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About the Inspection:
The purpose of the inspection is to ensure that research is carried out in compliance with the
HF&E Act 1990, Code of Practice, licence conditions and directions and that progress is
made towards achieving the stated aims of the project.
The report is used to summarise the findings of the inspection highlighting areas of firm
compliance and good practice, as well as areas where improvement may be required to meet
regulatory standards. It is primarily written for the Licence Committee who makes the
decision about the centre’s licence renewal application. The report is also available to
patients and the public following the Licence Committee meeting.
This report covers the period between 04/08/08 and 10/04/09.
Brief Description of the Project
The title of project is “The vitrification of blastocysts following biopsy at the early-cleavage
stage or blastocyst stage of embryo development – A Pilot Study”. Licensed work is
conducted at IVF Hammersmith (centre 0078); a centre also licensed for treatment and
storage activities.
Lay summary
‘This study aims to combine, for the first time, the techniques of blastocyst culture, biopsy and
vitrification in an attempt to indentify the most efficient method of freezing embryos for those
patients who may need pre−implantation genetic diagnosis (PGD) of their embryos in order to
avoid the transmission of genetic disease to their resultant children.
Embryo biopsy can be performed at different stages of embryo development. They have been
traditionally performed at cleavage−stage, when the embryo is three days old, but they can
also be performed at blastocyt−stage, when the embryo is five to six days old. There is
increasing evidence to suggest that embryo biopsy at blastocyst−stage of development may
be advantageous, as it causes potentially less damage to the embryos. After embryo biopsy
and subsequent embryo transfer, remaining good quality can be frozen for a patients'future
treatment.
Vitrification (ultra−rapid freezing) has been shown to offer increased freeze/thaw survival
rates over the more conventional "slow" freezing protocols currently in use for blastocysts.
This study may help to answer the question of whether vitrification is a better method of
freezing biopsied embryos and also at which stage it is better to biopsy the embryos to
achieve the highest freeze/ thaw survival rates.Information gained from such a study may
inform clinicians and patients on the most effective and efficient way of storing embryos’.
Research licence purposes and activities
The licence was granted for the following purposes:
• promoting advances in the treatment of infertility

Human Fertilisation and Embryology Act 1990 Sch 2 3(2)(a)

•

developing methods for detecting the presence of gene or chromosome abnormalities in
embryos before implantation
Human Fertilisation and Embryology Act 1990 Sch 2 3(2)(e)
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Research activities

Research on human
embryos
Storage of licensed material
Creation of embryos for
research
Derivation of human
embryonic stem cells
Cell nuclear replacement

Changes/ improvements since last inspection
No changes to premises, equipment or licensed staff since the last inspection
Additional licence conditions and recommendations and actions taken by centre since
last inspection
Condition The Person Responsible must satisfactorily complete and submit the Person
Responsible Entry Programme (PREP) assessment before the commencement
of any licensed research work.
A
Complied Y/N
An alternative PR was proposed, Paul Knaggs, who completed the PREP. The
licence was varied to reflect the new PR on the 19th November 2008.

Changes/ improvements since last inspection
The PR reported that there have been no significant changes to premises, equipment or staff
since the last inspection.

Recommendations
A procedure for reporting serious adverse events to the
HFEA should be developed to ensure compliance with
Standard Licence Condition A.4.1 and Code of Practice
Standards 9.4.1 and 9.4.2
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Action Taken
A flow diagram explaining the
process to be followed after an
adverse incident event was
provided during the inspection.

Summary for Licence Committee
Embryos have not yet been used within this project. Staff explained that the delay resulted
from administrative issues related to the change in Person Responsible.
As work has not been conducted on embryos in the past year, this inspection visit did not
involve an audit of patient records or a review of research log books. Instead the focus for this
inspection was on the actions taken in response to recommendations made at the previous
inspection and an evaluation of the organisation, premises and equipment, procedures for
recruitment of donors and information provision at the centre.
On inspection the inspectorate gathered evidence which indicated that minor improvements
are required in the following areas:
•
•

Standard Operating Procedures
Patient information

The PR has applied for the licence to be renewed for a period of two years under the currently
licensed purposes
• promoting advances in the treatment of infertility
Human Fertilisation and Embryology Act 1990 Sch 2 3(2)(a)

•

developing methods for detecting the presence of gene or chromosome abnormalities in
embryos before implantation
Human Fertilisation and Embryology Act 1990 Sch 2 3(2)(e)

