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Publishable Executive Summary

A. Durable integration

Integration
Reviewers’ comment: There have been examples of shared facilities, equipment and
resources between the SAFE partners during this report period. The PhD Program, the
Fellows Program and the Mobility Program seem working. There are a few exchanges of
personnel and training activities. However, there are still partners who are not participating
actively.

The SAFE Project is a Network of Excellence with main skills of durable integration and
sustainability among its 49 partners all over Europe, including one partner from India and one
from China. Durable integration will ensure the effective introduction of large-scale non-
invasive prenatal diagnosis in Europe and beyond. The interdisciplinary nature of SAFE
makes it an ideal platform to unite and integrate European experts in non-invasive prenatal
diagnosis, scientists, clinicians, psychologists, ethicists, socio-economists and young
researchers.

The Integration Board (established at the beginning of 2006) meets twice a year to ensure
durable integration and sustainability between SAFE partners (including SMEs) and to support

the implementation of a European network in NIPD. Considering all different disciplines the
Board comprises an Integration Officer (Chair of the Board) and a nominee of each
Workpackage Leader. During period 4 the members hold a meeting in connection with the
Symposium "Biomarkers for preterm labour and other pregnancy complications" organized
by partner 26b and the 2007 SAFE Student workshop in Murcia, Spain, 14th of June 2007.

During this 4th meeting (previously the Board met twice in period 3 and once in period 2) the
five members present discussed a wide range of matters about durable integration.
Members not present were able to discuss the agenda in advance make comments via the
internet. Decisions made at the meeting:

Progress towards Durable Integration and Sustainability of the SAFE project:
Outcome: Discussion of the Durable integration questionnaire.

Deliverables & Milestones for the next JPA:
Oucome: Agreement

PhD Student Program:
Outcome: Concerning the amount of reports students have to write for SAFE as well as for
their institutions and supervisors the Integration Board members approved the suggestion of
the studentship officer to ask for only one student report during the fourth year of SAFE, due
with the Annual report in February 2008. In addition SAFE students and fellows support their
lead researchers in writing online progress reports, because writing the reports will document
parts of their work.

Fellowship program:
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Outcome: Board members agreed to incorporate the SGI (Society for Gynecological
investigation) meeting in Glasgow, Scotland, March 18-21, 2009 in the next JPA. It will be
necessary to find funds to finance registration, travel and accommodation. Safe fellows will
be informed of the deadline for submission of abstracts (Oct. 2008) by the fellowship officer.
This prestigious meeting will wrap up the fellowship program on a very high note.

Mobility Program:
Outcome: Overview of the Student Exchange progress, agreement to further announcements
as soon as the funding will be available.

Next PhD Student Workshops:
Outcome: Agreement to the SAFE PhD student workshop in Bologna, Italy, in cooperation
with the University of Bologna and the European Genetics Foundation in spring 2008, limited
to 30 SAFE and 20 Non-SAFE members, web cased, in February 2008. The next PhD
student workshop will be during the final SAFE General Assembly in 2008.

The Minutes of the Board meetings are available in the consortium area of the SAFE web
site.

INTEGRATION ACTIVITIES

During period 4 the main integration activities have been focused on the following measures:

Education
 PhD studentship program
 Fellowship program
 Delivery of workshops and seminars

Information:
 SAFE website
 Clinical protocols and standardization

Mobility program
 Staff exchange

Integrating research and other integration activities involve:
 Social Science integration group (SSIG)
 Epigenetic team
 Economic Modelling group (EMG)
 Collaboration between SAFE partners
 Collaboration between WPs and other partners
 Collaboration with companies
 Collaborations with other health professionals, NoEs, other FP6 projects, or R&D

national/international programs
 Common training programs
 Awards and prizes awarded to SAFE partners
 Joint publications and possible joint grant applications
 Sharing of pre-existing knowledge with SAFE partners
 Sharing of facilities/equipment/recourses
 Exploitable knowledge

Education made big progress measurable in the high quality of presentations given by SAFE
students and fellows during the 2 SAFE PhD student workshops in year 4 and the success of
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seminars and common training programs. While the student workshops mainly focused on
integration factors like:
 promotion of learning/teaching facilities;
 collaboration; and
 the establishment of a network of scientific and political contacts

Common training programs also considered integration factors like
 exchange of know-how, maximising and sharing resources and infrastructure;
 support in sample collection; and
 possible joint publications.

Detailed information is available in the tables in this Annual Report.

