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xamples of best practice in research 
published in leading journals 2000-2001.

“Mutations in the region encoding the von Willebrand 
factor A domain of matrilin-3 are associated with 
multiple epiphyseal dysplasia;” published in Nature 
Genetics, August 2001.

Published in one of the world’s most prestigious 
biomedical journals, arc-funded work shows how 
studying the little known (but relatively common 
disease) multiple epiphyseal dysplasia (or MED for short) 
provides important information about the genetics of 
the far more complex disorder osteoarthritis (OA). This 
work was carried out in Manchester by arc postdoctoral 
research fellow Dr Michael Briggs, in collaboration with 
arc postdoctoral research fellow Dr John Loughlin at the 
University of Oxford and a clinical colleague from Ghent, 
Belgium, Dr Geert Mortier.

One of the many diffi culties in studying OA is that it is 
a “multifactorial” disease, in other words a disease (or 

even a group of diseases) driven by many different factors 
(including trauma, age, joint mechanics and metabolism) 
with a strong genetic component infl uenced by a number 
of different genes. The approach Dr Briggs has chosen 
is to study MED, a genetic condition which affects the 
normal development of cartilage and bone, ultimately 
resulting in cartilage degeneration and early-onset 
osteoarthritis and sometimes leading to short stature. It 
is a comparatively simple disease where OA-like cartilage 
loss is due to changes in a single gene that codes for a 
specifi c structural component of cartilage. 

Dr Briggs and colleagues carried out a genome screen in 
14 members from four generations of a family with MED. 
The affected members of this family had suffered from 
hip and knee pain after exercise from early childhood 
and many had undergone hip replacements and knee 
surgery for early-onset OA. A strong association was 
found between the disease and a marker on chromosome 
2 and this was further narrowed down to a mutation in 
the gene that codes for a protein called matrilin-3 which is 
present in cartilage. The precise part of matrilin-3 affected 
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is known as the von Willebrand factor A domain; the exact 
function of this is not yet known but it is likely to affect 
cartilage structure. The mutation was present in all the 
family members with disease 
but not in unaffected family or 
unrelated controls. 

This is the first mutation to be 
identified in any of the genes 
that code for the matrilin family 
of proteins and confirms that 
matrilin-3 has an important role 
in the development of cartilage 
and bone. This work also adds 
another piece to the jigsaw of 
understanding how cartilage is 
made and it is very likely that 
the genes so far shown to cause 
MED will be good candidates 
for genes that play an important 
role in OA.

“Morbidity and mortality 
in rheumatoid arthritis 
patients with prolonged and 
profound therapy-induced 
lymphopenia;” published in 
Arthritis and Rheumatism, 
September 2001.

Doctors have found over the last 20 years that patients 
with severe rheumatoid arthritis (RA) can be successfully 
treated with very aggressive therapies that almost totally 

remove their white blood cells. 
For some of these therapies, 
some long-lasting remissions 
in disease have been achieved. 
However, doctors have been 
concerned that such drastic 
treatments might also cause 
increased susceptibility to 
infection and even an increased 
death rate. 

In a study reported in the 
prestigious journal Arthritis 
and Rheumatism in September 
2001, Dr John Isaacs, consultant 
rheumatologist at Leeds and arc  
clinical advisor, with colleagues 
from Cambridge, Manchester, 
Oxford and the USA, presented 
the results of a long-term 
follow-up of 53 patients with RA 
who received an experimental 
monoclonal antibody therapy 
called CAMPATH-1H between 
1991 and 1994. 
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