A peer reviewer considering the application recommended that the application be accepted
without any changes but queried why the PR would like a licence for two years. The PR has
responded to the comments made by the peer reviewer and the response is included in
section 5 of this report.
The executive support this application and recommend that the licence be renewed for a
period of two years without additional conditions.
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Breaches of the Act, Standard Licence Conditions or Code of Practice:

The table below sets out matters which the Inspection Team considers may constitute
breaches of the Act, Standard Licence Conditions and/or the Code of Practice, and their
recommended improvement actions and timescales. The weight to be attached to any breach
of the Act, Standard Licence Conditions or Code of Practice is a matter for the Licence
Committee;Breach
Whilst the protocol for transfer of embryos
to research includes guidance on the
method for disposal of frozen embryos,
guidance on the disposal of fresh
embryos following research is not
included.
Non-Compliance
Area for improvement

Action required
It is recommended that the PR
updates the protocol to include this
information, in accordance with
Code of Practice Standard 8.1.1.

Action required

Time scale
With
immediate
effect

Time scale

None noted

Recommendations
Area for improvement
Written patient information about the research
project does not inform patients that after the
research is completed all donated embryos will
be allowed to perish. It is acknowledged that this
information may be provided verbally but the
inspectorate did not see any evidence to support
the provision of this information.

Proposed licence variations
None
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Action required
It is therefore recommended
that the PR assures himself
that this information is
provided, as per Code of
Practice Guidance 5.13.1 (i).

Time scale
With
immediate
effect

Report of Inspection findings
1.

Organisation
Desired Outcome: The research is well-organised and managed and complies with the
requirements of the HFE Act.
Summary of findings from inspection
Evidence of:
Leadership and management
Staffing
Funding
Organisation of the centre
Resource management
Research governance

Staff
Principal investigator
Scientists
Laboratory technicians
Support staff (receptionists, record managers,
quality and risk managers etc)

Dr Paul Knaggs
9 members of the embryology team

Background information
The PR is a senior embryologist at IVF Hammersmith and has been responsible for this
project since his appointment as PR in November 2008. All embryologists within IVF
Hammersmith will be involved in licensed research activities.
The project will continue to be funded by IVF Hammersmith.
Highlighted areas of firm compliance
The PR has completed the PR entry programme to the satisfaction of the HFEA Executive.
Meetings between the research staff have not been held yet because research work has not
started. The PR explained that discussion of research will take place during the embryology
team meetings. Records of the discussions are kept so that absent staff can access the
information. Minutes from recent embryology meetings were provided during the inspection as
evidence of this.
The quality management system in place for the licensed treatment and storage activities at
this centre also supports the research activities. Documents submitted before and during the
inspection had evidence of version control and a system for authorisation of documents.
The PR has put into place all requirements outlined at the last inspection: a protocol for
reporting serious adverse incidents in place and patient information has been reviewed.
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Issues for consideration
The renewal application has not yet been signed by the Chair of the Ethics Committee. During
the inspection the PR explained that he has not asked for their signature and will investigate
with his local research and development office as to whether or not their original approval still
stands. The PR has, however, sent the revised patient information to the Ethics Committee
and is awaiting their approval of this.
Executive recommendations for Licence Committee
The Licence Committee is asked to note that the renewal application has not been signed by
the Chair of the Ethics Committee.
Areas not covered in by this inspection
Research governance

Page 7 of 17

2.

Premises and equipment
Desired Outcome: The premises and equipment are safe, secure and suitable for their
purpose.
Summary of findings from inspection:
Suitability of premises
Safety of equipment
Servicing and maintenance of equipment

Background information
The research will be conducted within the laboratories at IVF Hammersmith. The PR
confirmed that there have been no changes to the premises or equipment since the previous
inspection.
Highlighted areas of firm compliance
The PR reported that his team have the necessary equipment required to undertake their
stated objectives.
Access to the research areas was seen to be securely restricted to licensed personnel: rooms
can only be entered using authorised swipe cards.
Equipment servicing and monitoring was reviewed as part of the treatment and storage
inspection on the 8th April 2009. It was noted that key equipment used in the research project
is connected to a system which will continuously monitor environmental parameters.
Issues for consideration
None
Executive recommendations for Licence Committee
None
Areas not covered in by this inspection
None
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3.

