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Foreword

Nanotechnology undoubtedly presents a major opportunity for the
economic and sustainable development of many countries; current
predictions estimate the value of the global nanotechnology industry at
$1 trillion by 2015. It also presents many challenges. If the UK is to take
full advantage of the opportunities, we must identify and manage
potential risks before harm is done to human health or the environment.

That is why the UK research programme is so vital and timely. The
programme is truly a cross-government effort. It is being steered by
the Nanotechnology Research Coordination Group (NRCG) and draws
upon expertise from Government Departments and Agencies, the
Research Councils, academia and industry to characterise the potential
risks posed by engineered nanoparticles and to consider the social,
economic and ethical dimensions.

We are pleased to present this second Government research report which was promised as part of the
review process for the research programme. It reviews the status of research pertaining to the
environmental, health and safety issues relating to engineered nanoparticles. The report places the UK
research programme in an international context and we are collaborating with international partners,
particularly through the Organisation for Economic Co-operation and Development (OECD) and the
International Standards Organisation (ISO), to share data and experiences. In this way we will be able to
maximise the effectiveness and speed with which potential risks may be identified and managed. The
report also responds to the recommendations made by the Council for Science and Technology (CST)
review (March 2007) on the UK research programme and the activities of the NRCG.

The report clearly shows that the UK is actively pursuing relevant research. Government Departments and
Agencies will have funded around £10 million of Environment, Health and Safety related research between
2005 and 2008 with a number of projects having been completed or well under way. This funding sits
alongside major funding for research into the fundamental science behind the nanotechnologies through
the UK Research Councils, which provide the bedrock on which nanotechnology research is growing in the
UK, and the research delivered through the EU Framework Programmes.

There is still a way to go but we can be encouraged that we have got the programme off to a good
start. Advances in hazard and risk identification have been made but we still require knowledge and
understanding of the underpinning science necessary for the characterisation of nanomaterials and
work on human health impacts remains a priority. Both of these aspects continue to present major
challenges and will remain a focus for future activities.
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Executive Summary

In October 2005 the Government published ‘Characterising the potential risks posed by engineered
nanoparticles: A first Government research report’’, in which a set of 19 Environmental, Health and
Safety research objectives were described together with ongoing research in this area and proposed
research activities to be taken forward by the Nanotechnology Research Co-ordination Group
(NRCG). Funding opportunities were also summarized. This was followed in October 2006 by the
publication of a report? setting out progress made to meet these 19 objectives.

This report builds on the 2006 publication, providing an update on the NRCG’s objectives and
associated programme of work. It sets out an updated approach for funding additional research and
places UK activities in an international context. It also responds to the recommendations made by
the Council for Science and Technology (CST) review? published in March 2007 of the UK research
programme which was instigated following publication of the Royal Society and Royal Academy of
Engineering Report ‘Nanoscience and Nanotechnologies: opportunities and uncertainties™.

The five Task Forces, set up to take forward the work of the NRCG, have benefited from a broader
range of membership, and they now include representatives from industry and additional members
from the academic community. This report covers the activities of the five Task Forces and progress
on their action plans set out in the 2006 report to meet the 19 objectives.

Task Force 1 (Metrology, Characterisation, Standardisation and Reference Materials): A key output
has been a report related to the metrology and characterisation aspects which deals with defining a
set of reference nanomaterials and related issues as a means to focus the way forward to establish
a bank of reference materials for toxicology studies and other purposes. In addition, standardisation
work, particularly at the international level is proceeding very strongly with the UK taking a lead role.

Task Force 2 (Exposures: Sources, Pathways and Technologies): A concerted body of work has begun
or is proposed. However, the difficulties in distinguishing between engineered and naturally
occurring nanoparticles complicates the assessment of exposure to humans and the environment.
Nevertheless, the range of projects and proposals in this area, particularly in the occupational setting,
will provide a sound starting point to address many of the uncertainties in our understanding of such
exposure to engineered nanoparticles. Exposure in the workplace is an area of work where there has
been considerable progress made at an international level.

Task Force 3 (Human Health Hazard and Risk Assessment): The world literature on human toxicology
on nanomaterials has been growing, building on work undertaken on combustion derived particles
in the atmosphere. The toxicological properties of nanomaterials, like those of other toxicologically
active substances, seem to be controlled by dose although the most appropriate metric for dose may
be, for example, surface area rather than the mass which is the usual measure of dose. Within the
UK, two calls for research proposals have been made and work has now started. Reviews of issues
surrounding in vivo and in vitro toxicology studies on nanomaterials have been undertaken and a
proposal to establish a national nanotechnology inhalation research centre has been accepted for
funding. The issues surrounding the characterisation of nanoparticles will have a significant impact
on the ability to perform human toxicity studies.

Task Force 4 (Environmental Hazard and Risk Assessment): The range of work undertaken and in
progress in the UK on environmental hazard and risk assessment supports a number of research
priorities on the evaluation of ecohazard and fate and behaviour in the environment. This has seen
the successful launch of the Environmental Nanoscience Initiative (ENI), designed for capacity
building, pump priming and knowledge transfer activity to drive forward research programmes in
this area. An assessment of the fitness for purpose of current ecotoxicological methods for hazard
assessment of nanomaterials has been undertaken.
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Task Force 5 (Social and Economic Dimensions of Nanotechnologies): The UK has been active in
engaging with the public in nanoscience. Few such initiatives have taken place elsewhere. Currently
the results of the Demos’ People’s Inquiry are being considered, both in terms of their implications
for Government policy and for the future of public engagement activities. High quality studies by the
Economic and Social Research Council (ESRC) and the United Nations Educational Scientific and
Cultural Organization (UNESCO) on the social and economic aspects of nanotechnologies have
highlighted a number of further concerns and priorities for research. Key priorities for this Task Force
will be the economic clustering of the UK innovation community and the consumer and regulatory
implications of further nanotechnology development.

Government Departments funded around £10 million of Environment, Health and Safety related
research between 2005 and 2008. The Research Councils have also funded significant
nanotechnologies research under their responsive mode programmes. These cover a wide range of
activities, not only those focused on by the NRCG, and we recognise that more needs to be done to
improve understanding, particularly on characterisation of nanoparticles and human health impacts.
Progress has been made in joint and collaborative working, upon which we will build,
to increase research opportunities and capacity. This will include both directed and responsive mode
funding in the UK and via the EU Framework Programme. Discussions are underway to explore more
collaborative ways of working between Government Departments, their Agencies, the Research
Councils and industry. Opportunities are being explored to support projects through the
cross-Government LINK programmes where it is intended to use these platforms as a baseline for
any ensuing joint research proposals.

This report places the UK research programme in an international context. Other countries,
particularly the US, Japan and Germany, also have strong research programmes on nanotechnologies
and it is essential that we work together to pool resources and share results. The UK has been active
in the Working Party on Manufactured Nanomaterials (WPMN) set up under the auspices of the
Organisation for Economic Co-operation and Development (OECD) to consider the human health
and environmental safety issues associated with manufactured nanomaterials. Members of the
NRCG have joined the steering groups set up to take projects forward under the WPMN. This offers
a unique chance to combine international resources for research and to ensure no unnecessary
duplication of effort. The NRCG has also been active in encouraging the UK research community to
engage with the EU 7th Framework Programme which has a significant theme on nanomaterials,
including EHS aspects with associated funding. The responses to the first call for proposals are
currently under evaluation.

The Council for Science and Technology’s March 2007 review? of the Government’s progress on
nanotechnologies contained some specific recommendations for the NRCG and UK research
programme. This report takes the opportunity to respond directly to those recommendations setting
out what changes have already been made or will be considered in the future.

This second research report provides an update on the activities carried out so far and highlights key
priorities to be taken forward in the future. Significant progress has already been made, both within
the UK and internationally, but research programmes are generally still in their infancy and it will be
a while before concrete data is available upon which to base an appropriate appraisal of the
potential risks posed by manufactured nanoparticles. With a raft of international research underway,
there is a need to undertake a comprehensive review of completed research in the field to guide us
on future activities. This will be taken forward over the coming year. Results from the individual
projects reported in this document will be made publicly available and references for further
information are included throughout.
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Background

In November 2005, the Government, through the Nanotechnology Research Coordination
Group (NRCG), published its first research report' which identified 19 objectives to address
research requirements to understand the potential risks to human health and the environment
from manufactured free nanomaterials. The driver for the research report was the 2004 Royal
Society and Royal Academy of Engineering (RS/RAENng) report* on Nanotechnology which
highlighted the need to match the development and commercialisation of the new
technology with an understanding of potential risks to human health and the environment.
The Government responded by setting up the Nanotechnology Issues Dialogue Group (NIDG)
and the NRCG to coordinate policy and research respectively across Government
Departments, their agencies and the Research Councils. To avoid duplication of research effort
and ensure common, appropriate standards are developed for nanotechnologies, the UK has
also engaged in dialogue in international fora, particularly with the Organisation for Economic
Co-operation and Development (OECD) and the International Standards Organisation (ISO).
This second research report follows the publication of an interim progress report? in 2006 and
takes stock of progress on objectives and presents an updated look at the UK research
programme and its place in the international arena.

Development of materials and products based on the nanoscale has become a major
investment area on a global scale and there are many products already on the market which
use materials in this size range. The ability to manipulate chemicals into nanostructures has
many applications and a number of reviews have been written on the topic>®’. Applications
in medicine, cosmetics and personal care products, materials science, energy production and
storage and electronics are just a few examples where benefits to society, human health and
the environment are predicted. However, what is also needed is assurance that the many
current and foreseen applications are safe to use. Nanotechnology presents a major
opportunity for the economic and sustainable development of many countries (estimates have
predicted the value of the global nanotechnology industry at $1 trillion by 2015%) and there
could be very significant implications for business and the wider community if potential risks
are not identified and managed before any harm to the environment or human health may
be done.

In March 2007, the Council for Science and Technology (CST) reviewed the progress of UK
commitments to nanotechnology?® as outlined in the Governments response to the RS/RAEng
report. This document considers the recommendations made by the CST for the research
programme, the NRCG and associated activities.

This report follows a similar structure to the 2006 progress report where an overall
introductory consideration of the research strategy, including funding issues, is followed by
contributions from the individual Task Forces on their research priorities and position in
meeting objectives. This has inevitably led to some differences in style and format within the
document but attention has been paid to the accuracy of information provided. Details of
specific research programmes, results, reports and publications are provided in Annexes at the
end of the report.

UK Strategy and Approach to Research

Evidence is required to support decisions on appropriate controls that might be necessary for
the nanotechnology industries and their products and the NRCG has been, over the past two
years, formulating and taking forward an approach to the challenges presented. The priority
is to increase our understanding of the hazards and risks of manufactured nanomaterials and
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to have investigated the options for appropriate regulation where it may be necessary to
prevent harm to human health and/or the environment. This is in the interests of producers,
consumers and the general public ensuring the benefits of this new technology are gained
without detriment to society. All stakeholders should have the opportunity to be party to the
oversight of the process. The Government, in acknowledging the extent of the field that
nanotechnologies embrace, has encouraged and participated in international co-operation
and collaboration on research requirements especially through the EU Nanoscience and
Nanotechnologies Action Plan 2005-2009 and the OECD, which has set up a Working Party
on Manufactured Nanomaterials (WPMN).

In the longer term, there is a need to build research capacity to be able to understand the
more fundamental aspects of the properties, toxicokinetics, and fate and behaviour of
nanomaterials in the environment, to be able to develop models for the prediction of impacts
and to design new materials that are inherently safe to human health and the environment.
A detailed consideration of the safe handling of nanomaterials over different time frames has
been recently published® which encapsulates the research needs in this area over the next
10-15 years. There have been various other reports on the needs and strategies for addressing
the risks from nanotechnologies'®'"'? which present broadly similar objectives and priorities for
the required research.

The NRCG set up five Task Forces early in 2006 to take forward the 19 objectives outlined in
its first research report. The membership of the Task Forces is listed in Annex K. Each Task
Force has members from academic institutions, industry, Government Departments,
their Agencies and the Research Councils to get the widest possible input and buy in to their
work programmes. The five Task Forces and their research areas are:

Task Force 1: Metrology, Characterisation, Standardisation and Reference Materials
Task Force 2: Exposures — Sources, Pathways and Technologies

Task Force 3: Human Health Hazard and Risk Assessment

Task Force 4: Environmental Hazard and Risk Assessment

Task Force 5: Social and Economic Dimensions of Nanotechnologies.

