HUMAN
FERTILISATION

EMBRYOLOGY
AUTHORITY

Research Licence Inspection Report

Project Title

Optimisation of human embryonic stem cell
derivation and the development of treatments for
degenerative diseases

Centre Name

Centre for Stem Cell Biology

Centre Number

0191

Research licence Number

R0O115

Centre Address

Jessop Wing, University of Sheffield, S10 2SF

Proposed treatment centres
donating to this research
project

CARE Nottingham (0101)
CARE Sheffield (0016)
CARE Northampton (0061)

Inspection date

14™ February 2007

Licence Committee Date

28™ March 2007

Inspector(s)

Miss Sarah Hopper
Professor Lyn Fraser
Ms Janet Kirkland

Fee Paid - date

N/A Interim inspection

Person Responsible

Professor Harry Moore

Nominal Licensee

Professor Anthony Weetman

Page 1 of 19




About the Inspection:
The purpose of the inspection is to ensure that researchers comply with the HF&E Act 1990,
Code of Practice, licence conditions and directions.

The report is used to summarise the findings of the inspection highlighting areas of firm
compliance and good practice, as well as areas where further improvement is required to
improve patient services and meet regulatory standards. It is primarily written for the Licence
Committee who make the decision about the centre’s research licence application. The
report is also available to patients and the public following the Licence Committee meeting.

Brief Description of the Centre and licensed project

The Section for Reproductive and Developmental Medicine has held a HFEA licence for this
project since January 2004 and the current licence is due to expire on the 31% December
2007. The HFEA renewal inspection is due to take place in September 2007.

The project title is: “Optimisation of human embryonic stem cell derivation and the
development of treatments for degenerative diseases”.The work relates to the generation of
human embryonic stem cell (hESC) lines for the development of therapies for degenerative
disease. The objective is the derivation of hESC lines initially for research but subsequently to
the standard that meet requirements for Good Manufacturing Practices (GMP) in order that
specific differentiated cell phenotypes can be produced for treatments.

The lay summary of the proposed research project, submitted by the centre is as follows:

“Human embryonic stem cells are what are called pluripotent and have the capacity to form all
cells of the body. There is great potential in the use of these cells to treat major degenerative
diseases such as heart disease, diabetes, Parkinson’s disease and some forms of cancer.
However, much research and development is required before cell therapies with embryonic
stem cells come to fruition. The Centre of Stem Cell Biology (www.csh.shef.ac.uk) has been
established at the University of Sheffield, to investigate the biology and applications of human
embryonic stem cells. In this project we will take embryos surplus to clinical need, and
donated for the study under fully informed patient consent, to derive new embryonic stem cell
lines. More than one cell line is required because they vary in developmental capacity and
may generate different cell types. Eventually cell lines will be produced under the highest
possible standards and stringency (Good manufacturing/medical protocols) so that they can
be used for clinical trials on patients and ultimately for effective cell therapies.”

The project is currently licensed for the derivation of human embryonic stem cell lines. It is
licensed specifically for the following purposes:

- increasing knowledge about the development of embryos
Human Fertilisation and Embryology (Research Purposes)Regulations 2001 s2(a)

- enabling any such knowledge to be applied in developing treatments for serious disease
Human Fertilisation and Embryology(Research Purposes) Regulations 2001 s2(c)

Professor Harry Moore has been the PR for this project since 2004. He is currently spends
20% of his working week at the licensed premises, the derivation laboratories, and is
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otherwise based at university stem cell building.

Research on human

embryos
Storage of licensed
material
Research activities | Creation of embryos
of the Centre for research

Derivation of human
embryonic stem cells

Cell nuclear
replacement

Summary for Licence Committee

A number of areas of concern were raised at the interim inspection, these include:

Inadequate security of embryos and patient records
Lack of a suitable system for maintaining records and the process of anonymising
patient information
Potential breaches of the statutory storage periods for embryos donated to research
Inconsistencies with patient information and consent forms

- Actions not taken in response to past inspection recommendations (namely the
development of a protocol for recruiting patients)
Lack of staff awareness of the HFEA incident reporting procedure and HFEA alerts.