Donation of material
Desired outcome: Donors are recruited appropriately and any research carried out on
their embryos is in accordance with their consent.
Summary of findings from inspection:
Recruitment of donors
Ensuring prospective donors have access to further guidance
Ensuring prospective donors have time to consider donation properly
Ensuring patient consent is not breached

Background
There have been no changes to the planned process for recruiting donors since the last
inspection, this process as outlined by the PR is below.
Both self-funding and NHS funded patients attending IVF Hammersmith will be given the
opportunity to donate supernumerary embryos to this research programme. Supernumerary
embryos are those which are not transferred (i.e. those remaining after an embryo transfer).
Consent to donate embryos to the research project will be sought before patients begin their
treatment, at the time of their pre-treatment appointment, and patients will receive full
information about the project prior to this so they can give informed consent.
On the day of embryo transfer, patients will be informed of the quality of their embryos and
asked whether they wish to freeze embryos for future clinical use. Patients declining embryo
cryopreservation for future clinical use may wish to donate these embryos to the research
project.
The PR has explained that patients may not wish to freeze embryos for future clinical use for
a variety of reasons such as:
•

The embryos may not be considered of suitable quality by the embryology team to survive
the freezing/ thawing process intact and have a reasonable chance of establishing an
ongoing pregnancy. It should be noted that embryo cryopreservation and further frozenthawed embryo transfer cycles are unlikely to be funded by the NHS and patients may
take this into account when deciding whether to freeze embryos.

•

They may not be able to afford the cost of freezing embryos

•

They may have moral/ ethical or religious reasons for not wanting to freeze embryos.

Embryo grading will be performed without the embryologist having access to the patient
consent forms. These will be removed from the patient laboratory records at oocyte recovery
(OR) and placed in a separate file in the OR laboratory. The patient’s wishes with regard to
embryo cryopreservation are to be noted on the patients’ lab sheets which will remain with the
oocytes/ embryos in the ET/ ICSI laboratories. This separation will ensure that the
embryologist grading the embryos is not influenced in their grading decisions by knowing
whether the patient has given consent to participate in research.
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Additionally the embryologist grading embryos on the morning of embryo transfer will not talk
to the patients regarding freezing/ research prior to embryo transfer. The embryologist
speaking to patients prior to embryo transfer will recombine the consent forms with the
patients’ laboratory records and explain the grades of the embryos to the patient in an
independent manner explaining which embryos may be suitable for grading based on the
objective grading of another embryologist.
The policy at IVF Hammersmith has been to recommend to patients that they freeze good
and very good quality embryos for their future clinical use. This policy gives a 75% chance of
an embryo surviving the thawing process with 50% cell survival with a subsequent transfer
of 2 such embryos giving a clinical pregnancy rate of 30% at the time of writing. It is important
to note that it is entirely the patients decision whether or not to freeze embryos and some
patients may wish to freeze poor or very poor quality embryos for future use even if such
embryos have a much reduced (but undefined) chance of survival and subsequent
pregnancy.
Patients who do not freeze embryos and do not wish to participate in the research study will
not prejudice their current or future treatment in any way.
Supernumerary embryos that have been donated to research will be considered to have
entered the study if they remain in the culture system after the patient has undergone embryo
transfer and left the unit. A patient is free to withdraw their consent at anytime up to the time
of their departure from the unit after embryo transfer.
The PR has confirmed that patients will be given a copy of their completed consent form and
that the consent for use of embryos in research will be checked, witnessed and documented
before embryos are actually used in the project. A template research record form was seen to
include an area for staff to record that this check has taken place and has been witnessed.
This system is also supported by a documented standard operating procedure which was
provided to the inspection team.
Patients donating material for research have access to an independent counsellor.
Information about the counselling service was seen to be provided within the patient waiting
areas.
Issues for consideration
None
Executive recommendations for Licence Committee
None
Areas not covered in by this inspection
None
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4.

Patient information and consents
Desired outcome: Patients are provided with appropriate information which allows
them to give informed consent.
Summary of findings from inspection:
Patient information
Consent forms
Patient information for projects deriving embryonic stem cells
Consent forms for projects deriving embryonic stem cells