The research areas breakdown into the 19 objectives which are listed by Task Forces at
Annex J.

The Task Forces have developed action plans, which were set out in the Government’s 2006
progress report and which identified priority areas for research. It became clear to all the Task
Forces that there are seven overarching requirements common to them all if we are to
understand Environment, Health and Safety (EHS) issues:

e A fundamental requirement to be able to measure and characterise nanomaterials in a range
of media (air, soil, water and in testing nanoparticles for toxicity). This includes having
appropriate methods and instrumentation, the ability to differentiate manufactured materials
from naturally occurring nanoparticles in the environment and the ability to measure
nanomaterials in biological systems.

e A critical need to understand which physico/chemical properties of nanomaterials are
important for toxicity/ecotoxicity such as particle size and size distribution, surface area,
surface properties, aspect ratio, surface charge etc.
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11.

12.

13.

e A means of prioritising nanomaterials for EHS studies and identifying a set of ‘reference’ or
representative materials for testing. This requires separate consideration for occupational
exposure and exposure from consumer products and via the environment.

e A need to know whether methods used in hazard assessment of chemicals, specifically OECD
test guidelines (or their equivalents), are fit for purpose for use with nanomaterials.

e A testing plan for ‘reference’ or representative materials to establish potential hazards to
human health and the environment for a range of nanoparticles through an agreed set of
toxicity methods.

e The requirement for a review of current risk assessment approaches and associated
methodologies for chemicals with regard to their potential suitability for dealing
with nanomaterials.

e To understand the economic, social and ethical implications of nanotechnologies through a
programme of public dialogue, social and economic research.

The Task Forces noted an overarching imperative for standards for nanotechnology
nomenclature, characterisation and measurement methods and for codes of practice for safe
handling and development of new materials. Progress on the development of standards is
considered under the section for Task Force 1.

Many of the above seven actions need to be undertaken in parallel to arrive at a position
where evaluation of hazard, exposure and risks can be based on evidence from widely agreed
and accepted characterisation procedures and testing protocols. In the generation of hazard
data there is also an important need to look at the role that in vitro methods can play to
reduce the reliance on animal testing.

In considering these research requirements, the Task Forces took account of the need for the
UK to play its part in the wider international research effort. They were also mindful of the
potential problem of capacity and capability of the UK research community to undertake the
work required and of the competing demands on the various forms of funding available to
meet the priorities set for nanotechnology EHS research.

Funding the research

There are a number of funding opportunities available to support research work in the UK and
these are not specific to nanotechnology. What is unusual in the present situation is the
identification of and need for a very significant programme of work in a rapidly developing
area of technology and concerns about the limited capacity of the research community to
respond quickly enough to the many questions that arise. Industry, Government Departments
and their Agencies, the Research Councils and EU funding Framework programmes all have a
role to play and it is clear that the best way ahead is to work collaboratively making best use
of the various resources available in a shared responsibility for capacity building and to fund
the necessary research work.

The responsibility for funding research into EHS implications of nanotechnologies will remain
with the appropriate department, agency or Research Council and not through a single
department, body or agency with power to allocate funds and instigate action as
recommended by the CST. This makes it all the more important to collaborate and share the
funding of projects in the UK. This approach also holds true at the international level where
collaboration will lead to a more efficient use of funds and will avoid unnecessary duplication
of effort, particularly where the use of animals for hazard identification and characterisation
cannot be avoided.
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In the UK, therefore, the NRCG will strive to strengthen joint working on Environmental,
Health and Safety Research to draw further together those responsible for the various funding
streams. Examples to build on include the ‘directed call’ approach adopted by the Natural
Environment Research Council (NERC) in conjunction with the Environment Agency (EA) and
Defra for the Environmental Nanoscience Initiative to focus proposals in a particular area of
research; the MRC (Medical Research Council) Highlight Notice framed around the relevant
NRCG objectives and the industry/Government collaborative research programmes run by the
Technology Strategy Board and Research Councils and Defra’s LINK programmes with industry.
The intention with these programmes will be to ensure that the balance of the research
towards safe and responsible development is appropriate as recommended in the CST review.

Government and Agency funding

15.

16.

17.

18.

Government Departments and Agencies fund research to answer specific policy questions.
Defra, the Health and Safety Executive and the Environment Agency have all committed funds
for nanotechnology research over the past few years and this has been reported on in the
previous two Government reports. The National Measurement System (NMS) in the
Department for Innovation University and Skills (DIUS) funds nanometrology activities in a
number of programmes: Innovation R&D, Chemical & Biological Metrology, Engineering &
Flow Metrology, Materials & Thermal Metrology, Physical Metrology, Quantum Metrology and
Measurements for Innovation.

Total funding from Government Departments and Agencies on EHS work between
2005 and 2008:

Defra Approximately £1.5m from 2005/2006 to 2008
DH  £250k for 2007/2008.

DIUS  Approximately £6.2m spend on nanometrology activities from 2005/2006 to 2008
(includes £2.6m prediction for 2007/2008).

MoD Approximately £50k.

EA  £100k total between 2005 and 2006.

FSA  £106k total for 2007/2008.

HPA  Approximately £300k allocated.

HSE  Approximately £1.63m between 2006 and 2008.

Total £10.136m

Although nanotoxicology lies outside the Department of Health’s (DH) usual sphere of
funding, DH recognises that without cross-Government support in this area it will be difficult
to move the subject forward. DH has therefore recently committed to providing £1.25m over
5 years to support the health-related research needs identified by the NRCG. Future funding
beyond this commitment would expect to be targeted on areas that are regarded within DH’s
usual remit.

The Ministry of Defence (MoD), Biotechnology and Biological Sciences Research Council (BBSRC),
Engineering and Physical Sciences Research Council (EPSRC) and Medical Research Council (MRC)
contribute funds totalling £19.4m (3.4m, 3.0m, 10.0m and 3.0m, respectively) towards running
the Interdisciplinary Research Centres (IRCs) in nanotechnology at Oxford and Cambridge
Universities. However, only a small proportion of these costs are devoted to EHS research.
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Similarly, the Technology Strategy Board is funding three UK based Micro and Nano Technology
open access facilities on Micro and Nano Technology. SAFENANO is an information centre
(http://www.safenano.org/) with a focus on capturing emerging scientific evidence and
translating it in a way that enables industry to develop nanoscale technology safely and
responsibly. SAFENANO exists as a free information service through its website. The project cost
over its three year life is £318k which is 100% funded by the Technology Strategy Board.

The Technology Strategy Board is also funding two centres offering services on
Micro and Nano scale materials characterisation. The two centres — CEMMNT
(http://www.lboro.ac.uk/research/cemmnt/) and Begbroke Nano (http:/Awww.begbroke.ox.ac.uk/),
based at Loughborough and Oxford Universities respectively - have total project costs of £12m
over their project lives of five years, with £6m grant support from the Technology Strategy
Board. CEMMNT attributes approximately 2% of its enquiries to Health and Safety issues.
Begbroke Nano attributes approximately 5%.

The CST review supported the RS/RAEng recommendation in 2004 that Government should
spend a minimum of £5m/year over the next ten years to achieve the research aims.
The amounts to be spent in the future will depend on an analysis of available resources
following the announcement of the 2007 Spending Review. In analysis preceding the Review,
Her Majesty’s Treasury (HMT) had regard to eight science and technology clusters identified by
the Government Office for Science. These clusters, which include nanotechnologies,
are areas where developments affecting wealth creation, changing society or transforming
public services are to be expected in the next decade.

Research Council funding

22.

23.

24.

The Research Councils provide funding for high quality research. Their coordinating body,
Research Councils UK (RCUK), has established a Nanotechnology Group in order to facilitate
cross Council working in the area. The Group meets regularly to exchange information and to
consider the possibility of cross Council initiatives in the area. The Environmental Nanoscience
Initiative and the Interdisciplinary Research Centres in nanotechnology are examples of
existing cross Council initiatives. Progress with cross Council initiatives will be considered
following the announcement of the Comprehensive Spending Review 2007. Councils will
be contributing to the cross-Council priorities, one of which is ‘nanoscience through
engineering to application’, and Councils will be agreeing individual contributions which will
be outlined in the updated RCUK Delivery Plan which will be submitted to DIUS in the near
future.

Typically, the Research Council funded projects’ usefulness in providing the high quality
research base on which others (e.g. Defra, Technology Strategy Board) can build is very high,
although the projects might not address NRCG Research Objectives explicitly. Both the
Research Councils and the Technology Strategy Board support a number of nano
characterisation facilities that are available to a wide range of researchers, including those in
the EHS domain. It is not possible to quantify the extent of future usage of such facilities by
EHS researchers. However, this substantial investment of public funds provides a valuable
underpinning resource for EHS researchers.

The Engineering and Physical Sciences Research Council (EPSRC) has established
a strategy for nanotechnology; this is described in detail at: http://www.epsrc.ac.uk/
ResearchFunding/Programmes/Materials/ReviewsAndConsultations/Nanotechnology/
NanotechnologyStrategy.htm
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25.

26.

EPSRC has already started to implement this strategy through the appointment of a Senior
Strategy Adviser, the creation of a Strategic Advisory Team, and the launch of calls for
equipment sharing and the first Grand Challenge in the area of large-scale, integrated
projects exploiting nanotechnology to enable cheap, efficient and scalable ways to harvest
solar energy. EPSRC will also start to consult on the scope of the second Grand Challenge,
which will be in the area of healthcare. In addition to working with funders, users and
researchers, the EPSRC will also seek to secure an input from the public on the choice of areas.
This will build upon completed work on public engagement through, amongst other things,
the Nanotechnology Engagement Group.

Further details of nanotechnology EHS and economic and social research supported by the BBSRC,
EPSRC, ESRC, MRC and NERC are contained in the relevant Task Force sections of the report and
a summary of research relevant to NRCG objectives funded since 2004 can be seen in Annex H.

EU Framework Research Programme

27.

Members of the NRCG have been strongly supportive of the submission by UK institutions of
proposals under the New Materials and Nanotechnologies theme of the EU 7th Framework
Research Programme (FP7) which has €3.5bn available for research in this field. Responses to
the first call for proposals will be finally evaluated by November 2007 and a second call for
proposals will go out in December. It is expected that a number of projects to support EHS
objectives will be funded and the NRCG will be keeping a close watch on these and how they
will fit into its own and the broader research agenda. A number of collaborative projects have
been funded under the EU FP6 programme including Impart, Nanotox, Nanosafe 2, NANOSH
and these are considered within the appropriate Task Force sections.

OECD Working Party on Manutactured Nanomaterials (WPMN)

28.

29.

The very large potential number and variety of new nanomaterials poses a real issue of
capacity and capability for any one country to carry out the work necessary to understand the
EHS aspects of nanomaterials. It is for this reason that the international community has come
together under the Organisation for Economic Co-operation and Development (OECD) to
formulate programmes of work to address the knowledge gaps. The OECD Working Party on
Manufactured Nanomaterials (WPMN) was set up at a meeting in London in October 2006.

The WPMN, through its 6 projects each overseen by a Steering Group (SG), has drawn up
operational plans which are being actively worked on. The six Steering Group topics are as
follows:

SG1 Database on Environment Health & Safety (EHS) Research

SG2 EHS Research strategies on manufactured nanomaterials

SG3 Safety testing of a representative set of manufactured nanomaterials.

SG4 Manufactured nanomaterials and test guidelines.

SG5 Co-operation on voluntary schemes and regulatory programmes. A drafting group
on co-operation on exposure measurement and exposure mitigation will have inputs
from SG5.

SG6 Co-operation on risk assessment.
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32.

33.

The operational plans from the Steering Groups are in the main part in line with
similar approaches and strategies from the UK NRCG and other bodies such as the US
Environmental Protection Agency®, the German Government™ and the US National Science
and Technology Council™ which have produced their own research reports.

The UK is well represented on the OECD WPMN having members on the managing bureau
and each of the 6 Steering Groups with the lead on one of them. This will enable the UK to
contribute to and learn from this internationally shared responsibility for understanding
hazard, exposure and risk assessment of manufactured nanomaterials. The Steering Groups
have frequent teleconferences and occasional meetings to take the operational plans forward
and ensure no overlap of responsibilities. The WPMN meets twice a year to review progress
and the third meeting was held in November 2007.