The potential breach of statutory storage periods will be reported to the HFEA incident team
and will be investigated accordingly.

The inspectorate recommends:
Information and consent forms for patients at all recruiting centres should be revised,
standardised and submitted to the HFEA for assessment.
Protocols for patient recruitment, embryo and record handling at the research centre,
incident reporting should be developed and submitted to the HFEA.

These issues must be followed up at the renewal inspection of the centre which is scheduled
for September 2007, unless the Licence Committee considers that the centre should be
revisited before this date.
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Report of Inspection findings

1. Organisation

Desired Outcome: The centre is well-organised and managed and complies with the
requirements of the HFE Act.

Summary of findings from inspection

Evidence of: (Delete areas not reporting on)
Leadership and management
Organisation of the centre
Resource governance

Staffing

Funding
Staff
Principal investigator 1
Laboratory scientists 3
Administrators 1

Collaborators

Collaborating IVF Centres; Centre for Stem Biology, University
of Sheffield; Axordia Ltd

Support staff (receptionists,
record managers, quality
and risk managers etc)

CARE Nottingham (0101) — Laboratory manager + 5 support
staff.

CARE Northampton (016)- Laboratory manager + 3 support
staff.

CARE Sheffield (0061) — Laboratory manager + 3 support staff.

Sheffield (0196) Laboratory manager + 3 support staff.

Background information

The project is led by the PR, Professor Harry Moore, who is supported by two postdoctoral
fellows and a PhD student. A medical secretary is also part of the team and has the
responsibility of anonymising patient information and storing confidential patient information.

The project is funded by the Medical Research Council, Juvenile Diabetes Research Fund
and Department of Trade and Industry (DTI). The PR stated that funding has been secured
for the full duration of the research project.

An external audit of laboratory processes, standard operating procedures etc, has been
organised by the PR and will occur two weeks after the HFEA inspection.

Issues for consideration

There is no documented incident protocol in place. In addition, a new member of staff was not
aware of the HFEA alert system. The PR should ensure that a documented incident policy is
created which includes the HFEA requirements for reporting incidents. All staff should
understand this policy and be aware of relevant HFEA incident alerts.

Page 4 of 19




Executive recommendations for Licence Committee

The PR should ensure that a written adverse incident handling policy which meets the HFEA
requirements is developed.

Areas not covered in this inspection

Research management
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2. Premises and equipment
Desired Outcome: The premises and equipment are safe, secure and suitable for their
purpose.
Summary of findings from inspection: (Delete areas not being reported on)
Suitability of premises
Storage facilities

Background information

Research work is currently carried out in two University of Sheffield laboratories on the fourth
floor of the Jessop Wing. Access to these laboratories is restricted by swipe card. Both the
derivation laboratory and culture laboratory were considered to be fit for purpose by the
inspectorate. The storage dewar is stored in the ante-room of the derivation laboratory. It was
noted that a low oxygen alarm is now in place within this room.

New laboratory facilities which are designed to GMP standards were completed in January
2006. A video presentation of the laboratory was shown to the inspectorate and the facilities
were considered to be fit for purpose. The new laboratory has been built within laboratory
facilities at treatment centre 0196, Centre for Reproductive Medicine and Fertility, which is
housed on the first floor of the same building.

Access to the new laboratories is restricted via swipe card with additional security measures
in place for access to the cryostore. It is planned that two storage dewars will be stored in this
room along with storage dewars belonging to centre 0196. The PR was advised to ensure the
security of the research tank so that access to it will be restricted to the research team.

The PR plans to commence work within this laboratory in March 2007 but must await HFEA
approval before doing so.

Issues for consideration

The PR and a member of the research team were able to explain what their response would
be should the low oxygen alarm sound. This procedure should be formally documented.