Results of consent audit
Not conducted as embryos have not been received or used by the centre in the past year.
Highlighted areas of firm compliance
The PR has revised the patient information in response to comments made by the Licence
Committee who considered the initial application. A copy of the updated information was
provided to the Executive and was considered to be clear and lay intelligible. It is in
accordance with the requirements of Standard Licence conditions and the 7th Code of
Practice.
Due to the document control system that is established at the centre staff recruiting donors
are only able to access the most recent version of patient information and consent forms. This
system was demonstrated to the inspectorate during the treatment and storage inspection at
centre 0078 on the 8th April 2009.
Issues for consideration
It was noted that the written patient information did not inform patients that after the research
is completed all donated embryos will be allowed to perish. It is acknowledged that this
information may be provided verbally and it is therefore recommended that the PR assures
himself that this is given in accordance with Code of Practice Guidance 5.13.1 (i).
Executive recommendations for Licence Committee
None
Areas not covered in by this inspection
None
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5. Scientific practice
Desired outcome: Research is carried out in accordance with licence conditions and
makes progress towards achieving stated aims
Summary of:
Standard operating procedures
Minimisation of material loss and wastage
Ability to achieve set aims and objectives
Summary
Embryos have not been used within this project yet. The PR explained this is because they
have not yet begun recruiting donors. This process has been delayed for administrative
reasons1: patients were not given consent forms for the project until the PR received a final
copy of the HFEA licence. Patients who have completed the research consent forms have not
yet attended for treatment.
The PR plans that 150 fresh embryos will be used in the next year. These will be supplied by
patients attending IVF Hammersmith (centre 0078).
Summary of audit of stored and biopsied material
No audit conducted as embryos not yet used or donated to the project.
Renewed project objectives
The objectives remain the same as in initial application:
‘This study aims to combine, for the first time, the techniques of blastocyst culture, biopsy and
vitrification in an attempt to identify the most efficient method of freezing embryos for those
patients who may need preimplantation genetic diagnosis (PGD) of their embryos in order to
avoid the transmission of genetic disease to their resultant children.
Embryo biopsy can be performed at different stages of embryo development. They have been
traditionally performed at cleavage−stage, when the embryo is three days old, but they can
also be performed at blastocyt−stage, when the embryo is five to six days old. There is
increasing evidence to suggest that embryo biopsy at blastocyst−stage of development may
be advantageous, as it causes less potential damage to the embryos. After embryo biopsy
and subsequent embryo transfer, remaining good quality can be frozen for a patients'future
treatment.
Vitrification (ultra−rapid freezing) has been shown to offer increased freeze/thaw survival
rates over the more conventional "slow" freezing protocols currently in use for blastocysts.
This study may help to answer the question of whether vitrification is a better method of
freezing biopsied embryos and also at which stage it is better to biopsy the embryos to
achieve the highest freeze/ thaw survival rates. Information gained from such a study may
1

th

When the licence was first granted on the 16 September 2008, it included the condition that no work could
commence until the PR completed the PR entry programme. The original PR did not wish to complete the PREP
th
and instead a new PR, Paul Knaggs, was approved by the HFEA on the 19 November. Although the varied
th
licence was sent by the HFEA to the centre on the 4 December 2009, the centre did not receive it. The HFEA
th
were alerted about this and a replacement licence sent. This was received on the 27 January 2009.
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inform clinicians and patients on the most effective and efficient way of storing embryos
The embryos used in the research project will be placed in a dedicated incubator for culture to
the blastocyst stage. Labels placed on the lids of the incubator, identifying the contents will
include a “discard by” date (usually up to day 8 of embryo development) to ensure embryos
are kept no longer than 14 days’.
Lay summary of research undertaken
None undertaken since licence granted
Peer review comments (if applicable)
The application to renew the research licence for this project was subject to external peer
review. The peer reviewer agreed that the research is necessary or desirable for the
following purposes:
•

•

promoting advances in the treatment of infertility

Human Fertilisation and Embryology Act 1990 Sch 2 3(2)(a)

developing methods for detecting the presence of gene or chromosome abnormalities in
embryos before implantation

Human Fertilisation and Embryology Act 1990 Sch 2 3(2)(e)