International Research

An attempt has been made to identify ongoing research and proposals for new projects
outside the UK. The intention was to broadly identify some of the more important activities
and not to catalogue an exhaustive list of research work of other countries — indeed this is an
exercise which the OECD will be attempting as part of its operational plans. The table at
Annex F lists projects which are funded by other international Governments, research
institutes or consortia of industry, public bodies or Government and work being carried out
within academic institutions. It is not clear just how much research is going on within industry
as this information is not always publicly available. Internationally it is recognised that there
are three main priorities for research:

e There is a widespread lack of evidence of research on human health aspects of nanomaterials
and the sharing of research results in this field. A recently published report™ of a study carried
out on behalf of the Swiss Federal Offices for the Environment (FOEN) and of Public Health
(SFOPH) confirmed the limited data available on the toxicology, release, environmental
behaviour and safety of nanoparticles. Furthermore, it questioned the meaningfulness of the
results of the few studies carried out, particularly those using high concentrations of particles,
and with samples or materials that had not been adequately characterised.

e Given the fast pace of developments in nanotechnology applications and an ever increasing
market for nanotechnology products, there is an urgent need for more international
collaboration to accelerate the process of risk assessment. With the majority of current
research proposals projected to run over a span of a few to several years, the urgency
to generate key EHS data can not be overemphasized. One of the recommendations
flowing from the paper “EPA and Nanotechnology: Oversight for the 21 Century”'® is for the
U.S. Environmental Protection Agency (EPA) working with State Departments and
other agencies to fully support the OECD’s developing mechanisms for exchange of
nano research results.

e |t is widely accepted by the international community that the development of appropriate
reference materials and characterisation methodology, is lagging behind, and remains a
significant factor hindering the design and execution of experiments and interpretation of
research results.

Within Europe, the UK and German Governments have been actively involved in driving
research over a number of years, the latter having brokered a partnership approach with
industry, examples of which include the recently initiated projects Nanocare, Tracer and Inos,
which draw upon the research expertise from industry, research institutes and universities.
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A paper (Annex G) released in July 2007 by DECHEMA (Society for Chemical Engineering and
Biotechnology) and VCI (German Chemical Industry Association) outlines the “Roadmap of
the Dechema-VCl Working Group on safety research on nanomaterials” detailing industry
involvement in national as well as EU 7th Framework Programmes to assess the potential risks
posed by nanomaterials.

Elsewhere in Europe, where Government interest has been identified, it has not translated
into significant action yet, and for most of these nations, the process of formulating action
plans is just beginning. Nevertheless, projects in research institutes and universities can be
identified. These are in the main funded through the EU FP6 programmes and include:
NANOSAFE 2 (France, Belgium, Germany, Slovenia, Switzerland, Finland, UK); Nanolnteract
“Development of a platform and toolkit for understanding interactions between
nanoparticles and the living world” (Ireland); DIPNA “Development of an Integrated
Platform for Nanoparticle Analysis (Italy); NANOSH (Finland, Germany, Netherlands, Poland,
UK). More details about other existing EU programmes can be found at:
(http://cordis.europa.eu/nanotechnology/src/safety.htm).

The European Commission has also committed to boost support for collaborative risk related
research on nanotechnology through the FP7 programme for which first calls for proposals
were published in December 2006, details of which can be found at:
(http://cordis.europa.eu/fp7/cooperation/nanotechnology_en.html). In addition, DG Research
of the European Commission recently circulated, for comments, a report on the research
efforts at EU level.

The Nanotechnology and Molecular Imaging Unit is one of five Scientific Units of the Institute
for Health and Consumer Protection of the European Commission’s Joint Research Centre
(JRC). The unit provides scientific support in key technologies for JRC priority areas related to
Environment and Health, alternative methods, exposure monitoring and security. In the area
of nanobiotechnology, based on extensive experience in surface engineering and
biophotonics, new bio-interfaces, biosensors and diagnostic systems are developed and
tailored to specific applications in toxicology (high throughput screening), exposure
assessment and monitoring, toxicity of nanoparticles, and health.

The Swiss Government is one of the latest entrants in developing a plan of action for research
priorities. This progresses the Swiss “Risk Assessment and Risk Management for Synthetic
Nanomaterials 2006 — 2009” plan and will be informed by the findings of the study™
mentioned above. The Research Council in Norway has adopted a national strategy which is
awaiting consideration by Government, whereas in the Netherlands, an inter-departmental
working group on possible risks is due to produce an action plan for the Government.

The Swedish Government has commissioned a review of available knowledge and
identification of gaps with a view to formulating proposals for filling gaps, whereas in Italy, a
Commission has been set up to cover the range of risk issues.

In France, the National Institute for Industrial Environment and Risks (INERIS) and other French
partners to the EU funded NANOSAFE 2 programme, as well as national agencies such as the
National Research and Safety Institute (INRS, http:/en.inrs.fr/) are working separately or
together to identify and develop the metrology needed to characterise human exposure and
enhance knowledge of the toxicity of nanoparticles and nanotubes. Some research on
exposures and human health issues is already underway in conjunction with NANOSAFE 2 which
is coordinated by the Commissariat a |'Energie Atomique (CEA, Atomic Energy Commission) in
France. In Spain, a number of initiatives with a focus on networking/information sharing are in
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41.

42.

43.

44.

45.

46.

place, and it is anticipated that increased funding will be made available for EHS through the
renewal of the strategic action on Nanoscience and Nanotechnology (2004 -2007).

In Denmark, the National Research Centre for the Working Environment’s (NFA) programme of work
(http://www.arbejdsmiljoforskning.dk/?lang=en) focuses on integrating research on nanoparticles,
aerosol science and molecular biology. The Technical University of Denmark is leading on some
research covering metrology, exposure and human health.

In Finland the nanotechnology programme (FinNano) was started in 2005 and consists
of research and technology development. It is carried out in close co-operation
with the Academy of Finland’s Nanoscience Research Programme (http://akseli.tekes.fi/
opencms/opencms/OhjelmaPortaali/ohjelmat/NANO/en/etusivu.html) which combines nanoscale
research in chemistry, physics and biosciences and supports the overall development of the field in
Finland. Details of the FinNano projects can be found at: http://www.aka.fi/en-gb/Science-in-
society/Research-programmes/Ongoing/FinNano/

In the US, the Woodrow Wilson International Center for Scholars through its Project on Emerging
Nanotechnologies has been pivotal in not only informing and driving forward the direction of
research in the USA, but also in providing a platform for information sharing for the international
community.

Within the US, there is a level of collaboration between industry and the Government, with a fairly
active programme in place, particularly in occupational exposure and human toxicology issues.
A number of existing projects have been extended, as new projects start to come on line. Records
held on the Woodrow Wilson Inventory of Nanotechnology Environment, Health and Safety
research” indicate approximately 17% (environmental hazard), 10% (metrology and
characterisation) and 3% (social and economic related issues ) percent respectively of the total
number of projects.

A range of US Government agencies, namely, the Environmental Protection Agency (EPA),
the National Institute of Occupational Health and Safety (NIOSH), the National Institute of Health
(NIH), the National Science, Engineering and Technology Committee (NSET), the Food and Drug
Administration (FDA), the Occupational Health and Safety Administration (OHSA), etc., are involved
in funding or administering research. A Government call (http://www.nano.gov/html/
society/ehs_priorities/) for comments on the prioritisation of the Environmental Health and Safety
research needs was issued in August 2007 to inform the focus of continued research.

In Canada, the National Sciences and Engineering Research Council (NSERC) is funding a number
of research projects in metrology and characterisation as well as a few related to human and
environmental health hazard issues.

Within the Asia Pacific Region, 13 economies (Australia, China, Hong Kong, India, Indonesia, Korea,
Japan, Malaysia, New Zealand, Singapore, Taiwan, Thailand and Vietnam) have come together to
form the Asia Nano Forum (ANF), a network organisation now established as a Non-Government
Organisation in Thailand, to foster collaboration and act as a focus for regional and global
nanotechnology issues for its members. The 3rd International Symposium on Nanotechnology and
Occupational and Environmental Health held in the region between 29 August and 1 September
2007, was organised by the Taiwan National Nanoscience and Nanotechnology programme and the
National Chaio Tung University. Details of the symposium can be found at: http:/nano-
taiwan.sinica.edu.tw/2007_EHS2007/index.htm. The findings of a number of projects being
pursued by NRCG Task Force 2 to progress Research Objectives 6 and 7 were presented at the
Symposium.
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47. In general, demonstrable activity amongst ANF members appears to be focused on
occupational and human health aspects: a response to the paper “Options for a National
Nanotechnology Strategy” being prepared by the Australian Government; the Laboratory for
Bio-Environmental Health Sciences of Nanoscale Materials in China offers a facility for
scientists to conduct multidisciplinary studies on the biological effects of nanomaterials with
regard to human toxicology; a 5 year project encompassing research on metrology, exposure
and human health aspects launched by the Japanese Government; a project on human health
and environmental safety set up within the framework of the previous Eco-technopia21 in
Korea; Coordination of research effort in studying EHS issues from different agencies overseen
by the National Nanotechnology Program (http://nano-taiwan.sinica.edu.tw/) in Taiwan;
focus on nanosafety issues in the 3rd phase of the Thailand Government’s strategic plan
(NANOTEC, 2004 — 2013).

1.5 Council for Science and Technology (CST) Review of March 2007 - issues
for research and the NRCG

48. The CST review of March 2007° covered the whole range of Government's policy
commitments on nanotechnology but it is intended here to address only the comments and
recommendations made on issues relating to the research programme and the NRCG.
An initial response to the overall recommendations from the CST review was given by the then
Science Minister, Malcolm Wicks, in May 2007.

49.  The CST was generally supportive of the approach the Government had adopted so far but
was critical in particular of funding for research and the co-ordination of activities across
different departments and agencies. In addition there were particular recommendations for
the NRCG.

The CST recommended that:

The Government must cease to rely primarily on responsive mode funding to fill the
knowledge gaps.

The Government must embark upon an immediate programme of strategic research spending
in order to achieve the NRCG objectives.

Government programmes that support the nanotechnology industry should consider
ring-fencing a proportion of the budget — which could still be channelled through
industry-to research toxicology and health and environmental impacts of nanomaterials.

Government must continue to engage proactively with the European 7th Framework
Programme to ensure that sufficient funding is allocated to the responsible development of
nanotechnologies.

50. The earlier section under Funding the Research (see section 1.3) addressed the above
recommendations. It gives notice of the Government’s intention for a more joined up
approach to optimise the use of available funding for more directed programmes of work,
the intention to engage more closely with industry on EHS issues through joint funding
mechanisms and the broad encouragement via the NRCG for maximum interaction with the
EU Framework programme.

For the NRCG the CST made the following recommendations:

The Government should explore the possibility of making the NRCG more directly involved in
awarding research funding, in order that its valuable work in identifying research priorities will
have an immediate impact.

10



Introduction

51.

52.

53.

The NRCG should adopt a higher profile within the research community in order to increase
awareness of its work.

The NRCG is encouraged to continue its recent efforts to include more social and independent
scientists on its Task Forces.

As explained above, the Government considers that responsibility for funding research into
the health, safety and environmental implications of nanotechnologies should remain with the
appropriate department, agency or Research Council and not be administered by a single
body such as the NRCG.

The Government will raise the profile of its work on nanotechnologies through establishing a
Ministerial Group from the Department of Health, Defra, the Department for Work and
Pensions, the Department for Innovation, Universities and Skills and the Department for
Business, Enterprise and Regulatory Reform to bring together the Ministers responsible for the
research base, innovation, health, safety and the environment. The NRCG will report to the
Ministerial Group. In addition, the NRCG will continue to provide regular updates of activities
and progress to the Nanotechnology Stakeholder Forum. Further organisations are being
invited to join the Forum to include a broader range of members with interests in the topic
including the Royal Society of Chemistry and the Institute of Physics.

The NRCG will continue to engage as widely as possible with the academic and industrial
communities to synergise outputs in research both in quantity and in quality. The NRCG has
welcomed further members from the academic community and from industry on to its Task
Forces to enable a wider input into their action plans and to contribute ideas for research
priorities and funding mechanisms. The NRCG, in commissioning research work, aims to give
the outputs maximum exposure and review through the convening of open workshops and
seminars. Where appropriate Government Scientific Advisory Bodies, such as the Advisory
Committee on Hazardous Substances (ACHS), are asked to review research project
specifications and reports and their views are taken on board.

On research priorities the CST recommended that Government must ensure that the following
research priorities are achieved:

An urgent priority is formulating short-term toxicity protocols, focussing on the types of
nanomaterials — including metals, metal oxides and carbon nanotubes — currently on the
market and being used by industry.