The storage dewar is currently kept within the original laboratory. The inspectorate observed
that the dewar is not locked and the PR stated that the door to the laboratory is only locked at
night. The laboratory and dewar could therefore be accessed by staff not named on the
research licence. The PR should ensure that access to the storage tank is restricted to
authorised personnel.

Patient records are stored within a locked filing cabinet in the administration office. The key to
the filing cabinet is held by the medical secretary but an emergency key to the cabinet is held
by another member of the administration staff. The PR should ensure that the confidentiality
requirements of the Act are explained to this member of staff and that she is added to the
centre’s licence.

Executive recommendations for Licence Committee

Note the requirements for security of stored material and patient records.

Approve the new laboratory premises which were considered to be fit for purpose by the
Inspectorate.
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Areas not covered in this inspection

Safety of equipment
Servicing and maintenance of equipment
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3. Donation of material
Desired outcome: Ensure donors are recruited in a proper way and their consent is
respected.

Summary of findings from inspection: (Delete areas not being reported on)
Ensuring patient consent is not breached
Donor and patient records

Background information

Treatment and research practices are separated as the research centre is a stand alone unit
and the PR does not work for any treatment and storage establishments.

Donors are currently being recruited from the following centres; CARE Sheffield, CARE
Northampton and CARE Nottingham. As a result we were unable to interview staff
responsible for providing information and taking consents from donors. This shall be followed
up at treatment and storage inspections of these units.

The PR stated that he keeps the staff at the recruiting centres up to date with research
activities and their implications for donors by providing a presentation to the teams every two
years. The next presentation is due to take place on 25/02/07 at CARE Nottingham.

Donated embryos and copies of the patients’ consent forms are sent to the research centre
via courier. The PR stated that upon arrival the embryos would be transferred into either a dry
shipper, if the embryos are to be thawed that day, or into the storage dewar. Paperwork is
given to the medical secretary who completes a spreadsheet, inputting the date of receipt,
patient number, number of embryos and expiry date of embryos. Whilst processing this
information the medical secretary also allocates each set of arriving embryos with a unique
anonymised code.

According to the PR, patients are unable to withdraw their consent to research once the
embryos have been transferred to the research facility. Protocols for withdrawal of consent
would therefore be held at the supplying centres. This should be clarified at future treatment
and storage inspections.

Issues for consideration

A written protocol for the provision of information to people wishing to donate embryos to
research has not been developed despite being requested at the last HFEA inspection. The
procedures involved in provision of information to potential donors and in consenting patients
should be documented and submitted to the HFEA.

A receipt of material is not given to the supplying centres once embryos are received at the
centre. However, documentation is being produced by the PR which will include this and also
written confirmation that the identity of embryos and associated consent forms has been
checked and witnessed before handover to the courier for transfer to the research centre.

The records audit discovered a number of difficulties with the current system for logging
receipt of embryos and their expiry dates. The current system does involve documentation of

Page 8 of 19




the expiry dates of embryos but this is altered to “used” once the embryos have been
incorporated into the project. It was suggested that the format of the spreadsheet should be
revised and that static columns for expiry dates and date of usage should be included.

In addition, the spreadsheet is often, but not always, completed after the embryos have
already been used in the project. This means that the unique code is not used during the
research project; instead the patient number is used for identification. The PR stated that the
unique code would only be used if embryonic stem cell lines are created and deposited into
the UK Stem Cell Bank. As there appeared to be inconsistencies in the activities following
embryo arrival at the centre it was suggested that a protocol should be developed for the
administration procedures involved.

Executive recommendations for Licence Committee

Note that the protocol for obtaining embryos from donating centres has not been developed.

