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Discussion
1. The Committee had regard to its Decision Tree. The Committee noted that
the Centre is licensed to carry out PGD. The Committee was also satisfied
that the Centre has experience of carrying out PGD and that generic
patient information about its PGD programme and associated consent
forms had previously been received by the HFEA.
2. The Committee noted 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’.
3. The Committee noted Osteopetrosis with renal tubular acidosis (OPTB3)
(OMIM#259730) is a disorder that is inherited in an autosomal recessive
manner. There is a 1 in 4 chance of an embryo inheriting this condition
where both parents are carriers.
4. The Committee noted that the mean age of diagnosis is 24 months. The
condition begins very early in life, is fully penetrant and severe, most
untreated children die in the first decade as a complication of bone marrow
suppression. Diagnosis is largely based on clinical and radiographic
evaluation, confirmed by gene testing.
5. The Committee noted that symptoms are physical and mental; primary
neurodegeneration, mental retardation, skin and immune system
involvement, renal tubular acidosis, anaemia, hepatosplenomegaly, failure
to thrive, and recurrent infections are common. Associated congenital
abnormalities are found in about 26% of affected individuals. Deafness
and, hydrocephalus are relatively less common. Intrauterine growth is
normal, but metabolic acidosis may already be evident in the neonatal
period.
6. The Committee noted that haematopoietic stem cell transplantation is
considered for the most severe forms associated with bone marrow failure
and currently offers the best chance of longer-term survival in this group.

Further understanding of the molecular pathogenesis of these conditions
will reveal new targets for pharmacotherapy.
7. The Committee noted that the condition is serious because quality of life is
profoundly affected in most cases within the first 10 years. This is mainly
due to bone disease, fractures and learning disability. Treatment with bone
marrow transplantation may be undertaken. There is significant early
mortality.
8. The Committee noted that the application is supported by the Peer
Reviewer and the Genetic Alliance UK.
9. The Committee had regard to its explanatory note, in particular paragraph
5.5 ‘Where a condition has variable symptoms, the Licence Committee will
base its determination of how serious the disability, illness or condition is,
on the worst possible symptoms’, and noted that on the basis of the
information presented, given the conditions worst symptoms, it was also
satisfied that there is a significant risk that a person with the abnormality
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 to authorise the testing of embryos for
Osteopetrosis with renal tubular acidosis (OPTB3) (OMIM#259730). 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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