A longer term need for substantive research into the toxicology, health and environmental
impacts and environmental fate of nanomaterials.

Development of methodologies for life cycle assessments involving nanomaterials and the
carrying out of life cycle assessments would also be valuable, though is of lower priority than
the above.

Although much work remains to be done in the field of nanometrology, discussions with HSE
and with industry indicate that the substantive investment up to this point has succeeded in
developing the field to the extent that responsive mode and demand from industry should be
sufficient to develop the capabilities to the required standard, with only minimal further
directed programmes from Government.
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The Government has just completed a study®, funded by Defra, to look at those
nanomaterials that are presently being used commercially and are likely to be in the future
and combined this with an estimation of likely environmental exposure through production
and use (see Task Force 2 section for details). This will enable the focus of attention for further
study to be placed on the materials with greatest potential for environmental exposure. Defra
has also commissioned research to look into the fitness for purpose of currently used
ecotoxicity testing methods in order to assist with the development of protocols suitable for
use with nanomaterials and this is reported under Task Force 4. There has also been an
overview by the European Commission’s Scientific Committee on Newly Identified and
Emerging Health Risks (SCENIHR)™ of the Technical Guidance Documents used in chemical
hazard and risk assessment for their appropriateness for dealing with nanomaterials.

The report has been the subject of a public consultation and the final document published in
June 2007 will be used to further guide the development and use of existing methods of
human health and environmental hazard assessment.

Longer term research into EHS issues will be achieved as a result of capacity building and
responsive mode funding, some directed, through the UK Research Councils, FP7 and other
international research programmes as discussed elsewhere in this report. A large amount of
research will be needed into the toxicology and ecotoxicology of nanoscale materials, but the
community of toxicologists in the UK is small. To encourage the development of this
community, the MRC issued a Highlight Notice in March 2007 encouraging the submission of
research proposals aligned with the NRCG research objectives.

In contrast to the CST view, the Government believes that there is still much to be done on
nanometrology and related issues of characterisation and preparation of materials for testing.
There has been significant progress in this area but there needs to be a comprehensive review
of what measurements are needed in the various environmental and testing matrices and
what instruments are available to make those measurements. Task Force 1 considers this item
and highlights the gaps in our capability. It incorporates views from Task Forces 2, 3 and 4
about what needs to be measured in toxicology studies and what methods are available.

The Task Forces have identified life cycle assessments (LCA) as research priorities and will seek
to address this aspect through collaborative programmes with industry. An important part of
LCA is in understanding the potential for exposure and impact from nano products
throughout their life cycle from production, use and disposal/recycling.

Since its establishment in 2005, the NRCG has reviewed the research needs on EHS for
nanomaterials and developed plans for taking this forward; this 2nd Government Report flags
up progress made by each of the Task Force areas and records results achieved so far.
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Reference materials

2.1 Research priorities and proposals

59. Task Force 1, and indeed the other 4 Task Forces, have repeatedly identified metrology issues
as being fundamental to make progress across the whole set of NRCG Research objectives.
They are also unanimous in recognising that there are critical gaps in the metrology tools for
these measurements — for example quantification of dose by surface area, and quantification
of engineered nanoparticles amid a background of particles of similar size that are products
of incomplete combustion from road transport and elsewhere.

60. Task Force 1 emphasises the need for the development of measurement methods, particularly in

e The quantification of dose in toxicology studies.

e The quantification and characterisation of engineered nanoparticles against a
larger background of particles of similar size but less aggressive chemistry
(typically products of incomplete combustion).

e The characterisation of Surface Area and Surface Chemistry.

e Compact, rapid and inexpensive measurement methods that can form the basis for
future workplace risk assessments.

e Documentary standards describing the above methods, and appropriate reference
materials to validate them.

2.2 Background and brief summary of current status of research including
issues arising in progressing the programme of UK research activities

61. The remit of Task Force 1 is Metrology, Characterisation, Standardisation and Reference
Materials. Progress in issues of metrology and characterisation continues steadily,
while developments in standardisation and reference materials have accelerated over the
period since the last NRCG research report.

2.2.1 Reference Materials

62. The REFNANO® project that took place in the first half of 2007 has been a major step forward
in the prioritisation of needs for reference materials and measurement methods in support of
nanoparticle toxicology and risk assessment. Since it has direct impact on three of the Task
Force's Research Objectives, REFNANO is discussed in depth in sections 2.3.1 and 2.3.2 below.

2.2.2 UK and International Standardisation Activities

63. The UK has the highest international profile in nanotechnology standards activities.
Progress has been rapid in this area, with most initiatives being proposed by the UK, and in
around half of cases the UK making the predominant contribution to the development of the
relevant standards.

64. Developments have been particularly rapid since the establishment of the ISO (International
Standards Organisation) committee TC229 on Nanotechnologies in June 2005 following the
UK's proposal. The UK holds both the chair and the secretariat. The UK hosted the first
meeting of the new committee in London in November 2005, submitted the first new work
item proposal on terminology and definitions for nanoparticles, and has provided leadership
roles in task groups for roadmapping and for identifying the work programme for one of its
working groups.
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2.3
2.3.1

65.

2.3.2
66.

67.

UK experts are participating in the majority of the 12 work items so far approved for
development, and will participate in all relevant future work items, provided resources are
available. The volume of work in this and other standards bodies is now extensive,
and reported in further detail under item 2.8.

Summary of current position by research objective (RO, UK projects)

RO2: To identify the most suitable metrics and associated methods for the
measurement and characterisation of nanoparticles

The REFNANO research project that took place in the first half of 2007 has been a major step
forward in the prioritisation of needs for reference materials and measurement methods,
including in support of nanoparticle toxicology and risk assessment. An important output
has been the prioritisation of metrics and associated measurement methods?'. The priority
list includes;

e a minimum set of six characteristics to be determined for the reference/test materials:
= Aerodynamic equivalent diameter
= Absolute length
= Specific surface area
»  Number of particles per unit mass
» Concentration of bulk and/or surface contaminants
= Polymorphic composition
e a further ten lower priority parameters for characterisation;
e the appropriateness and availability of characterisation methods.

RO3: To develop standardised, well-characterised reference nanoparticles

The REFNANO project was based on an informed discussion and opinion-gathering activity
with representatives from the toxicology, metrology and nanomaterials producer/user
communities. A critical aspect was that these communities understand the needs and
capabilities of each other. This was achieved through representation of the communities on
the Project Management Group, the preparation of five topic briefing papers designed to
inform discussion at two workshops attended by key opinion-leaders in the field,
and consultation with other internationally-recognised reference material initiatives.

As part of the REFNANO review of toxicology needs, a questionnaire survey of 22 opinion
leaders in particle toxicology, who are currently working on nanoparticles was carried out.
There was unanimous agreement that a reference bank of nanoparticle materials was needed.
There was also strong agreement that the bank should contain particles selected around
3 main criteria:

1. Industrial Nanomaterials: to select reference nanomaterials on the basis of scale of
production and likelihood of exposure;

2. Hypothesis Driven: to select reference nanomaterials on the basis of how their
physicochemical properties are expected to interact with the living system, and that will be
useful in answering particular toxicology (and eco-toxicology) questions, e.g. length
distribution and its effect on carbon nanotube toxicity;
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68.

2.3.3

69.

70.

2.3.4

71.

3. Distributed Analysis: to select reference nanomaterials in the context of standardised
comparative studies. The bank should contain benchmark control particles such as polystyrene

latex, or reporter nanoparticles such as quantum dots.

the REFNANO project developed a series of outputs including:

and distributed analysis.

e a list of seven high priority reference/test materials to meet the needs of toxicology

and metrology:
= carbon black
s TIO:
s /n0O
= Single-walled and multi-walled carbon nanotubes
= Polystyrene
= Metal & metal oxide
s Combustion-derived nanoparticles
e a further eight lower priority materials to meet the needs of toxicology and metrology;

e information relating to the quantities of materials needed and the matrix in which they

are present;
e a proposed development schedule for nanoparticle reference materials.

explosion potential, and assess/develop methods for evaluating this

work on explosion risk assessment®,

into the apparatus in a sealed system.

measurement of exposure to nanoparticles in soil and water

extraction protocols.

Based on the discussions and recommendations arising from the two workshops,

a rationale and set of criteria for selection of priority reference/test materials associated
with high production volume (HPV) industrial nanomaterials, hypothesis-testing,

RO4: Understand the properties of nanoparticles in the context of their ignition and

The Health and Safety Laboratory (HSL) published an extensive review? of the issues
associated with the explosive potential of nanoparticles in 2004. HSL announced in 2007 the
launch of the Centre for Interdisciplinary Nano-Research (CINR) which includes expertise and

HSL have designed an explosion test vessel specifically for nanopowders under a project
started in December 2006, which will run for 2 years and cost £305k. The test chamber has
an internal volume of 2 litres and incorporates an external dust injection system that will
enable nanopowders to be safely handled within a glove box and safely introduced into the
test chamber within a sealed system. The rate of pressure rise and maximum explosion
pressure are the parameters measured. The minimum ignition energy test apparatus is being
modified to enable nanopowders to be similarly handled within a glove box and introduced

RO9: Optimisation, development and application of technologies that enable the

These are particularly challenging measurement problems. In many cases instruments
are commercially available but require the development of validated measurement and
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72.

73.

Work in progress includes the development of Quartz Crystal Microbalance (QCM) methods
at the University of Birmingham, as part of work on understanding the environmental
behaviour and biological impacts of manufactured nanoparticles in natural aquatic systems
(NERC funded, 2006-2009).

A meeting on Environmental Effects of Nanoparticles and Nanomaterials organised jointly by
the Environment Agency and The University of Plymouth in Sept. 2006 discussed a number of
measurement techniques, particularly field-flow fractionation.

2.4 Research Council and other funding

74.

75.

76.

The larger part of the Research Councils’ grant funds are spent on responsive mode research
l.e. research proposals submitted at any time. In the area covered by this Task Force,
the primary Research Council is the Engineering and Physical Sciences Research Council (EPSRC).
Initiatives of, or in collaboration with, other Research Councils have less of a metrology focus,
and are described in the following Task Force sections.

The EPSRC research is generally of a more fundamental, innovative nature. A typical
EPSRC-funded project on nanometrology, the DyMARS project at Newcastle University,
is a good example of an EPSRC supported project. This aims to develop new
measurement capability for the dynamic measurement of stress in micro-and nanodevices
(typically fabricated from silicon, using integrated circuit-type techniques) by time-resolved
analysis of Raman spectra. This is a truly challenging project, with many potential applications
in the development of new silicon biosensors. It is also a good example of a collaborative
research project, having as it does, Qinetig and the National Physical Laboratory as project
partners. Although this project does not directly address the NRCG research objectives, it will
develop useful measurement techniques.

A table of EPSRC Nanotechnology related awards directly related to NRCG objectives can be
seen in Annex H.

2.5. Summary of other programmes of work internationally

2.5.1 EU 7th Framework Programme

77.

UK partners are involved in a number of proposals related to Task Force 1 research objectives.
The NANOBADGE project aims to develop small, portable nanoparticle measurement
equipment, and has been successful in proceeding to the next stage of examination.
The NANODEVICE project proposal has a main goal of developing new and innovative
concepts and methods to measure exposure to and characterise airborne engineered
nanoparticles (ENP) with novel, portable and easy-to-use devices at workplaces.

2.5.2 Organisation for Economic Co-operation and Development (OECD)

78.

Of particular interest to Task Force 1 is Project 3 of the OECD’'s Working Party on
Manufactured Nanomaterials (WPMN). This is entitled “Safety testing of a representative set
of reference materials”. The expected outputs of the OECD project are:

e A working definition of “manufactured nanomaterials” (MN) for use by the working party;

e Description of the information on intrinsic properties that are relevant for exposure and effects
assessment of different groups of nanomaterials (foundation data set) and the corresponding
methods of measurement;
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Identification of a representative set of manufactured nanomaterials;
Testing of a number of representative nanomaterials using the foundation data set;

Identification of the combination of physical- chemical properties having a major impact on
adsorption, distribution, metabolism and elimination (ADME) of manufactured nanomaterials.

79. OECD is aware of the REFNANO project and the project is specifically identified in
their plans as feeding into a process for the identification of an agreed representative
set of nanomaterials.

2.6 Conclusion

80. Standardisation is proceeding very strongly, with the UK in a leading position.
Substantial progress has been made in 2007 on issues of the provision of reference materials,
largely through the Defra-funded REFNANO project.