Areas not covered in this inspection

Prevention of coercion of prospective donors

Recruitment of donors

Ensuring prospective donors have access to further guidance
Ensuring prospective donors have time to consider donation properly
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4. Patient information and consents
Desired outcome: Ensure that patients are informed in order to give informed consent

Summary of findings from inspection: (Delete areas not being reported on)
Patient information
Consent forms
Patient information for projects deriving embryonic stem cells
Consent forms for projects deriving embryonic stem cells

Background information

The patient information and consent forms provided with the recent progress report were
developed for patients at the Centre for Reproductive Medicine and Fertility (0196). This
information was submitted to the HFEA despite the fact that Centre 0196 is not currently
supplying embryos to this research project. According to the PR this version of patient
information and related consent form is not used by the other supplying centres. The PR
stated that he will send copies of the patient information used at the other centres to the
HFEA for review.

Outcome of record audit

The record audit was extremely difficult to complete due to discrepancies in information
stored in the records and in the research spreadsheet. In total five research records were
audited. Of the five records examined, four contained HFEA consent forms which were
completed correctly. One research record did not contain the HFEA consent forms. Specific
research consent forms were present in all records but these were of varying format and
although signed and dated by the patients were not in accordance with stem cell consent form
requirements (Standard Licence Annex B Condition 3d).

The inspectorate could not be confident that all embryos are being used within their statutory
storage periods. In one of the audited records, the patient laboratory sheets and associated
HFEA consent forms stated that the embryo statutory storage Eeriod expired on the 23" June
2006. The patients’ consent to research was signed on the 24" May 2006 and this was
received by the supplying centre on the 20" June 2006. However, the spreadsheet stated that
the embryos were received on the 22" November 2006, after the embryo expiry date. When
guestioned regarding this, the PR stated that the spreadsheet had been completed incorrectly
and that the date of the 22" November 2006 referred to the data input date rather than the
actual date of receipt of the embryos. Although the inspectorate asked repeatedly to see the
research log books, as these could provide further information about when the embryos
arrived and were used in the project, the PR stated that these were not available. This event
should be reported to the HFEA as an incident.

Further patient records were examined but because the PR stated that the spreadsheet
information referred to date of input rather than date of receipt and as no usage dates were
provided to the team it was impossible to analyse the records in detail. Furthermore, it
appears that the spreadsheet contains errors; for example, it stated that in one case embryos
were received by the centre on the 8" December 2004 but the associated patient records
stated that they were not frozen until February 2005. The December date was actually the
date of consent completion and it therefore appears that this was a transcription error.
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Issues for consideration

The patient information provided to the inspectorate requires a number of amendments:

Patient information should inform patients that the implications of donating to research
can be discussed with a counsellor.

- Contact details should be provided for the research team should be provided.

. Contact details for an independent person to discuss aspects relating to research
donation should be added to the patient information

Patient information which is currently provided at centres 0101, 0056 and 0016 was not
provided to the inspectorate and therefore could not be assessed.

All patient information should be reviewed by the PR and he should ensure that HFEA
requirements are fulfilled. Copies should be version-controlled and the PR should always be
aware what information is provided at each of the centres.

The patient consent forms also require revision and it was suggested that they should be
consistent for all supplying centres. The consent form provided with the progress report did
not include patient consent to disclosure to members of the research team. Although the
teams at treatment and storage centres are bound under their HFEA licences to the
confidentiality requirements of the Act the PR should ensure that patients are made aware
that their information will be shared with persons outside the licence at their treatment centre.

The PR did not have copies of the patient consent forms currently used by the other centres
and during the research record audit it was noted that a variety of patient consent forms
appear to have been used at the different centres. Of the patient consent forms seen during
the record audit, all had significant discrepancies in the information which is required by the
HFEA. In particular, the consent forms did not confirm that patients understood that any stem
cell lines created may continue indefinitely and may be used in different research projects.
They also did not confirm patient permission for a copy of the consent forms to be kept by the
secretary to the UK Stem Cell Bank Steering Committee or that a sample of any stem cell line
will be deposited in the UK Stem Cell Bank. One consent form, used at centre 0061, referred
to donation to stem cell research and stated that “all such research will involve the destruction
of such an embryo”. The inspectorate considered that this was misleading as stem cell lines
produced from an embryo may continue indefinitely.