INDICATORS OF INTEGRATION

Previously developed Indicators of Integration:

 PhD student and fellow meetings, Supervisors meetings;
 Workshops, training courses;
 Staff exchange, young scientists mobility (students and fellows);
 Possible grants for joint research (also external funding sources, public and private);
 Exchange of samples between laboratories, support in sample collection,

have been revised and the amendments have been approved by the members of the Steering
Committee during their meeting in December 2007:

a. Joint publications from multiple SAFE partners in academic journals or abstracts at
international meetings

b. Joint funding (applications and awards) between SAFE partners that has arisen
directly from SAFE-initiated collaborations

c. PhD/MD studentship program: integrating a new generation of researchers –
successful completion of PhD degrees

d. Workshops and Work package meetings
e. Integration of SAFE Fellows within the consortium (e.g. authorship of joint

publications)
f. Careful management of IP issues within the consortium and the advisory board.
g. Integration between Work packages and partners
h. Informing policy decisions within healthcare systems within the EU
i. Collaboration and interaction with FP6 and other R&D national/international

programmes
j. Integration with SAFE Associates
k. Integration with SAFE partners – finance/administration staff.
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Integration activities of SAFE partners (incl. SMEs)

Part.
no.

Partner
and
Country

Participated
in
Integration
Board
meetings
at Zandvoort,
Bristol or
Murcia

Delegates
of
the PhD
student
workshop
in
Zandvoort,
Bristol,
Murcia or
Bologna

Partici
pating in
survey of
integration
factors

Partici
pating
in
survey
of lab
instru-
ments,
techno-
logies
and
samples

Facilities
equip
ment,
resour-
ces
shared
by
partner

Delivery
of
student
proto-
cols in
period 4

Collabo-
ration
with other
SAFE
partners in
period 4

Mobility
program

Collaborations
with other
health
professionals,
NoEs,
FP 6,
Nat./intern.
Programs in
period 4

Collaborations
with
companies
in period 4

Awards/
Prizes
granted
to SAFE
partners
during
period 4

Participating
in 3rd and/or
4th plasma
Work
shop

Joint
grant
applications
period 4

Sharing
of pre-
existing
knowledge
documented
in period 4

1a+b Warwick
UK

Z, Br, M, Bo yes yes period 4 yes yes yes yes yes yes

2 Basel
Switzerland

Z, M yes yes yes period 3
period 4

yes yes

3 UWE
UK

Z,B,M Z, Br, M, Bo period 3 period 3

4 Oxford
Brookes
UK

Br yes yes period 3
period 4

yes period 3 yes yes

5 KCL
UK

Bo yes period 3
period 4

yes

6 UNITN,
Italy

Z, B Z, Br, Bo yes period 3
period 4

7 URV
Spain

Z, Br, Bo yes period 4 period 3

8a+b Graz
Austria

Z, B, M Z, Br, M, Bo yes yes period 3
period 4

period 4 yes period 3
period 4

yes yes yes yes

mailto: r.w.old@warwick.ac.uk
mailto: r.w.old@warwick.ac.uk
mailto:wholzgreve@uhbs.ch
mailto:wholzgreve@uhbs.ch
mailto:neil.avent@uwe.ac.uk
mailto:neil.avent@uwe.ac.uk
mailto:wfc@brookes.ac.uk
mailto:wfc@brookes.ac.uk
mailto:wfc@brookes.ac.uk
mailto:theresa.marteau@kcl.ac.uk
mailto:theresa.marteau@kcl.ac.uk
mailto:savadori@form.unitn.it
mailto:savadori@form.unitn.it
mailto:ciara.osullivan@urv.cat
mailto:ciara.osullivan@urv.cat
mailto:barbara.pertl@meduni-graz.at
mailto:barbara.pertl@meduni-graz.at


