The Centre for Preimplantation Genetic Diagnosis

Guy’s & St. Thomas’ NHS Foundation Trust 

June 2009- Update on PGD
At last our website is live and up to date. Please have a look and let us know what you think.

www.pgd.org.uk
We promised to provide you with an update of our PGD service on a 6 monthly basis. Some of the information below will be familiar, but this may be the first update you have seen. 

We have UK CPA accredited laboratories and our Assisted Conception Unit is ISO 9001 certificated. Just for the record, our centre has now been offering a clinical service for more than 10 years. By the end of April 2009 we had performed over 750 cycles and one hundred and seventy two PGD babies have been born after treatment here, making us the largest and most successful unit in the UK.  

What’s new? 

·    Our new state of the art purpose built Assisted Conception Unit was officially opened on 23rd April this year. This provides high quality facilities, including those for the derivation of stem cells for therapeutic use. The new unit has been built with the help of grants from the Medical Research Council, Guy’s and St Thomas’ Charity and King’s College London. 

· We have been using a form of linkage known as Preimplantation Genetic Haplotyping (PGH) since January 2006 and it has proved to be a robust and straightforward approach. All of our PGD monogenic assays now use PGH. 
· Since the last update, we have completed the development of PGH for  the following conditions:  ARPKD                          NF1                      
      SMARD1                        Familial adenomatous polyposis

      Marfans                         Tay Sachs

      XL SCID                        Recessive dystrophic EB                                      
      Haemophilia B              Smith Lemli Optiz

      We will need to apply for full HFEA licences for ARPKD, Tay Sachs and Smith Lemli Opitz.       

      However all other conditions have already been licensed for they will not need full licence  

      applications.

· We have two Satellite PGD services in Sheffield and Leeds; these have been piloted and are running well. Satellite PGD works in the following way:

i. Patients are referred to the PGD genetic teams at each centre (Fiona Robson & Tony Rutherford in Leeds or Oliver Quarrell & Helen Fairtlough in Sheffield)

ii. The satellite centres liaise with Guy’s to check we can offer PGD to that patient and the first consultation is undertaken in the satellite centre using our standard protocol.

iii. The satellite centre applies for funding locally and collects required blood samples for analysis at Guys.

iv. When test is ready the couple start treatment at the satellite centre and transfer to Guy’s for egg collection, biopsy and embryo transfer. 

v. We have now processed 16 satellite PGD cycles.

Satellite PGD is complementary to our service and provides a possible choice of treatment location for patients around the UK; however the two satellite services have limited capacity. If you wish to discuss the availability of this service then please contact one of the above individuals directly.

PGD is now available for:

	AR and AD conditions using PGH

	Cystic Fibrosis – any mutation        


	Spinal muscular atrophy

	Herlitz Junctional Epidermolysis bullosa (LAMA3 and LAMB3 genes) 
	Myotonic dystrophy



	Huntington disease including linkage exclusion
	Partial lipodystrophy

	Von Hippel Lindau
	ARPKD

	Sickle cell disease (HbSS/HbSC)
	SMARD1 

	Marfans syndrome
	Recessive dystrophic epidermolysis bullosa

	NF1
	Tay Sachs

	Familial adenomatous polyposis
	Smith Lemli Opitz

	X Linked conditions using PGH include:

	Duchenne and Becker muscular dystrophy
	Haemophilia A & B

	Fragile X syndrome 
	Alports syndrome

	Adrenoleukodystrophy
	XL hydrocephalus (L1CAM)

	Retts syndrome
	Incontinentia pigmenti

	XL SCID
	

	Chromosome rearrangements using FISH include:

	Reciprocal translocations (assessed individually)
	Robertsonian translocations 



	Deletion 22q11
	Inversions (assessed individually)

	Other rearrangements considered on an individual basis
	

	X linked conditions using FISH for embryo sexing include:

	Hunter syndrome
	Choroideraemia

	 Wiskott-Aldrich 
	Pelizeus -Merzbacher

	Anderson Fabry
	OTC deficiency 

	Retinitis pigmentosa
	

	Other conditions include:

	Recurrent molar pregnancy
	Recurrent digynic triploidy

	Recurrent primary trisomy 21
	


What next?

