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Osteogenesis imperfecta

Among the extensive group of connective tissue disorders, osteogenesis imperfecta stands out in its
importance for clinical geneticists. Its relatively high frequency and variation in severity create particular
problems for genetic counselling and prenatal diagnosis, while the classification of the different forms has
been an area of lively debate and disagreement over the years.
Readers of Journal of Medical Genetics will have noted a number of valuable original contributions and

reviews in recent issues; a combination of molecular developments and careful clinical-radiological
reassessments has made osteogenesis imperfecta a focus of multidisciplinary interest comparable to
Duchenne muscular dystrophy. Three papers in this issue add impetus to this progress, though it is possible
that not all of their conclusions will find immediate acceptance.
The papers by Young et al (p 386) and Thompson et al (p 390) provide valuable evidence on the topic of

heterogeneity and genetic recurrence risk in congenital osteogenesis imperfecta. Their careful clinical,
radiological, and genetic approach provides evidence that will help and, on the whole, reassure families
where such a disorder has occurred, since recurrence risks are relatively low; indeed, in the lethal type IIA
no recurrence was seen. These findings, while disagreeing with the earlier survey of Sillence and colleagues
from Australia, tally with the day to day experience of most genetic counselling services, and also agree with
the growing molecular evidence supporting new dominant mutation in these cases..
The paper by Tsipouras et al (p 406), showing how a collagen gene polymorphism can be used in prenatal

prediction in osteogenesis imperfecta, provides a step towards helping those families where there are
already multiple affected members. Caution will be needed in this approach since, unlike most disorders
mapped so far, dominantly inherited osteogenesis imperfecta has been linked to two separate collagen loci.
Until further DNA or protein data become available to identify the different forms, there will be limitations
and uncertainties in using linkage data. The situation is perhaps comparable to what would have been the
case for haemophilia if the coagulation and protein differences between haemophilia A and B had not been
discovered.
At the Seventh International Congress of Human Genetics, Berlin, in 1986 a workshop met to discuss and

revise the classification of osteogenesis imperfecta and the other inherited connective tissue disorders.
A report is planned for later this year which, along with the work reported here and the continuing mole-
cular advances, should mean that by the end of 1987 our understanding of osteogenesis imperfecta and our
practical ability to help families affected by this group of disorders should both have increased considerably.
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