81.  The REFNANO project provided a priority list of candidates for inclusion in a set of reference
materials to support measurement, toxicology and risk assessment of engineered
nanoparticles in the UK. Consensus has been reached between the toxicology and metrology
communities on the rationale for reference materials, a list of priority candidates, their
selection criteria and the suitability of existing instrumental techniques for characterisation.
The prioritised candidates are toxicologically and industrially relevant at the nano-scale and
focus on materials produced and used in the UK.

2.7 Analysis and recommendations

82. The REFNANO project has identified a series of requirements for the further development and
promulgation of reference materials for nanoparticles. These requirements have been
grouped according to the following themes:

Existing reference & test materials;
New reference & test materials;
Measurement techniques;
Guidance;

Strategic developments.

2.8 UK National and International Standardisation Impact
2.8.1 BSI British Standards NTI/1

83. The UK committee for standardization for nanotechnologies, NTI/1, was established by the
British Standards Institute (BSI) in June 2004 and has the following Terms of Reference:

To mirror the work of the CEN, ISO and IEC Technical Committees for Nanotechnologies —
CEN/TC 352, ISO/TC 229 and IEC/TC 113.

To formulate a UK strategy for standardization in nanotechnologies through a broad
consultation with relevant stakeholders.

To ensure the UK view is given due consideration within the European Union, CEN,
ISO and IEC.

To develop and support formal standards and other standardization documents in the area of
nanotechnologies and to promote their use by industry and other potential users.
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84.

85.

e To ensure due consideration of the need for standards and standardization is given by
UK nanotechnology networks and organisations, and to coordinate activities and actions in
this area.

The membership of NTI/1 currently comprises representation from a wide range of
nanotechnology stakeholders, including Universities, Defra, the Environment Agency,
Institute of Nanotechnology, Nanotechnology Industries Association, NPL, and HSE.

Besides monitoring the work of the European and International Standardization committees,
NTI/1 is also responsible for developing UK standards documents. Thus far the committee has
delivered one Publicly Available Specification (PAS) — Vocabulary for Nanoparticles, published
by BSI as PAS 71 in 2005 — see www.bsi-global.com/nanotechnologies — and is currently
developing another 9 documents, listed below, all of which are scheduled to be published
before the end of 2007. Like PAS 71, all will be made freely available on the internet.
These are:
e Sector specific terminologies for

= Medical, health and personal care applications of nanotechnologies;

= The bio-nano interface;

= Carbon nanostructures;

= Nanofabrication;

= Nanomaterials;

s Common nanoscale measurement terms, including Instrumentation.

These terminology documents will be published as PAS and used as the first drafts for New Work
[tem Proposals for ISO standards.

e Guides for

» Labelling of manufactured nanoparticles and products containing manufactured
nanoparticles (to be published as a PAS);

» Safe handling and disposal of manufactured nanoparticles (to be published as a
PD — Published Document);

» Specifying manufactured nanomaterials (to be published as a PD).

e Plans are in preparation for the development of further UK National standards, including
detection of manufactured nanoparticles in environmental media (in so far as methods
exist at present), dose metrics for nanomaterials ecohazard studies, a guide to human and
eco-toxicology testing, risk management for nanotechnologies, certification of consumer
products, nanomaterials specifications, product assessment, nanometrology, and societal
engagement, which will be published over the next two to three years.

2.8.2 ISO/TC 229 - Nanotechnologies

86.

NTI/1 was instrumental in the establishment of this committee in June 2005 and the UK holds

both the chair and the secretariat as indicated in Section 2.2.2. The current work programme
and new work items awaiting approval, indicated by *, are given in Table 1 below.
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Table 1: Standardization projects being developed by ISO/TC 229 Nanotechnologies

Terminology and definitions for nanoparticles
Current Practices in Occupational Settings Relative to Nanotechnologies
Nanotechnologies -- Endotoxin test on nanomaterial samples for in vitro test systems

Use of Transmission Electron Microscopy (TEM) in the Characterization of Single Walled
Carbon Nanotubes (SWCNTs)

Use of Scanning Electron Microscopy (SEM) and Energy Dispersive X-ray Analysis (EDXA) in the
Characterization of Single Walled Carbon Nanotubes (SWCNTs)

Use of UV-Vis-NIR absorption spectroscopy in the Characterization of Single-Walled Carbon
Nanotubes (SWCNTs)

Photoluminescence (NIR-PL) Spectroscopy in the Characterization of Single-Walled Carbon
Nanotubes (SWCNTs)

Measurement Methods for the Characterization of Multi-Walled Carbon Nanotubes
(MWCNTs)

Nanotechnologies — Generation of silver nanoparticles for inhalation toxicity testing

Nanotechnologies — Monitoring silver nanoparticles in inhalation exposure chambers for
inhalation toxicity testing

Terminology and nomenclature for nanotechnologies — Framework and core terms

Use of Thermo Gravimetric Analysis (TGA) in the purity evaluation of Single Walled Carbon
Nanotubes*

Use of Evolved Gas Analysis-Gas Chromatograph Mass Spectrometry (EGA-GCMS) in the
Characterization of Single-Walled Carbon Nanotubes*

Use of Raman Spectroscopy in the Characterization of Single Walled Carbon Nanotubes
(SWCNTs)*

Terminology and definitions for carbon nanomaterials*
Outline of Nanomaterials classification (“Nano tree”)*

Guidance on physico-chemical characterization of engineered nanoscale materials for
toxicological assessment.

2.8.3 IEC/TC 113 - Nanotechnology standardization for electrical and electronic products
and systems

87.  NTI/1 provides the UK input to this committee, which was established in 2006 with a US chair
and German secretariat. The committee held its first meeting in March 2007, at which time it
approved the establishment of two joint working groups (JWG) with ISO/TC 229 — JWGT1
terminology and nomenclature, and JWG2 — measurement and characterization, together
with a third working group, WG3, on product performance. A meeting of WG3 was held in
July 2007, at which the scope and modified title were developed. A New Work Item Proposal
— Guide for Carbon Nanotube Specification for Electrotechnical Applications is expected to be
submitted by Germany shortly.



20

Task Force 1: Metrology, Characterisation and Standardisation,

Reference materials

2.8.4 CEN/TC 352 - Nanotechnologies

88.

As with ISO/TC 229, NTI/1 was instrumental in the establishment of this committee and as
with the ISO committee, the UK holds both the chair and secretariat. The proposal for this
committee was made following the delivery of a European strategy for nanotechnologies
standardization, developed by CEN Technical Board Working Group (BTWG) 166, which was
led by the UK between 2004 and 2005. The committee was established by unanimous
approval of the 28 members of CEN on the understanding that work items of mutual interest
to CEN and ISO will be developed under the “Vienna Agreement” (an agreement on joint
working between the two committees) with an ISO lead. This will limit the work of the
committee but will ensure that topics of international, as opposed to regional, significance will
be given international recognition through ISO, whilst topics of specific interest to Europe will
be developed by CEN. So far CEN/TC 352 has adopted all of the ISO approved work items for
development under the Vienna Agreement, and has also approved three work items of
its own:

e Format for reporting the engineered nanomaterials content of products
e Guide to nanoparticle measurement methods
e Guide to methods for nano-tribology measurements

UK experts will participate in all of these work items, with the latter two being led by the UK.
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3.1 Research priorities and proposals

89. Task Force 2 is focused on the sources, pathways and technologies associated with human
and environmental exposure to engineered nanoscale materials. The current key priorities for
the Task Force are:

e Discrimination between ambient nanoparticles and those engineered.

e Which exposure metric to use?

e Addressing potential exposure through developing the techniques for a life-cycle approach.
e Modelling and generation of real exposure data including environmental emissions data.
e Efficiency of control measures.

3.2 Background and brief summary of current status of research including
issues arising in progressing the programme of UK research activities

90.  Full details of current research projects and proposals can be found in Annex A. In summary,
the Task Force considers that the current projects and proposals represent a sound body of
work which starts to address many of the uncertainties in our understanding of the exposure
of people and the environment to manufactured nanomaterials. As results become available
from ongoing research work, as developments occur on the international stage (particularly
through the OECD, International Standards Organisation (ISO) and EU research initiatives) and
as funding opportunities arise the Task Force will review current work from around the globe
and develop further priority proposals.

3.3 Summary of current position by research objective (RO, UK Projects)

91.  Greater detail of the status and findings of the full Task Force 2 portfolio of research projects
can be found in the table in Annex A. The following are brief highlights.

3.3.1 ROS5: Further identification of sources of nanoparticles
NanoAlert (Helpdesk)

92. The aim of this work supported by the HSE is to provide an information bulletin service
reviewing studies on exposure and potential health effects of nanomaterials relevant to the
occupational setting. The first two bulletins have been issued and can be found at:
http://www.hse.gov.uk/horizons/nanotech.htm. A mailing list is being created to inform
customers when a new bulletin is available. Funding for a second year has been agreed.
The NanoAlert project also forms part of an EU FP 7 funding bid as part of a larger
communications project.

An analysis of potential exposures throughout the lifecycle of engineered nanoscale
materials. (Part of NANOSAFE 2)

93. A Review by University College London of existing Life Cycle Analysis programmes (i.e.
encompassing manufacture, through use, to waste removal or recycling, and which highlights
links between air, land and water and between measurement and exposure) has been carried
out and found to be in need of modification. Work has started on modification of these
programmes with the intention of using the incorporation of carbon nanotubes into tyres as
a practical case study.
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94.

3.3.2

This project represents a first step in the identification of a suitable approach for Life Cycle
Analysis of nanoparticles. As the CST review notes, it is important to coordinate UK efforts in
this area with those from international colleagues. The OECD Working Party on Manufactured
Nanomaterials provides one forum where the UK and many others could achieve this.

RO6: Optimisation and development of technologies that enable the measurement
of occupational and environmental exposure to nanoparticles via air, and RO7:
Understanding of fate and behaviour of nanoparticles in air

NOSH (Nanoparticle Occupational Safety & Health) Consortium

95.

This multi group “club” project consists of a consortium of companies (largely US),
Government (including HSE), academia, and public interest groups, led by DuPont. The project
is ongoing at DuPont’s Experimental Station Laboratories in the US. With respect to research
objectives 6&7 the project has developed methods for the reproducible generation of a
number of nanoparticles, which are useful as reference methods for particle generation.
The aerosols generated have been used to characterise performance of a range of instruments
and also used to investigate the fate of nanoparticle aerosols i.e. rate of transport,
and loss mechanisms. The project has recently been extended to the end of 2007 as new
partners have joined.

NANOSH: Inflammatory and genotoxic effects of engineered nanomaterials.
(includes work on workplace exposure assessment and associated control)

96.

NANOSH is a 7-partner project funded under the EU 6th Framework Programme. The outline
sampling strategy for work place exposure monitoring including contextual information
(sampling instruments, where to sample and for how long, etc) has been agreed using
experience gained in NANOSAFE 2 and other Health and Safety Laboratory (HSL) work.
All partners have concluded pilot studies. HSL carried out a monitoring programme in the
nanotechnology laboratories of a university in February 2007. Initial results show rush hour
peaks in traffic in the detection of nanoparticles but no increase over background due to work
activities. The difficulties of determining exposure to engineered nanoparticles are very clear.
The initial results from the second monitoring campaign carried out in a different university
using improved methodology included observations in one clean room where no particles
were detected and in another where carbon nanotube agglomerate aerosols were detected.

HSL Monitoring Equipment
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HSL Investment Research Programme - Nanochallenge.

97.  This series of projects whose 3 main areas are Exposure Assessment and Control, Fire and
Explosion and in vitro Toxicology Assays, falls under The Centre for Interdisciplinary
NanoResearch at HSL (CiNR http://www.hsl.gov.uk/nanotech/index.htm). This was established
in Spring 2007 to bring together expertise across the whole laboratory and is uniquely placed
to address the potential health and safety risks from nanoparticles.

98. For the improved collection/characterisation of nanoparticles element of the programme,
a start has been made on assessing collection methods (electrostatic and thermal precipitators
made or refurbished for use in collecting nanoparticles in the NANOSH exposure study).
The project will also trial methodologies developed in NOSH (with their permission).

Assessment of the potential use of nanomaterials as food additives or food ingredients in
relation to consumer safety and implications for regulatory control.

99.  This project has been completed and the final report is due out soon.

Assessment of current and projected applications of nanotechnology for food contact
materials in relation to consumer safety and regulatory implications.