To date, it has not been possible to identify informative haplotypes in approximately 5% of couples requesting PGH. The microsatellite markers tested may be uninformative for a variety of reasons including shared alleles, homozygous alleles and cross-over events. We are in the process of working on an alternative intragenic SNP approach to try and find informative markers to use with PGH for the few occasions when microsatellite markers are uninformative in a particular couple. We are piloting this approach for Beta Thalassaemia, we will keep you informed about progress, but this is not something that we expect to have ready for use this year.

Whilst we develop the SNP approach, we will work up markers for new conditions too:

· Harlequin icthyosis

· Sanfilippo type 3A

· Diastrophic dysplasia 

Please check the website before contacting us about the availability of PGD for specific disorders. If a specific condition is not listed on the website then PGD is not available currently and not in the development stages either. 

Setting up PGD for new conditions

As we are now in a position to consider setting up PGD for rarer conditions, some of which may actually be family specific, we have devised a strategy to help us decide how to prioritise requests in the future. Patients that meet the inclusion criteria will be discussed at our 3 monthly “PGD development meeting”. Cases will be considered if:

i. The female partner is under 38 years of age (to allow up to a year for preparation)

ii. The family pedigree is suitable for linkage analysis

iii. The condition meets the requirements of the HFEA Code of Practice

iv. The risk to the pregnancy is 10% or greater

If we are able to offer PGH, the referring clinician will be informed with a committed time frame for completing the work up. We aim to set up new conditions within 3-6 months of agreeing to do this.

Funding

We can apply to PCTs for funding on behalf of couples. We have audited our funding success for a 2 year period (June 2005-2007). Around 90% of couples obtain NHS funding, which is really good news. 

Couples are unlikely to obtain funding if:  - they have living unaffected children or the

woman’s BMI is over 30

The current cost of a cycle is around £6500- £7000 (inclusive of drugs)

Referrals

· Our current waiting time for a first PGD appointment is about 6 weeks. Our acceptance criteria include the requirement that couples have already been seen by their local genetics service.

· If you would like to refer a couple please write to Alison Lashwood, Clinical Genetics, 7th Floor Borough Wing, Guys Hospital, London, SE1 9RT. If referrals are sent elsewhere there may be a delay in offering your patient an appointment. Please include:

                             - the names and DOBs of both partners, 

                             - relevant molecular/cytogenetic reports

                             - a brief reproductive history.

Our website does have a referral form for downloading which may help to make the referral process a little easier. You will find a copy attached.

Success of treatment
Please refer to table below. Due to the extremely poor outcome in women aged 40 years or over we have altered our criteria for accepting couples for treatment. As it takes many months to prepare PGD for a couple  we require the woman to be less than 39 years old at referral. 

	PGD cycles Sept 1997-April 2009

	Stage of treatment
	Total

	Cycles started
	753

	Cycles to egg collection
	674 (89.5%)

	Cycles to embryo transfer
	519 (68.9%)

	Clinical pregnancy rate:

per cycle started

per embryo transfer
	25%

36%

	
	


Please contact us if you have any further queries about our PGD service. 

Contacts:

Alison Lashwood, Consultant Nurse in Genetics & PGD: alison.lashwood@gstt.nhs.uk

Frances Flinter, Consultant Clinical Geneticist; frances.flinter@gstt.nhs.uk

Sarah Ross & Genevieve Say, Genetic Counsellors; sarah.ross@gstt.nhs.uk; Genevieve.say@gstt.nhs.uk

Clinical Genetics, 7th Floor, Borough Wing, Guy’s Hospital, London, SE1 9RT

020 7188 1364/1379  

Alison Lashwood

22.6.09