The PR must develop a robust system for ensuring that donors complete the appropriate
consent forms and that embryos are supplied and used within their statutory storage periods.

Executive recommendations for Licence Committee

Note the discrepancies with patient information and consent forms and the need for revision
to comply with the standard licence conditions (Annex B 3d).

Note the potential breach of statutory storage period. The evidence collected during the
record audit indicates that in one case the statutory storage period for embryos had expired
before the embryos were incorporated into the research project. The inspectorate were
unable to be confident that four other sets of embryos had been used within their statutory
storage periods as the information maintained was misleading.
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Areas not covered in this inspection

None
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5. Scientific practice
Desired outcome: Procedures are robust to ensure material is used appropriately

Summary of findings from inspection: (Delete areas not being reported on)
Standard operating procedures

Quality assurance systems

Minimisation of material loss and wastage

Ability to achieve set aims and objectives

Summary

The progress report submitted in December 2006 stated that in the past year:

- A novel microdrop technique has been developed for efficient generation of hES cell
lines.

- Feeder-free techniques have also been established along with the use of defined
medium.

- Non—enzymatic embryo manipulation and inner cell mass extraction has been
developed.

- A GMP facility has been fully commissioned and validated.

The PR stated that progress has been slower than originally anticipated because of delays in
getting the GMP facility inspected for ES cell derivation as the various regulatory authorities
will not take responsibility for this field of work (i.e hESC lines).

He expects that the future research will involve a microdrop derivation method using feeder
cells (GMP approved embryonic fibroblasts) or an extracted extracellular matrix will be
combined with a defined medium. Non-enzymatic embryo manipulation will be used. ES cells
will be passaged manually and cryopreserved at P3-5 by vitrification. ES cell characteristion
and chromosomal analysis will be established by P10.

Embryo usage

Between the 1° September 2005 and 1% September 2006, 194 frozen embryos have been
received and 199 have been used within the project. Fewer embryos have been supplied and
used compared to the original application. Originally the PR anticipated using 550 embryos in
2005 and 550 embryos in 2006. The PR accounted for this reduced number as he stated that
he is holding back on receiving embryos until the GMP laboratory is fully established and
ready to accept and process embryos.

Within this period the embryos have been supplied from CARE Nottingham (Centre 0101),
CARE Northampton (Centre 0016) and CARE Sheffield (centre 0061).

In the next year the PR expects that the following centres will supply embryos to the project
(anticipated numbers are in brackets): CARE Nottingham (170), CARE Sheffield (20) and
CARE Northampton (24). The PR expects to use 20 fresh embryos and 250 frozen embryos
in the next 12 months.

Lay summary of research undertaken

The efficient generation of embryonic stem cell lines is important for research for
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understanding the causes of many serious diseases and may lead ultimately to new stem cell
therapies for treating various diseases and conditions. Since these cell lines differ in their
capacity to produce various cell types we will need a library of cell lines. In our lab we have
derived 7 cell lines thus far and have devised methods of making this process more effective
including a new microdrop method. Six of the cell lines have been submitted to and accepted
by the UK Stem Cell Bank where they have been independently validated and characterised.
The first three cell lines (Shef 1- 3) are now available for distribution to researchers nationally
and internationally to use in their research. We have now built and validated a new stem cell
facility for producing embryonic stem cell lines to Good Manufacturing Practise (GMP). This is
standard required for the production of cells, which can be used for generating cells for
clinical therapies. We are currently establishing optimal processes that will allow cells to be
cultured without the presence of animal products.

Spot check

On the day of inspection, the PR explained that there were no embryos currently in storage as
all had been incorporated in the project. The empty canister was shown to the inspectorate
and therefore a spot check of stored material was not undertaken.