100. This project is due to be completed in Spring 2008.
3.3.3 RO8: Development of exposure control devices
NOSH Consortium

101. Work on respiratory protective equipment (RPE) proceeds with results showing an unusual
pattern of efficiency with an increase in exposure when the unit is used after a break in use.
The hypothesis is that it might be the loss of static charge that reduces filter efficiency.

NANOSH

102. A programme to assess the performance of respiratory protective equipment (RPE) and
protective clothing in real conditions has been discussed for implementation in the second
year of the project.

NANOSAFE 2

103. The project has included work on efficiency of RPE and personal protective equipment (PPE)
systems. Improved designs for total containment of processes have been explored by industrial
partners producing nanoparticles.

Effectiveness of current control measures: a review of control measures currently used for
the production, handling and end use of nanoparticles.

104. This project is only a proposal, and was always envisaged to follow on from the exposure
assessment work conducted as part of NANOSH. However, in preparation, the range of
control measures used in UK university research laboratories are being collated by HSL.

3.3.4 RO10: Research to understand the environmental fate, behaviour and interactions of
nanoparticles in soils and water

The Environmental Nanoscience Initiative: mechanism to address basic research into fate
and behaviour of nanomaterials in the environment.

23
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105.

The Environmental Nanoscience Initiative has been set up by NERC, Defra and the
Environment Agency. Ten grants have been awarded following the first call. A second call for
proposals has just been completed and a further 8 grants awarded. The focus of the second
call was on impacts and interactions of nanoparticles with microbial communities in soils and
water. More details can be found in Task Force 4's section.

Current and Predicted Environmental Exposure to Engineered Nanomaterials

106.

3.4
107.

3.5
3.5.1
108.

3.5.2
109.

This Defra funded project™ has used simple models based on levels of pharmaceuticals in
water bodies along with water concentration data and usage scenarios of current products to
make predictions of worst case concentrations of nanoparticles in the environment.

Research Council and other funding - projects summary

Summary details of projects are noted above, with fuller details and funding sources
in Annex H.

Summary of other programmes of work internationally
Organisation for Economic Co-operation and Development (OECD)

Of particular interest to Task force 2 are the outputs from projects under the OECD Working
Party on Manufactured Nanomaterials, especially:

i) Steering Group 1 who are developing a database on EHS research (which links to the
NanoAlert project and its FP7 project bid).

ii) Steering Group 2 who are developing EHS Research Strategies on Manufactured Nanoparticles.
At present details are being collected of ongoing work. A discussion for exchanging and
identify principles for setting priorities amongst the different themes and research projects will
follow. This will include discussion on urgent short term research priorities.

iii) Steering Group 5 who have a drafting group on Co-operation on Exposure has prepared a
first draft on Co-operation on Exposure Measurements and Exposure Mitigation which will
be published in 2008.

EU 7th Framework Programme

The European Commission has adopted the “Nanosciences and nanotechnologies:
An action plan for Europe”?. This Action Plan defines a series of interconnected actions
for the immediate implementation of a safe, integrated and responsible strategy for
nanosciences and nanotechnologies, based on the priority areas identified in the
Communication “Towards a European Strategy for Nanotechnology”?. Two of the projects
detailed above and in Annex 1 (NANOSH, NANOSAFE2) are co-funded by the EU and form
part of their research plan.
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3.5.3 National Institute for Occupational Safety and Health (NIOSH) http://www.cdc.gov/
niosh/topics/nanotech/)

110. NIOSH is the leading US agency conducting research and providing guidance on the
occupational safety and health implications and applications of nanotechnology. The NIOSH
Nanotechnology and Health & Safety Research Program is a five-year multidisciplinary study
into the toxicity and health risks associated with occupational nanoparticle exposure. Research
will include aerosol generation and characterisation plus studies in the laboratory and in the
field. In addition, NIOSH have produced handling and use documentation that is under
consultation at the moment and will be available on their website soon.

3.5.4 US Environmental Protection Agency

111. The US EPA has a number of research projects within the environmental field including
projects on Life Cycle Analysis. Details can be found at: http://es.epa.gov/ncer/nano/research/
index.html

3.5.5 Standards Organisations

112. Task Force 2 has good links with representatives on the International Standards Organisation’s
nanotechnology technical committee (TC 229). The work here links with the UK's own
nanotechnology standards group NTI/1 (http://www.bsi-global.com/en/Standards-and-
Publications/Industry-Sectors/Nanotechnologies/BSI-Committee-for-Nanotechnologies/). Active
work is progressing in many areas, but of particular note for Task Force 2's remit is the draft
ISO Technical Report “Current Practices in Occupational Settings Relative to
Nanotechnologies” and the BS NTI/1 project to draft guidance for handling and disposal of
nanoparticles. It is hoped that these documents will be complementary and will refer to the
detailed documentation from both OECD and NIOSH and produce a practical guide for industry
and researchers. Further details on activities on standards can be seen under Task Force 1.

3.6 Analysis and Conclusion

113. Overall, the Task Force considers that a concerted and reasoned body of work is being
proposed and conducted addressing a number of the major uncertainties in the field.
Ongoing projects are starting to provide interesting and valuable results and in many
cases provide examples of the value of multi-partner projects with a variety of funding
sources. The Task Force has links to much international work not least the OECD and
Standards initiatives.

114. However, there are some issues that presently limit the ability of the available techniques to
assess exposure to manufactured nanoparticles. The most immediate ones are the inability to
distinguish readily between natural and man made nanoparticles and the uncertainty over
which metric is the most appropriate to measure exposure. Efforts to address these are
currently being undertaken by Task Force 1 and wider international groups.

115. There is an increasing body of information and advice on ways to handle and use
nanoparticles. The ISO Technical Report will be the main source of practical guidance but the
British Standards Institute guidance project in particular offers the promise of a user’s guide
which will advise those using nanoparticles on risk reduction options and disposal issues.

116. The Task Force will continue to meet and review both UK research and that of other
international groups and develop proposals for further research to fill gaps in
our understanding.
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4.1

117.

4.2

118.

119.

Research priorities and proposals

Task Force 3 is focused on the potential human health hazard of nanoparticles and in
particular research objectives 11 to 16. This second report focuses on a limited number of
issues that we think need urgent consideration. It is worth noting that achieving definitive
outcomes on any of these will take some years of research due to the difficulties in defining
the characteristics of nanomaterials.

e Determining the characteristics of nanomaterials that confer toxicity. This will not
be possible until a set of nanomaterials with properly defined physico—chemical properties
are available for use in toxicology studies: in vitro and in vivo. The characteristics or
features that need to be defined for each type of nanomaterial include: composition,
solubility, morphology (size and size distribution and shape), surface area per unit mass,
surface layer composition (especially important if this differs from general composition)
and surface charge. We think that until such a set of characterised nanomaterials are
available it will be difficult or impossible to develop any general understanding of
nanoparticle toxicology. We note that the history or provenance of samples needs to be
carefully defined. Variations in key characterisations from batch to batch and with time
since production are seen as real problems. The work of the Defra funded REFNANO?*
project, led by the Institute of Occupational Medicine in Edinburgh is taking this
area forward.

e Inhalation studies using nanomaterials are a priority. Special attention is needed
regarding toxicokinetics (”partico-kinetics”) and the distribution of inhaled particles in the
body. Transfer across biological barriers (e.g. to the brain or foetus) should be studied.
Studies of bio-persistence are urgently needed.

e Studies of the transfer of nanoparticles across skin are also needed. Such work could
involve animal or in vitro studies. Labelled particles are needed for these studies.
In vitro models have been developed for healthy skin but it has been claimed that
mechanical aspects such as skin-flexing are important for nanomaterial behaviour on skin
and that the current in vitro models for skin absorption are inappropriate. Research is
urgently needed to ascertain if this is indeed the case since an in vitro model is a high priority.

Summary of current status of research including issues arising in
progressing the programme of UK research activities

A detailed report on in vitro methods for assessing the toxicology of nano-particles was
provided in the NRCG Progress Report (2006)%. A short paper (Annex B) on the key aspects of
in vitro studies has been prepared. We have reviewed our thinking on in vitro testing of
nanoparticles. It is felt that in vitro studies have the potential for use as a screening tool to
provide information on the relative toxicity of manufactured nanomaterials (MN) compared to
the corresponding bulk material. Some in vivo data would, however, be needed before
definite conclusions could be drawn for hazard assessment.

Investigations relating to cells/tissues of initial contact (respiratory tract, gastro-intestinal tract,
skin) together with cells/tissue from potential target organs, would be appropriate; ideally the
latter would be based on information available from studies on the distribution of absorbed MN.
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120.

121.

A short paper (Annex C) on key factors likely to be important in the in vivo testing of
nanoparticles has also been prepared. A number of recent reports have concluded that
current methods used to assess the health effects of chemicals, based largely on experimental
studies in animals, are generally appropriate for manufactured nanomaterials. However
special attention needs to be given to metrology and dosimetry aspects. Also to certain types
of toxic effects that may arise from nanomaterials that would be poorly detected in
conventional toxicology studies.

It is recognised that there is a need for more targeted work on human toxicology; however,
this has proven more problematic in moving forward due to the issues of characterisation,
compounded by profound difficulties in accessing relevant funding for these longer term
projects. Some projects on a smaller scale are in the pipeline.

4.2.1 Current developments and thinking

122.

123.

124.

125.

126.

The world literature on nanotoxicology is expanding rapidly and includes a number of detailed
reviews published by experts in the field??72,

Nanotoxicology is being funded on a large scale in the United States.

Most areas covered by the UK programme of work are being considered by US workers.
A summary of areas being studied and a list of at least some of the key workers are provided
in the monograph “Particle Toxicology”?. Another recently published monograph
“Nanotoxicology”* also provides a state of the art description of the field and sets out the
gaps that need to be filled.

It is recognised by most toxicologists that nanoparticles represent a subgroup of particles likely
to have, or known to have, biological effects. Focusing on advances in the nanotoxicology
area alone is likely to be unwise as developments in “ordinary” particle toxicology may well
impact on thinking in the nanotoxicology area. Current thinking is tending towards a unifying
approach to particle toxicology: fitting nanoparticle effects into this broad approach is difficult
but very important®=',

The idea that nanoparticles have unique properties that set them apart from all other particles
in terms of the nature and extent of their toxicity, now seems increasingly unlikely to be true:
this represents a change in thinking over the past ten or so years. Work using surface area as
the dose metric, for example, has allowed nanosized titanium dioxide particles to be placed
on the same dose-response curve as regards pulmonary inflammation as larger titanium
dioxide particles? 2%,

The small radii of curvature of nanoparticles have been thought by some to affect the activity
or reactivity of the surface molecules®. It was thought that even generally inert materials such
as titanium dioxide might be reactive if their molecules were exposed to the forces necessary
to produce small radii of curvature. This idea seems less popular now than it was a few years
ago. It seems to be thought, now, that the reactivity of the particle surface, expressed in units
of reactivity per unit surface area, is unchanged by reducing particle size to nano-dimensions.
Whether all nanoparticles express surface reactivity in the same way, for example,
by participating in or catalysing free radical generation is unknown but it seems likely that
some materials act in this way®.
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127.

128.

129.

130.

131.

132.

It is accepted that nanoparticles can:

e gain access to cellular and tissue locations that are inaccessible to larger particles.
Nanoparticles, for example, have been found in mitochondria and in the Central Nervous
System (CNS)**’. The CNS is defended by the blood brain barrier, albeit that this is
deficient in some circum-ventricular areas, but nanoparticles may enter via the olfactory
and trigeminal nerve endings found in the nose and naso-pharynx.

e enter the interstitium of the lung to a greater extent than can larger particles: One of the
early findings in the field was that nanoparticles could set up an interstitial inflammatory
response in the lung®.

e enter the blood stream, either directly via the lung and gut or perhaps via the
lymphatic system. The fate of nanoparticles in the blood is imperfectly known; uptake by
the reticulo-endothelial system of the spleen, bone marrow and liver sinusoids has been
demonstrated but excretion via the kidney requires further study. Whether nanoparticles
can enter the bile is unknown as is, therefore, the likelihood of an entero-hepatic
circulation. Translocation across the placenta to the foetus has been suggested but more
work is needed on this*.

Because nanoparticles will differ with respect to their pharmacokinetic properties,
predicting from data for one nanoparticle to another is likely to be difficult.