Overall the peer reviewer stated that the use of human embryos is justified in future work and
has recommended that the application be accepted in its current form.
The peer reviewer made some other comments about the project but pointed out that they are
“not sufficiently serious to reject the licence or require submission”. Moreover they were made
so that the “authors should be consider the comments and considering changing the design of
their study in order to maximise the information obtained from the use of human material”.
Firstly, the peer reviewer recommended that the PR ensures that the study is properly
powered and hypothesis driven. The reviewer also suggested that the PR considers revisiting
the proposed methodology for assessing embryo survival and instead proposed that it should
include an assessment of cell death/cell viability. Furthermore, the peer reviewer queried why
the applicant has requested a licence period of two years seeing as this is a pilot study.
These comments have been shared with the PR who has responded by stating that he has
requested a two year licence to ensure that there is sufficient time to consent patients to
donate embryos to the project. In response to the issue of the power calculation the PR
stated that this was addressed in the original submission and ultimately accepted that they did
not need one by the initial reviewer. The PR stated that they will be able to produce a power
calculation using this current study'
s data once they know what their blastocyst formation rate
is for poor quality embryos, what the biopsy survival rate is and what the vitrification survival
rates are for the poor quality embryos that we are expecting patients to donate. This data will
(most likely) be used for a larger study either of this topic or one that is closely related. The
PR agreed with the reviewer that counting live/dead cells after vitrification is a good idea and
plans to incorporate the Hoescht/ propidium iodide method quoted in Stackecki'
s 2008 paper.
Highlighted areas of firm compliance
The procedure for transferring and using embryos in research includes guidance for centre
staff on ensuring that embryos are not kept beyond 14 days.
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Issues for consideration
Whilst the protocol for transfer of embryos to research includes guidance on the method for
disposal of frozen embryos, guidance on the disposal of fresh embryos following research is
not included. It is recommended that the PR updates the protocol to include this information,
in accordance with Code of Practice Standard 8.1.1.
Executive recommendations for Licence Committee
None
Areas not covered on this inspection
Minimisation of material loss and wastage – no embryos used yet

Report compiled by:
Name

Sarah Hopper

Designation

HFEA inspector

Date

14th April 2009
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Appendix A: Centre Staff interviewed
PR interviewed

Appendix B: Licence history

Licence
number

Active from

Expiry Date

R0187/1/b Active

Research
19/11/2008
Project

30/09/2009

R0174/1/a Expired

Research
01/06/2006
Project

31/05/2007

Replaced by Research
01/10/2008
New Version Project

30/09/2009

R0187/1/a

Status

Type

Research Licence Committee 19th November 2008
Change of Person Responsible
1. The papers for this item were presented by Sarah Hopper, HFEA Inspector. Ms Hopper
informed the Committee that a signed application had been received for a senior
embryologist at the centre, Dr Paul Knaggs, to take over the role of Person Responsible for
this research project.
2. Ms Hopper informed the Committee that Dr Knaggs has submitted an application form and
curriculum vitae, and has satisfactorily completed units one and three of the Person
Responsible Entry Programme (PREP) assessment. Furthermore, he fulfils the standards set
out in the Code of Practice in relation to his qualifications and experience. Ms Hopper also
confirmed that signed copies of all the appropriate application forms have been received
from the centre.
3. On the basis of the information before them, the Committee decided that Dr Knaggs was a
suitable person to be Person Responsible for the research project. The Committee
therefore decided to vary the licence so as to appoint Dr Knaggs as Person Responsible.
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Research Licence Committee 16th September 2008
Initial application
1. The Committee applied the statutory tests in considering the application. To start, the
Committee identified the activities under consideration as the storage of embryos and the
use of donated embryos for research. The Committee agreed that these activities are not
prohibited under the Human Fertilisation and Embryology Act 1990.
2. The Committee agreed that the activities appear to be necessary or desirable for the
following specified purposes:
•

promoting advances in the treatment of infertility
Human Fertilisation and Embryology Act 1990 Schedule 2 3(2)(a)

•

developing methods for detecting the presence of gene or chromosome abnormalities in
embryos before implantation
Human Fertilisation and Embryology Act 1990 Schedule 2 3(2)(e)

In making this decision, the Committee took account of the fact that it is desirable that
research is undertaken to investigate whether biopsied embryos will survive the
vitrification process.
3. The Committee agreed that they were satisfied that the proposed research could not be
undertaken without the use of human embryos.
4. The Committee considered the patient information and consent forms to be used for the
project and agreed that a number of improvements were required to the patient
information. In particular, the Committee called for improvements to the tone of the
information, improved grammatical accuracy and correct terminology for the description of
the vitrification process. The Committee asked that the Executive work with the centre to
ensure that these improvements are made.
5. The Committee considered the suitability of the proposed Person Responsible and on the
basis of his curriculum vitae noted that Mr Trew appeared to fulfil the requirements set out
in the Human Fertilisation and Embryology Act 1990. However, the Committee noted that
Mr Trew had failed to complete the Person Responsible Entry Programme (PREP)
assessment, and therefore agreed that the following condition would be applied to the
licence:
o The Person Responsible must satisfactorily complete and submit the Person
Responsible Entry Programme (PREP) assessment before the commencement of
any licensed research work.
6. The Committee agreed that the statutory tests for the granting of a licence were satisfied
and decided to grant a licence for the project, subject to the above condition. Since this
was a novel project of research this licence was for 12 months.
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