Page 5 of 13

9 Sanquin
Netherands

Br, Bo yes yes period 4 yes yes

10 Prague
Czech
Republic

Z, Bo yes yes period 4 yes yes yes yes yes yes

11 Meta-
Systems
Germany

yes

12 IMSTAR
France

yes

13 Helsinki
Finland

yes yes yes yes

14 EBC
Estonia

yes period 3
period 4

period 4 period 3
period 4

yes yes yes

15 UNIABDN
UK

Z, Br, M yes period 4 yes period 3 yes yes yes yes yes

16 HSR
Italy

Br, M, Bo yes period 3
period 4

period 3
period 4

yes yes

17 AKCUMCN
Netherands

period 4 yes

18 AHP
France

19 Athens
Greece

Z, Br, Bo yes yes

21 Danek
Gertner
Israel

Z, Br yes yes period 4 period 4 yes yes

22 HUCA
Spain

period 4 period 4

24 Imperial
UK

Br period 4 yes yes yes yes

mailto:e.vanderschoot@sanquin.nl
mailto:e.vanderschoot@sanquin.nl
mailto:Ilona.hromadnikova@lfmotol.cuni.cz
mailto:Ilona.hromadnikova@lfmotol.cuni.cz
mailto:Ilona.hromadnikova@lfmotol.cuni.cz
mailto:aplesch@metasystems.de
mailto:aplesch@metasystems.de
mailto:aplesch@metasystems.de
mailto:fs@imstar.fr
mailto:fs@imstar.fr
mailto:jschrode@mappi.helsinki.fi
mailto:jschrode@mappi.helsinki.fi
mailto:andres.metspalu@ebc.ee
mailto:andres.metspalu@ebc.ee
mailto:s.j.urbaniak@abdn.ac.uk
mailto:s.j.urbaniak@abdn.ac.uk
mailto:cremonesi.laura@hsr.it
mailto:cremonesi.laura@hsr.it
mailto:D.Swinkels@akc.umcn.nl
mailto:D.Swinkels@akc.umcn.nl
mailto:ariamav@hol.gr
mailto:ariamav@hol.gr
mailto:Esther.Guetta@Sheba.health.gov.il
mailto:Esther.Guetta@Sheba.health.gov.il
mailto:Esther.Guetta@Sheba.health.gov.il
mailto:falvarez@arrakis.es
mailto:falvarez@arrakis.es
mailto:n.fisk@imperial.ac.uk
mailto:n.fisk@imperial.ac.uk
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25a+
b

CING
Cyprus

Z, Br, M, Bo yes yes period 3
period 4

period 4 yes period 3
period 4

yes yes

26a+
b+c

UNIBRIS
UK

Z, B, M Z, Br, M, Bo yes yes period 3
period 4

period 4 yes period 3
period 4

yes yes

27 UNIZH
Switzerland

yes yes

28 UNIPG
Italy

yes period 4 yes period 4 yes

29 UMG-
GOE
Germany

Z,B,M Z, Br, M, Bo yes yes period 3
period 4

period 4 yes period 3
period 4

yes yes yes yes yes

30 INSERM
France

32 Statistics
Buser,
Switzerland

yes

33 IGB
Italy

Z, Br yes yes period 4 yes period 4 yes yes

35 GIG
UK

yes

36 OUCEM
UK

yes yes period 4

37 Sun Yat
China

yes period 3
period 4

yes yes yes

38 AIIMS
India

Bo yes yes period 4 yes

39 NBS
UK

yes

40 Lund
Sweden

yes yes

41a+
b

UCL
UK

Z, B Z, Br, Bo yes period 3
period 4

yes period 3
period 4

yes yes yes yes

43 INSERM2
France

yes yes

mailto:marinakl@cing.ac.cy
mailto:marinakl@cing.ac.cy
mailto:peter.soothill@bristol.ac.uk
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44 PANUM
Denmark

Z yes yes period 4 yes yes

45 LKAEM
Poland

Z, Br, M yes yes period 4

46 EPHE
France

47 PALM
Germany

yes period 3

48 UNIBO
Italy

Bo

49 KS
Sweden

Br

50 MRCH
Netherands

yes yes period 3 yes period 3

51 Unique
UK

yes period 3 period 3

52a+
b

SSI
Denmark

Z, B Z, Br, M yes yes period 3
period 4

period 4 yes period 3
period 4

yes yes

54 GL
Spain

Br, Bo yes yes period 4 period 4 yes yes

55 VUMC,
Netherands

Z, Br yes yes period 4 period 3
period 4

yes yes yes

56 Waypoint
UK

yes period 3
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Spreading of Excellence
Reviewers’ comment for period 2:
Due to the reorganization of the SoE Board the networks seems to better spread excellence.
The reorganization of the SoE board is reorienting its activities in a proper way.

Reviewers’ comment for period 3:
The reorganization of the Spreading of Excellence Board is reorienting its activities in a
better way. Workshops seem well organized and covering the most important areas of the
NoE. However, efforts must still be focused in increasing the interest of other European
groups in SAFE.

Engaging European and patient/lay groups
In period 4 SAFE focused on engaging European and patient/lay groups through its
partner Genetic Interest Group (35). GIG, with the benefit of its network of over 100
members, and with the support of the SAFE SoE Officer, Dr Lyn Chitty, organised
two patient workshops to help raise awareness of the non invasive technologies that
will become available very shortly to patients, and in some cases are already being
offered.