Nanotubes/fibres and rods have been produced from a range of substances and combinations
of substances. Some authors have asked whether “form” is likely to be a controlling factor in
nanoparticle toxicity and have asked whether a parallel should be drawn with asbestos fibres
where form is certainly a key factor.

Nanofibres and tubes have large length to diameter ratios. In the case of asbestos fibres a
length of greater than 5y is needed before the ratio becomes toxicologically important. It is
thus important to consider fibre or tube length as well as the length to diameter ratio.
This may be important as long as the fibres maintain durability in the intra/extra cellular
environment. A project (see below, under Section 4, Current Research in the UK) to
undertake a scoping study on whether any parallels can be drawn with asbestos, has recently
begun. The importance of wall configuration (single or multiple) needs further study with
regard to nanotubes.

The toxicological properties of nanomaterials seem to be controlled by:

i. Dose: as with other toxicologically active materials, though the most applicable metric for
dose may be surface area rather than mass.

ii. Composition: controlling surface reactivity expressed in units of reactivity per unit
surface area.

iii. Kinetics and distribution in the body.
iv. Shape and form.

None of these are in fact novel but neither has any been sufficiently studied to allow accurate
prediction of the toxicological properties of a new nanomaterial.
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4.3 Current Research in the UK

133. Research on nanotoxicology is developing in the UK and the picture is significantly better than
it was a year ago as reflected in our first report. Key developments have been;

134. Defra has let the following projects:

(a) An outline scoping study to determine whether high aspect ratio nanoparticles (HARN)
should raise the same concerns as do asbestos fibres

There is concern over the potential adverse effects of human exposure to nanoparticles but special
concern has been expressed regarding nanoparticles with a high aspect-ratio (high aspect ratio
nanoparticles; HARN) i.e. nanoparticles that are fibrous in shape. This concern is based on the
potential for such fibre-shaped nanoparticles to behave like asbestos fibres. Exposure to airborne
asbestos fibres is associated with a number of lung diseases including fibrosis (asbestosis),
lung cancer and mesothelioma.

The Objective is to undertake a scoping study that reviews the existing literature and sets out a
research strategy towards determining whether such concerns about HARN are well-founded.

(b) A study to identify physicochemical factors controlling the capacity of nanoparticles to
penetrate cells of the respiratory epithelium, especially those of first contact on
inhalation of the particles

One of the major concerns regarding the possible toxic effects of nanoparticles is the capacity of
these materials to translocate into cells. This may be a necessary step in the movement of particles
deposited in the lung into the blood stream and thence to other tissues. Research on the
mechanisms involved in translocation across the respiratory epithelium is needed.

This study will scope the feasibility of achieving the following end-points:

e |dentify which features of nano-particles/tubes/fibres (NP) are important in particle-cell
interactions. NP chemistry, structure, mass, numbers, shape, surface area, surface charge
and surface functionalisation may all be important.

e Suggest how NPs may be modified to enhance or reduce their capacity to enter cells.
e Suggest how interactions between NPs and cultured human cells might be studied.

135. A proposal to establish a National Nano-toxicology Inhalation Research Centre (N-NIRC) is
being funded by HPA. N-NIRC will be sited at HPA Chilton and funding (circa 300k) has been
allocated to the project. This facility will allow UK research workers to collaborate with the
HPA research group in studies that would otherwise be very difficult or impossible in the UK
today. Studies of the deposition of nanoparticles in the airways and of their kinetics following
inhalation exposure will be undertaken in animal models and results linked with those from
studies in volunteers. Five leading UK academic research groups have agreed, in principle,
to collaborate with N-NIRC. Funding for collaborative research programmes will be sought
from UK Research Councils, from the EC and from industry.

136. The Ministry of Defence has made around £50k available to the Defence Science and
Technology Laboratory (DSTL) to study the behaviour of NP in biological systems in order to
inform later risk assessments of products containing nanomaterials. The work will involve
studies of NP kinetics in lung tissue to further elucidate the extent of penetration of particles
into the cells.
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137.

138.

139.
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141.
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UK research workers have made bids for EC Framework 7 Programme funding: several
proposals have passed the first hurdles.

Funding by charitable foundations has also been made available: The Colt Foundation is
funding work at the University of Edinburgh on the mechanisms of lung injury produced by
nanotubes and nanoparticles.

Research Council Funded Projects

The Physiological Systems and Clinical Sciences Board of the MRC issued a policy highlight notice
(http://www.mrc.ac.uk/ApplyingforaGrant/HighlightNotices/Nanotoxicology/MRC003580#P17_
1483) in partnership with the Department of Health to encourage innovative, high quality
research proposals in nanotoxicology in March 2007. The highlight notice has already stimulated
a substantial increase in the number applications addressing the health risk of nanotechnologies
and several proposals are currently under consideration by the Board.

A number of nanotoxicology proposals were funded through the NERC led Environment and
Human Health Programme to which the MRC contributes. Details of these are outlined at Annex H.

International activities

Task Force 3 is involved with Steering Group 4 of the OECD’s Working Party on Manufactured
Nanomaterials. This Steering Group is taking work forward by four subgroups namely
physiochemical properties; effects of biotic systems; degradation and accumulation;
and health effect. Initially work will concentrate on test guidelines relevant to characterisation
(i.e. the existing guidelines on physiochemical properties of substances that need
expansion/modification or new guidelines that may be needed). The aim is to produce a draft
document for consideration at the OECD WPMN meeting in November 2007. Dosimetry and
sample preparation will also be priority areas with interim reports due in 2008.

Problems and recommendations

Work funded through the NRCG work programme is in very early stages. Two calls for
proposals have been published and work has now started. However, there remains a need for
a significant expansion of central funding in this area. Although research in the
nanotoxicology area is developing in the UK, there is a need for better coordination of
resources which can be facilitated by the NRCG to ensure that there is no unnecessary overlap
between projects. It is important that UK researchers be in close contact with work done
abroad for example in the US and funding for an exchange scheme would be useful.

The need for a major stock-take of results obtained around the world is now pressing.
The monographs mentioned above go some way to meeting this need but a systematic
appraisal looking for overlap, answered questions and gaps has yet to be undertaken.

In coordinating work in this area the need to share results as early as possible is
paramount. This is difficult to achieve pre-publication, because of the competitive nature of
research publication. The feasibility of establishing a secure network for the exchange of
pre-publication findings should be explored.

It is important that in vivo work should be funded to follow up in vitro work already underway.

Epidemiological studies are needed to help to generate hypotheses that can be tested in the
laboratory. Only a very limited amount of epidemiological work on the effects of nanoparticles
(manufactured or environmental) on health is underway in the UK or, indeed, abroad.
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Research priorities and proposals

Task force 4 is focussed on environmental hazards and risk assessment. Key priorities of this
group are:

¢ Phase 2 of the Environmental Nanoscience Initiative.

e Development of infrastructural support for nanomaterials characterisation and
analysis for the environmental sciences, notably for dosimetry (supporting Task Force 1).

e Guidance on nanomaterials preparation and dose metrics for ecohazard studies and
on associated abiotic and biotic parameters to be measured.

e Standard Reference Materials for benchmarking ecotoxicological studies
(Task Force 1 is taking this forward).

e Case studies of ecohazard and risk assessment using nanomaterials in current production.

e Further studies to evaluate the fitness for purpose of current methods for
environmental hazard assessment of nanomaterials.

Background and brief summary of current status of research including
issues arising in progressing the programme of UK research activities

Task Force 4 is charged with defining priority strategic research needs within the areas of
environmental risk assessment of nanotechnologies across Government. It is also accountable
for ensuring timely delivery of research to meet the priorities. The objective of the Task Force
is to support the development of appropriate environmental controls for nanotechnologies as
needed through provision of robust, high quality evidence.

Membership includes Government Department and Agency scientists, representatives of the
Research Councils, academics working in this area and industry specialists. In 2007 the
membership was increased in response to recommendations from the CST.

Both the 2004 RS/ RAEng* and 2005 NRCG' Research reports (amongst others) recognised the
almost complete absence of scientific data on environmental exposure, hazard and risks of
free manufactured nanomaterials. A first key objective identified within the first NRCG report
was therefore the need to develop fundamental understanding on the environmental fate,
behaviour and ecotoxicology of manufactured nanomaterials (NRCG Objective 18). A second
key NRCG objective was to focus on one important subset of this, namely impacts on
microbial communities, flora and fauna in soils and groundwaters, reflecting the use of
nanoparticles in remediation, where deliberate introduction into the environment can occur
as well as other potential sources, (for example through the spreading of sewage sludge that
might be contaminated with nanoparticles). (NRCG Objective 17).

Developing a fundamental understanding of environmental fate, behaviour and ecotoxicology
of manufactured nanomaterials is dependent on there being an active, interdisciplinary
community of scientists working in this area in the UK. It also requires the monitoring,
collation and synthesis of evidence developed by international environmental scientists.
While there is a community of UK scientists working on measurement, fate, behaviour and
impact of naturally occurring and incidentally produced nanoparticles (e.g. ‘ultrafines’ in
atmospheric pollution and aquatic colloids), at the time of writing the 2005 NRCG report few
UK scientists were undertaking studies with manufactured nanoparticles.
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It was therefore recognised that developing capacity in the UK research base was an
immediate priority if the Task Force was to meet the two key objectives above. Encouraging
knowledge transfer and interdisciplinary working were acknowledged as important
components of this, reflecting the fact that nanotechnologies environmental risk research sits
at the interface of several disciplines, from materials science through ecotoxicology to hazard
and risk assessment. We proposed and established a collaborative UK Environmental
Nanoscience Initiative to meet these needs, co-funded by NERC, Defra and the Environment
Agency and in partnership with EPSRC. The outputs from this directed programme are
described in more detail below.

In addition to developing a UK based programme of environmental nanosciences work,
the Task Force is monitoring scientific work funded by industry and others in the UK and work
being undertaken internationally. This is again described below. One important aspect of this
has been the establishment of the International Conference series on Environmental Effects
of Nanoparticles and Nanomaterials, co-sponsored by the Society of Environmental Toxicology
and Chemistry (SETAC), the Society of Experimental Biology, the Environment Agency and
others. The first conference was held in London in September 2006, and its success has led
to continuation of the series, with a second conference being held at the Natural History
Museum in London in September 2007.

The third key NRCG objective being implemented by the Task Force is an evaluation of how
fit for purpose current ecotoxicological methods are for assessing the hazards of
nanomaterials (NRCG Objective 19). This supports any requirement for hazard assessment
(for example under regulatory regimes such as REACH, under review at an EU Commission
level). It also supports the development of guidance for those industries wishing to proactively
undertake an ecohazard assessment. Work commissioned by the Task Force and funded by
Defra to address this objective is again discussed in more detail below.

Progress to date and Forward Look

The Environmental Nanoscience Initiative launched its first call in September 2006. The focus
of this first call was on small, exploratory research proposals that address generic aspects of
environmental risk of nanoparticles and nanotubes, specifically addressing NRCG Objective
18. This was designed to be a capacity building, pump priming activity to enable researchers
to generate initial datasets that could support high quality submissions through responsive
mode routes to the Research Councils and others.

The first call was very successful, with 37 submissions. Ten grants were made in April 2007,
in @ number of disciplines and to a number of UK academic institutions. Details of
these are given in the table at Annex H. A second call was announced in June 2007,
specifically addressing impacts of nanoparticles on environmental microbial communities,
addressing NRCG Research Objective 17. This was again extremely well subscribed,
with 23 expressions of interest received and a further 8 grants awarded.

In addition to the ENI, grants have also been awarded to 4 academic institutions under the
NERC collaborative Environment and Human Health Programme. These will investigate
environmental behaviour and impacts of manufactured nanoparticles and toxicology of
nanoparticles in general. These are listed in Annex H.
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This portfolio of environmental nanoscience research has been supplemented by 4 grants
made by NERC through responsive mode since publication of the first NRCG report. RCUK
have also recently awarded funds for a full time Research Fellow at the University of Plymouth
for 5 years in nano ecotoxicology, leading to a permanent position in this area.

Academic Institutions have also gained grants from other sources of funding, including
industry and from Europe. Details of these are again given below.

The number of proposals submitted to the directed and responsive mode programmes above
and to other sources of funding in the UK and internationally (e.g. to the EU Framework
Programme) is strongly welcomed. The UK environmental research community has actively
engaged with this issue over the last 12 months, submitting a large number of high quality
proposals. Given this, the Task Force recommends that the Government, through mechanisms
such as the Environmental Research Funders Forum should further encourage and develop this
community, reflecting that this is an area where the UK can take a strong lead globally.
This should use the directed programme and knowledge transfer funding mechanisms
described above, in keeping with the recommendations of the Royal Society / Royal Academy
of Engineering and the Council of Science and Technology.