The last audit of stored material within the tank was conducted by the research team in
November 2006. Evidence of this was not provided to the inspectorate.

Issues for consideration

The protocol for disposal of material should be documented.

The PR explained the procedure in place to ensure that embryos are not cultured for longer
than 14 days or after the primitive streak: although they culture intact embryos the “potential”
of the embryo is disrupted by cutting/ringing around the embryo and passaging for 14 days.
By day 12 the PR stated that a stem cell line has developed and that they no longer consider
it to be a viable embryo. This protocol should be documented and disseminated amongst all
licensed staff.

Executive recommendations for Licence Committee

None

Areas not covered in this inspection

It was not clear whether or not there is a system which records each time material is handled
and how it is manipulated as research log books were not provided to the inspectorate.

Report compiled by:
Name...... Sarahn HOPPer ..o

Designation...INSPECIOT. .. ...viie et e e
Date...15/02/07 ... e e
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Appendix A: Centre Staff interviewed

Professor Harry Moore and two other members of licensed staff
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Appendix B: Licence History

Appendix C;
RESPONSE OF PERSON RESPONSIBLE TO INSPECTION REPORT

Centre
Number...... 00 50 1L Y

Name of Professor Professor Harry Moore
Date of Inspection...14 February 2007
Date of Response...11 April 2007

Please state any actions you have taken or are planning to take following the inspection with
time scales

- Inadequate security of embryos and patient records
A New LN storage container has been ordered with lockable lid (delivery 27/4/07). There
is swipe card access for research staff only to labs. No embryos will be stored on level 4
until installation of the new LN container.

It is our intention to transfer the majority of ES cell derivation to the GMP lab within the
next month. This laboratory is entirely secure with only personnel designated for derivation
having access. However some experimental procedures may still be undertaken on level 4
and therefore we want to retain an embryo storage capacity here, for the time being at
least.

Patient records are kept in locked file in medical secretaries office which is locked when
unmanned. A key is kept with Ms Val Aram (Embryo records, on license) but Ms Gill
Burkinshaw also has access to key if Val is away. Both secretaries have considerable
experience with medical record keeping. The confidentiality requirements of the Act have
been explained to Gill and her details will be submitted so that she can be added to the
centre’s licence.

. Lack of a suitable system for maintaining records and the process of anonymising
patient information

Currently, cryopreserved embryos from other centres are currently stored as a batch for

processing. Because the ID on straws (IVF number) may differ from patient number, we

use the straw ID number in the laboratory and may need to refer back to patient record to
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correlate with patient number. Researchers undertaking derivation do not have access to
patient number and therefore data is effectively anonymised. The current system
anonymises patient records related to stem cell lines produced.
As mentioned at the inspection we have developed a new protocol which will be trialed with
the next embryo batch and fully implemented for GMP derivation (see attached draft
document - SOP TC.01 Embryo Receipt, Storage & Maintenance of Liquid Nitrogen Records)

Potential breaches of the statutory storage periods for embryos donated to research
Patient records are placed on the database in batches. As indicated at the inspection the
order of the filing of the consent forms does not indicate when embryo are used.
Unfortunately, some consent forms were misfiled together and when this was noticed they
were added to the end of the list with separate number. After transfer from centres, a
periodical check is made of embryos with expiry dates within the next 3-6 months. To
make most efficient use of embryos within the context of our research we hold back on
thawing embryos from earlier batches if expiry dates allow longer storage duration.

The expiry date of embryos was not apparent from the database record as the expiry date
is changed to ‘used’ in the appropriate column. Although the embryo thaw file is not
supposed to be taken from the lab my Ph.d. student (Behrouz Aflatoonian) had been using
it for analysing data for his thesis write up but he had informed me. On the day of
inspection the file was in fact locked in his office filing cabinet but | wasn’'t aware of this on
the morning of inspection. However, verification of embryo thaw dates from the lab embryo
thaw file indicate that the statutory storage period for embryos were not breached. A full
updated database for all embryos used in the research since 2001 until now with expiry
and used (thaw date) dates is attached as pdf list. For patient 313 (where consent form
was misfiled and numbered later) a copy of the original thaw record is provided (pdf
attached).

