological
timetable and reviewed the main steps in development from
fertilization to the completion of organogenesis. If malfor-
mation was regarded as failure, arrest, or deflection of a
normal process, a teratogen must act at or before the time at
which the process normally occurred. It was not possible to
say that the teratogenic agent must have been introduced at
the critical time. In genetically determined defects the
abnormal gene was present long before it exerted its effect
and this might occur with environmental teratogens.

Dr. M. HEASMAN (Ministry of Health), speaking of statistical
pitfalls in teratogenicity studies, laid down criteria for such
studies which would satisfy a statistician. Definitions and
methods of collection of data must be determined at the
outset. Attention was called to a number of pitfalls. It was
pointed out that one drug in every 20 investigated would be
expected to show a statistically significant association with
malformations purely by chance.

Clinical pitfalls in drug teratogenicity studies were
discussed by Dr. M. CARTER (Lowestoft) and Dr. F. WILSON
(Nottingham). They described the record cards used in their
own investigations and some of the difficulties they had had
to overcome. They emphasized the vital importance of
accurate records upon which dependence could be placed,
and consultation with a statistician at all stages of the investi-
gation. Bias could creep in when drugs were taken and
not recorded, or recorded but not taken. If a drug became
suspect because of a few cases of associated malformation
these cases should be excluded from subsequent analysis. It
was concluded that in general practice a retrospective study
was more rewarding than a prospective study, especially
now that far fewer drugs were taken by women in early
pregnancy. Finally, a plea was made that clinical impres-
sions should not be ignored; they often proved to have a
factual basis.

Attention was called to the enormous amount of time
expended in investigations such as those described by Drs.
Carter and Wilson. In discussion it was suggested that in
the future a much wider sweep of environmental factors was
going to be required, attention to viruses and drugs being far
too limited an approach. Even in the field of drugs, home
remedies and food additives must be considered as well as
those prescribed by doctors. Computer techniques would be
required to study a wide range of variables.

Correction.-In the report of the Empire Rheumatism Council
(March 9, p. 667) in the section headed Fibrinolysin, the word
"'streptolysin" in the second sentence should read "streptokinase."

Book Reviews

GYNAECOLOGICAL PATHOLOGY
Gynaecological Pathology. By Magnus Haines, M.D.,
B.S.(Lond.), L.R.C.P.(Lond.), M.R.C.S.( Eng.), F.R.C.O.G.,
and Claud W. Taylor, M.B., Ch.B.(Birm.), F.R.C.O.G.
(Pp. 519+vi; illustrated. 90s.) London: J. and A.
Churchill Ltd. 1962.

We predict that this book will receive a warm welcome
from all pathologists who are responsible for histological
diagnosis and so frequently called upon to investigate
specimens of gynaecological disease.
The authors pay tribute to the late Emil Novak, whose

treatise on gynaecological histology created and main-
tained a world-wide interest in this subject for many
years. Dr. Haines and Dr. Taylor have, in fact, written
a " British Novak," and their clear, crisp style free from
speculation and ambiguity is reminiscent of the original
classic.
The 519 pages of the book carry 515 photomicro-

graphs, whose excellent quality and skilful selection are
clearly based on long experience and will be of inestim-
able value when dealing with those diseases in which
histological observation plays a decisive part in directing
treatment or framing diagnosis. The photomicrographs
at low magnifications are very instructive.
The authors believe in the existence of intra-epithelial

carcinoma (carcinoma in situ) of the uterine cervix, but
they consider that " it is diagnosed too frequently,"
" that the outcome of a particular case cannot often
be foretold from the histological appearance of the
initial lesion," and that the lesion cannot be identified
on examination by the naked eye.
They consider that at the present time the only

permissible grouping of the ovarian tumours is on a
purely histological basis, as our imperfect knowledge of
their embryological derivation and their capacity for
hormone production is too uncertain and fragmentary
to justify accurate classification on a developmental
or functional basis.
The diagnosis of gynaecological disease by exfoliative

cytology is not included, as the authors consider this
subject to be adequately covered in other textbooks.
One essential subject-tlne normal histology of the

endometrium-is clearly described, as the physiological
disorganization of its structure may be erroneously
ascribed to a pathological process. An equally careful
description of the histology of erosion of the uterine
cervix is included for the same reason.
The last and one of the more outstanding chapters

of the book is devoted to a full account of endometriosis.
We are in full agreement with the statement on the
jacket of the book that a " great effort has been put into
the preparation of this important new book."

GEOFFREY HADFIELD.

THE DOCTOR AND THE CHILD
The Child and His Symptoms. A Psychosomatic Approach.
By John Apley, M.D., F.R.C.P., and Ronald Mac Keith,
D.M., F.R.C.P. Foreword by Milton J. E. Senn. (Pp. 262;
illustrated. 25s.) Oxford: Blackwell Scientific Publications.
1962.

This book is written by two distinguished paediatricians,
both of whom have already published several papers
and books on the disorders of children. They are here
concerned with the commonly occurring troubles of
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