The response from the workshops was extremely positive and patients would certainly
like to learn more about this technology and how they can let others know to access it
in the UK. As a consequence GIG has agreed, in partnership with Dr Lyn Chitty to
develop a small leaflet that will explain to patients the benefits of this new
technology, how accurate it may be and how they can access it. This is in
development at present.

Unique (51) produced a follow up text for families affected by rare chromosome
disorders which includes a section on diagnosis of rare chromosome disorders, both
pre-natally (invasive and non-invasive) and post-natally, with reference to the work of
SAFE. Great care has been taken to stress that NIPD of rare chromosome disorders
has not yet come to fruition in the clinical setting but offers promise for the future.

SAFE also produced Patient Information Leaflets in 8 languages: English, German,
Italian, Spanish, Catalan, Dutch, Chinese Mandarin and Arabic. This ensures a very
wide dissemination of patient information across numerous countries in Europe, Asia
and the Middle East. The Leaflets can be downloaded from the SAFE website
www.safenoe.org/newsletters.

Reviewers’ comment for period 3:
There is a great deal of expertise among the consortium. However, the number and the
quality of the publications is disappointing considering the size of the consortium and budget
dedicated to joint research activities. Overall one can find only 10 international peer-
reviewed articles, including 2 general reviews, from four groups.

Process in dissemination depends on results. Since the project started in October 2004, first
scientific publications are expected. A list of publications was provided. However, many
references are incomplete, some are wrong. Sometimes the same article is published in two
different journals. Several articles are listed twice. A special issue of Prenatal Diagnosis in
2006 is cited, but this issue contains papers presented at a workshop which was held in July
2005, in the second period of the consortium. Some papers are published in local or national
journals, some others are replies to published articles. Some papers are from authors who
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are SAFE partners, but are not related to activities of SAFE. There no paper signed by a
large number of SAFE partners.

Special issues of whole international journals
SAFE’s dissemination through publications greatly improved in period 4, reflecting
the progress and integration of partners in joint research activities. This is especially
highlighted in 2 special issues of whole international journals (which acknowledged
SAFE and the EC of course) with SAFE papers signed by a large number of SAFE
partners, and a book to be published by Springer in June 2008 comprising
contributions from 11 SAFE partners and the Chairperson and Deputy Chairperson of
the SAFE Advisory Board.

Proceedings of the First and Second European
Workshops on Preterm Labour of the Special Non-
Invasive Advances in Fetal and Neonatal Evaluation
(SAFE) Network of Excellence. BMC Pregnancy and
Childbirth 2007, Vol 7. Eds. J Strutwolf and A Lopez-
Bernal.

SAFE authors from 3
partners: 5, 7, 26b.
SAFE authors from 2
countries: Spain and UK

Non-invasive antenatal diagnosis: Implications for
prenatal diagnosis and management of obstetric
complications of pregnancy. February 2008. Seminars in
Fetal and Neonatal Medicine Eds. S Hahn and LS
Chitty.

SAFE authors from 9
partners: 2, 3, 5, 9, 26a,
26c, 35, 39, 41.
SAFE authors from 3
countries: Switzerland,
UK, The Netherlands.

Prenatal Diagnosis: Methods in Molecular Medicine.
June 2008 Eds. S Hahn and L Jackson (in press)
www.springer.com/humana+press/book/978-1-58829-803-4?detailsPage=toc

SAFE authors from 11
partners: 2, 3, 8a, 9, 14,
16, 19, 21, 29, 50, 55 and
Chair and Deputy
Chair of SAFE
Advisory Board: Diana
Bianchi and Dennis Lo

As you will see on pages 32-61, SAFE produced in period 4 a large output of
publications in international journals jointly signed by two or more SAFE partners
(including SAFE Associates and members of the Advisory Board) across Europe,
Asia and the USA. In period 4 there was:

 1 article jointly signed by 10 partners
 2 articles jointly signed by 4 partners
 7 articles jointly signed by 3 partners
 10 articles jointly signed by 2 partners

The list of publications presented later in this report (see pages 65 to 88) have
complete references and highlight the large number of papers signed by authors from
SAFE partners in more than one country, and also the large number of papers
authored by SAFE Fellows and students.

Dissemination at international conferences

SAFE continued its strong dissemination program in SAFE workshops (see page 61)
and also at international conferences. SAFE had a dedicated stand at the European
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Society of Human Genetics conference in Nice, France in 2007, at which 3 oral
presentations and 3 poster presentations were made. This is a major deliverable for
SAFE because these 6 presentations were chosen from over 1,700 abstracts submitted
for presentation. The SAFE Workshop at the same conference was attended by about
250 delegates and the speakers included Professor Dennis Lo (Deputy Chair, SAFE
Advisory Board).

