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Tabled Paper
 Executive Summary
 Supplementary information: Comment on variable expressivity and
incomplete penetrance provided by Dr Dagan Wells, Reprogenetics
UK, Oxford
1. The Committee noted that it first considered the application on 30 June
2011 but adjourned its determination to request information regarding
penetrance in relation to the condition. The Committee noted that it had
since received supplementary information regarding penetrance in order to
aid its decision making.
2. The Committee had regard to its Decision Tree. The Committee was
satisfied that the Centre has considerable experience of carrying out PGD
and that generic patient information about its PGD programme and
associated consent form had been received by the HFEA.
3. The Committee reminded itself that MPS III type A had been licensed for
treatment using PGD.
4. The Committee was satisfied that the Centre’s proposed purpose of testing
the embryos was as set out in paragraph 1ZA(1)(b) of Schedule 2 of the
Act, ie. ‘where there is a particular risk that the embryo may have any
gene, chromosome or mitochondrion abnormality, establishing whether it
has that abnormality or any other gene, chromosome or mitochondrion
abnormality’.

5. The Committee noted that Mucopolysaccharidosis III (MPS-III) Type B
(OMIM #252920); MPS-III Type C (OMIM #252940); and MPS-III Type D
(OMIM #252930) are inherited in an autosomal recessive manner. If an
embryo inherits a copy of the faulty gene from both parents it will develop
the disease, ie there is a 1 in 4 chance of the embryo having the
abnormality.
6. The Committee was satisfied that there is a significant risk that a person
with any one of these metabolic diseases will develop a serious medical
condition because the conditions are fully penetrant, albeit with variable
expressivity.
7. The Committee considered that the conditions are serious because all four
types give rise to a severe, life limiting and destructive illness. Severe
behavioural disturbance usually starts in the first five years of life, with
gradual regression of skills from 6 to 15 years. Many individuals with the
condition die in their teens but a significant number survive with a
continuing degenerative disease until their 20s – 30s.
8. The Committee noted that although treatments are evolving, these are still
in the early experimental stages and at present there are no licensed
treatments. The Committee also noted the comments of the peer reviewer
and that the peer reviewer considered that the condition was appropriate
for PGD. The peer reviewer considered these conditions to be probably
the most destructive in terms of the ability of the family to cope with the
illness.
9. On the basis of the information presented, the Committee was satisfied
that there is a significant risk that a person with any one of the
abnormalities will have or develop a serious physical or mental disability, a
serious illness or any other serious medical condition. Accordingly, it was
appropriate to grant the application under paragraph 1ZA(1)(b) of
Schedule 2 to the Act.
10. The Committee agreed that the licence should be varied to authorise the
testing of embryos for Mucopolysaccharidosis III (MPS-III) Type B (OMIM
#252920); MPS-III Type C (OMIM #252940); and MPS-III Type D (OMIM
#252930) and that no conditions should be put on the licence in relation to
the variation. The Committee confirmed that this condition will be added to
the published list of conditions for which PGD may be carried out.
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