In attempts to develop defined feeder-free derivation procedures prior to attempting GMP
protocols, we had used up all remaining embryos in store since the annual inspection
report was sent in November 2006. In the process of these investigations a further
research cell line (Shef 8) was derived.

Inconsistencies with patient information and consent forms
There are historical differences in patient information and consent forms from the start of
the project in 2001. Copies of current forms from centres are attached. We are
implementing consistent forms subject to local management of patients and to comply with
current practise.

There was discussion about the statement in patient information that “all such research
will involve the destruction of such an embryo”. The inspectorate considered that this was
misleading as stem cell lines produced from an embryo may continue indefinitely. In my
opinion this shows clear lack of understanding about ES cells. An ES cell is an artefact of
culture and is definitely not part of the embryo. The statement that the embryo is
destroyed is correct and not misleading.

The PR explained the procedure in place to ensure that embryos are not cultured for
longer than 14 days or after the primitive streak: although they culture intact embryos the
“potential” of the embryo is disrupted by cutting/ringing around the embryo and passaging
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for 14 days. By day 12 the PR stated that a stem cell line has developed and that they no
longer consider it to be a viable embryo. This protocol should be documented and
disseminated amongst all licensed staff.

A draft SOP of our GMP derivation procedure is attached (see page 10 for cutting
embryo). All information is given to relevant research staff. | raised the aspect of using
zona-free intact embryos at a previous inspection.

The protocol for disposal of material should be documented.

Arrested embryos not subjected to derivation procedures are recovered from culture
drops. The acellular zona pellucida may be recovered from the non-viable cells and
subsequently dissolved by heating to 60 C and stored at —80C for research purposes.
Otherwise non-viable embryos are placed initially in a universal tube and stored in the
fridge and subsequently in a white plastic bag cell waste bag and taken to the termination
clinic was disposal with other foetal material in a reverential manner. This method will be
documented in future (see draft attached).

- Actions not taken in response to past inspection recommendations (namely the
development of a protocol for recruiting patients)
This was an oversight. A draft protocol is provided (attached)

. Lack of staff awareness of the HFEA incident reporting procedure and HFEA alerts.
All staff to be instructed about incident reporting procedures and all HFEA alerts and to
highlight those alerts relevant to procedure involving embryo storage and research (SOP
to be developed and completed).

Appended as email attachment

Pdf updated database of embryo use/outcome with expiry/thaw dates

Pdf of lab file page for patient 313 embryo thaw

Pdf protocol for recruitment of patients

Pdf for disposal of embryos

Pdf of current patient information and consent forms for Centres 101.16.61,196

Pdf SOP TC.04 Derivation and Maintenance of human Embryonic Stem Cells (hESC):
Embryo Retrieval, Culture, Manipulation and Maintenance.

Pdf SOP TC.01 Embryo Receipt, Storage & Maintenance of Liquid Nitrogen Records
Pdf of inspection report and signed response

| have read the inspection report and agree to meet the requirements of the report.
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Name...... [ Fo 1 V1Y [0 T0 ] PP
Date...... 11/04/2007

2. Correction of factual inaccuracies

Please let us know of any factual corrections that you believe need to be made (NB we will

make any alterations to the report where there are factual inaccuracies. Any other comments
about the inspection report will be appended to the report).

We also welcome comments about the inspection on the inspection feedback form, a copy of
which should have been handed out at the inspection. If you require a copy of the feedback
form, please let us know.

Please return this section of the report to:
Dr Chris O’'Toole

Head of Research Regulation, HFEA

21 Bloomsbury Street

London

WC1B 3HF
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