Website
Reviewers’ comments for period 3:
Communication has been improved by a website, although it does not seem to be always up-
to-date. In spite of previous problems, the website is working as an essential tool for
improving communication.

The redesigned website was launched in September 2007.

In Feb 2007 it was decided that the SAFE website (www.safenoe.org) needed a new
image and a complete content overhaul, to reflect the progress of SAFE in its
spreading of excellence.

Waypoint Systems (56) decided to include the services of their strategic partner Carl
Jones Design to design the new website and the menus and content overhaul was
completed in conjunction with Lyn Chitty, the SAFE Project Manager, Barry Yau,
and the SAFE Project Assistant, Anna Guszcza.

At the same time Waypoint where asked to redevelop the SAFE online reporting tool.
Other objectives included:

• SAFE website counts
• The journal club area
• Search facility
• FAQ
• General Updates

In period 4 the website had a monthly average of about 76,000 hits, with some months
experiencing 90,000-95,000 hits. The monthly average for period 4 is more than
twice the monthly average in period 3 (which was 32,000 hits per month). This
reflects the high profile of SAFE and its effective dissemination program, and also the
work of Waypoint.

B. Scientific outputs

SAFE is now bearing the fruits of its long-term investment plans. There have been
over 90 publications over the past reporting period, many of them multi-partner
indicating that integration which showed significant signs in the last reporting period,
has been strengthened. SAFE continues to provide world-beating research, especially
in the application of maternal plasma based genotyping. This is especially true in the
mass-scale application of RHD genotyping using maternal plasma, where studies in
the Netherlands, UK and France have proven their effectiveness, and will be
implemented to conserve stocks of prophylactic anti-D. The “SAFE-standard” RHD
genotyping has become the exemplar of good practise, and steps are being made to
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ensure the test can be developed to be commercially available and CE-marked. The
pathway to this is described later.



Page 12 of 13

C. Social Science Outputs

Workpackage 6 has concentrated its efforts during this period on NIPD tests which
are already available. A major success has been the completion of a coordinated
international economic assessment of fetal RHD genotyping at the level of various
national routine antenatal anti-D prophylaxis (RAADP) programmes, using
international NIPD test accuracy data and cost comparisons, with sensitivity analyses
on pivotal price components. The question of whether introduction of such mass
testing to target RAADP will be cost-effective in any countries has been addressed
through the development of an economic simulation model which allows decision-
makers to enter their own national statistics and prices. Following suggestions from
the EC reviewers, WP6 has limited planned work on haemoglobinopathy NIPD and
re-focussed effort on assessing the economic, business and social implications of
NIPD direct marketing of tests for fetal sexing (i.e. sex selection). This activity is
being developed in collaboration with SAFE partners in India and China; it will also
consider the likely impact on migrant communities in Europe. We continue to
welcome collaboration with many partners including industry, international HTA
Agencies/ national policy making bodies and other Networks.

D. Management

The Management Office continued to provide support to the Co-ordinator, Steering
Committee and all partners, particularly in working with them to implement their
budget for period 4, by providing comprehensive and transparent financial documents
to each party providing a complete history and projection of their SAFE finances.
Partners benefited greatly because it enabled them to reconcile their own institutional
financial records with the official SAFE finances. The Management Office also
implemented online progress reporting by partners and the development of the
website, thereby ensuring the Steering Committee is informed of their partners’
activities.

The Management Office also worked with the Steering Committee to formulate a
budget that accurately reflected the true durable integration activities of period 4. The
revised JPA M37 to 54 (submitted to the EC in December 2007) indicates that 35% of
the budget has been allocated to Integration, 25% to Spreading of Excellence, 33% to
Joint Activities, and 7% to Management. Also, the revised JPA indicates that the
Steering Committee’s budget is only 25% of the total budget, the lowest proportion
ever in SAFE.

The Management Office produced the SAFE Handbook, an output that profiles every
scientist, researcher, fellow and PhD student in the network, their activities,
publications and samples used. The SAFE Handbook provides a comprehensive
profile that highlights the integration and spreading of excellence of partners within
the network and beyond.

The SAFE Project Manager, Barry Yau, continued his work in the strong growth of
the European Community Project Managers’ Association (www.ecpma.eu), whose
members are FP6 and FP7 project managers in the UK, The Netherlands, Germany,
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Cyprus, Sweden and France. In November 2007 Barry was elected Chairperson of
the Association.