In addition to the fundamental science programmes described above work appraising the
fitness for purpose of current ecotoxicological methods for hazard assessment of
nanomaterials has been taken forward by Defra, who funded a study to undertake this
evaluation and a report*® has been published.

The work areas outlined above have independently converged on a number of key enabling
research priorities. These are needed to both support the research community as it is further
developed through programmes such as the Environmental Nanoscience Initiative and to
support the undertaking and evaluation of ecohazard test methods. There is a critical need to
develop nanomaterials characterisation and analysis infrastructural support. This includes both
the necessary instrumentation and associated expertise for analysis of nanomaterials in
biological media and in environmental matrices, including soils, sediments, water and air.
This should be matched to the nanomaterials in production now and in the near future and
to those most likely to give rise to environmental exposure. This is a fundamental requirement
for the provision of high quality, robust environmental fate, behaviour and ecotoxicological
studies, notably to support dosimetry, an essential component of ecohazard assessment.

In addition to infrastructural support, there is an associated need for development of expertise
and knowledge transfer across disciplines in the area of abiotic and biotic controls of
nanomaterial behaviour, notably discipline hopping between environmental nanochemistry
and ecotoxicology. A number of important abiotic and biotic factors can influence
nanomaterial behaviour (e.g. pH, ionic strength and ligand interactions that may be important
determinands of agglomeration behaviour in aquatic systems). Understanding these factors
and measuring them accordingly in hazard studies is an important need. The development of
guidance on this issue is a recommendation.

Thirdly there is a need for guidance on an agreed suite of dose metrics for reporting in ecohazard
studies. A number of metrics have been suggested (e.g. surface area, particle number, mass
concentration, surface reactivity) and early consensus and guidance is needed. Guidance is also
needed on preparation of nanomaterials for ecotoxicological studies, in the context of the form
in which they occur in the environment. The need for development of standard reference
materials for benchmarking ecotoxicological studies has been acknowledged as an ongoing
priority by the Task Force and is covered elsewhere in this report under Task Force 1.
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164. Finally, the Task Force strongly recommends the undertaking of several case studies of
environmental hazard and risk assessment to empirically test the appropriateness of
underlying methodologies. This may be best undertaken in collaboration with industry,
and would complement work being undertaken at OECD under the Working Party on
Manufactured Nanomaterials (Steering Group 3).

165. Many of these recommendations are concerned with the enabling science, guidance and
infrastructural needs that support environmental hazard and risk assessment.

5.4 Summary of current position by objective (UK projects)

166. The status of Government funded projects addressing NRCG objectives that fall within the
remit of the Task Force are summarised in Annex D.

5.5 Research Council and other Government funding - projects summary

Environmental Nanoscience Initiative
167. Tabulated at Annex H

Environment and Human Health Programme
168. Tabulated at Annex H

NERC Responsive Mode Funding and Knowledge Transfer
169. Tabulated at Annex H

5.6 Other UK projects meeting NRCG research objectives 17 - 19

University of Exeter

170. BBSRC / DTA Case studentship, How do nanoparticles disrupt key functions within microbial
communities and affect virulence genes?

Napier University

PhD Ecotoxicology of Nanoparticles (funded by Central Science Laboratory) — 2005/2008

171. Project focus on fluorescent nanoparticles, titanium dioxide and carbon black.
Test organism is Daphnia magna.
Studies on uptake, lethal and sublethal endpoints, including biochemical biomarkers.

PhD Ecotoxicology of Nanoparticles (funded by RAE) — 2006/2009

172. Project focus on titanium dioxide and carbon black.
Test organism is the freshwater snail Lymnaea stagnalis.
Studies on uptake, lethal and sublethal endpoints, including biomarkers.
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Postdoctoral project Ecotoxicology of Nanoparticles (funded by the Danish Government Research

Fund) — 2006/2008

173.

Project focus on titanium dioxide and carbon black.
Test organism is the marine macroalgae Fucus serratus
Studies focus on uptake, reproduction and development

PhD Ecotoxicology of Nanoparticles (funded by Unilever) — 2007/2010

174. Project focus on a range of nanoparticles (still to be confirmed).

Range of test organisms including Daphnia Magna.
Studies on uptake, lethal and sublethal endpoints, including biochemical biomarkers.

University of York / Central Science Laboratory

PhD — Fate and bioavailability of nanomaterials in the environment (funded by Unilever) — 2005/2008)

175.

Project focuses on a range of commercially available nanoparticles.
Aim to identify suitable quantitative and qualitative analytical methods for NPs in the
environment, to understand the environmental fate and impact of NPs.

University of Birmingham

176.

NERC Quota/algorithm PhD studentship — Behaviour of nanoparticles in the natural aquatic
environment (start date October 2007).

CEFAS

177.

5.7

178.

Project focuses on obtaining information on the effect of manufactured Nanoparticles (NPs)
(cadmium sulphide and silver) on biological systems in the aquatic environment in a structured
reproducible manner appropriate for developing risk management.

e Provide comparative data on the acute toxicity of well-characterised manufactured
metal-containing NPs on cultured cells, a crustacean species, algae, and fish.

e Develop cell systems for toxicity and genotoxicity testing of NP’s and the potential for these
to replace or supplement whole animal testing.

e Provide comparative data on the chronic toxicity of NPs on a commonly-tested
crustacean species.

e Evaluate biomarkers and histopathology as monitoring tools for exposure to NMs in the
environment. A tissue bank of biological material exposed to metallic NPs will be preserved
and archived for comparison with field-collected samples.

Analysis and recommendations

The Task force has commissioned a number of key initiatives in the period since the
publication of the November 2005 NRCG research strategy report'. It is now critical to build
on this platform through a) comprehensive funding of the Environmental Nanoscience
Initiative b) provision of support for characterisation and metrology and development of good
practice guidance on ecotoxicological methodological approaches and reporting and ¢)
interfacing work undertaken on the appropriateness of ecotoxicological methods with
important international initiatives in this area within OECD.
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The remit of Task Force 5 is the social and economic dimensions of nanotechnologies.
There have been a number of public engagement activities underway over the last few years
and the group is reflecting on how best to take these forward. In the meantime the group has
identified two broad themes for priority research in this area:

e Commercialisation and development of nanotechnologies in the UK: This would
include an examination of the UK’s nanoscience research and innovation base with a view
to predicting social and economic impacts;

e Consumer & Regulatory effects: This would include: an examination of the role of the
media, NGOs and other external influences on the public acceptability of risk and scientific
uncertainty in innovation; consider what lessons from past experience (e.g. asbestos) are
transferable to nanoscience and nanotechnologies; life cycle analyses to ensure that
savings in resource consumption during use of nanoproducts are not offset by increased
consumption during manufacture and disposal; and how to engage most effectively
further public engagement.

The first research report of the NRCG' emphasised the Government's commitment to
“understand the social and ethical implications of nanotechnologies, through a programme
of public dialogue and social research.” Following the report’s publication, Task Force 5 on
Social and Economic Dimensions of Nanotechnologies was convened to consider the
implications of work in this wide-ranging area for Government policy and to take forward
appropriate research.

Whilst a great deal of work has been done on public engagement in this area, little progress
has been made beyond understanding the "upstream’ concerns over the socially responsible
and ethically minded development of nanoparticle applications.

The Government has already made a considerable commitment to a programme of public
dialogue on nanotechnologies as set out in the first Government research report'. This has
been designed to inform both the policies for addressing the implications of nanotechnologies
and the development and use of nanotechnologies themselves. The Government is
committed to enabling public and corporate R&D organisations to access information about
societal aspirations and concerns, and hence take account of these in their policy and
decision-making early in the nanotechnologies development process. We are of a view that
we need to learn from the activities taking place under this programme, as well as those
funded by other organisations, to maximise the benefits of any new public dialogue initiatives.

Two key activities have recently been reported:

e Nanodialogues: Experiments in public engagement with science’, published by Demos
(http://www.demos.co.uk/files/Nanodialogues%20-%20% 20web.pdf).

e Democratic technologies? The final report of the Nanotechnology Engagement Group’,
published by Involve (http://83.223.102.125/involvenew/mt/archives/blog_37/Democratic%20
Technologies.pdf).
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184. Both reports were launched at an event hosted by Demos and Involve at the Institute of
Physics on 26 June 2007. The following overall messages arise from the 2 reports*“,

e People’s attitudes to nanotechnology are not significantly different from their attitudes to
any new technology, and are generally positive.

e There are concerns about the lack of knowledge about the human health and
environmental risks arising from nanotechnologies.

e There is strong support for fundamental science to arrive at answers to these questions.

185. Task force 5 is in the process of reflecting on the outputs of Demos’ People’s Inquiry on
Nanoremediation, both in terms of what it means for Government policy on
nanotechnologies and the future of public engagement activities more generally. This process
of reflection is being informed by our knowledge and experience of previous public
engagement activities, including the outcomes of the UK NanoJury and a citizen’s jury that
Defra has recently funded on air quality issues. We will also draw on the discussions and
publications of the Nanotechnology Engagement Group, which was a multistakeholder
group, charged with supporting “public bodies in developing a coherent programme of social
and ethical research and public dialogue around nanotechnology, and transferring this
learning to wider science and technology arenas.”

186. Although upstream engagement provides useful perspectives, these can be difficult to
connect to policy. Public engagement outputs have greater value and policy relevance when
dealing with processes and applications which are ‘out there’ and known to the audience.
There is a tendency to reduce the social issues associated with innovation to ethics, as the
focus is on risk and safety, rather than broader social questions.

6.3.1 RO1: Nanotechnologies and public engagement

187. A summary of the activities undertaken is provided at Annex E. In their 2004 report?,
‘Nanoscience and Nanotechnologies: Opportunities and Uncertainties’, the Royal Society (RS)
and the Royal Academy of Engineering (RAENng) examined the implications of nanotechnology
and its potential uses. Among its 21 recommendations, the report recommended that
Government initiate adequately funded public dialogue around the development of
nanotechnologies. In responding, the Government committed to facilitate dialogue to enable
both the science community and the public to explore together the aspirations and concerns
around the development of nanotechnologies.

188. Since 2004 Government has funded a number of public dialogue initiatives including:

¢ Nanodialogues (as part of the Sciencewise programme), supported by a £120k grant
from the DTl with matched funding from other sources, to look at a variety of applications
of nanotechnology;

e Small Talk, a £50k project involving discussing nanotechnologies with the public
and scientists;

e Sciencehorizons, a £330k programme which forms the public engagement section of the
Wider Impacts of Science and Technology (WIST) programme that considers
nanotechnologies as one of eight key emerging science and technology clusters;
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e The Nanotechnology Engagement Group (NEG), funded with a grant of approximately
£90k is made up of people with expertise in this area and is charged with mapping out
and analysing current practices of public engagement on nanotechnologies. It has
published a number of reports considering various methods of public engagement on
nanotechnologies and held a workshop with interested parties;

e Nanojury UK, although not Government funded, brought together fifteen randomly
selected people to discuss issues related to nanotechnologies.

Council for Science and Technology review

Although complimentary about the above activities, the Council for Science and Technology’s
(CST) recent review of Government’s progress on its nanotechnology commitments expressed
concern that, in many cases, public engagement has not had a major impact on policy.
The CST were also concerned that a number of public engagement initiatives are drawing to
an end and that it is not yet clear what will replace them. With regard to public engagement,
the CST specifically recommended:

e Maintaining an ongoing programme of public engagement;

e Carefully formulating future public engagement initiatives so that they are useful to
policy makers;

e Conducting deeper and more in depth deliberative dialogue processes to deliver results of
greater value to policy makers

e Considering how best to involve industry and NGOs in engagement processes.

The CST will be keeping an eye on the Government’s further progress on its Nanotechnology
commitments, particularly assessing the impact of the recently established Ministerial group.

The ESRC, with its sister Research Councils plan a series of at least three ‘Grand Challenges'’
of large multidisciplinary investments in specific areas of nanotechnology, beginning
with energy. The social sciences will contribute fully and effectively to each of these
‘Grand Challenges’ to both research and development for capacity for interdisciplinary work.
The ESRC will build on its existing achievements by ensuring each ‘Grand Challenge’
addresses research questions including:

e what are the key drivers of public and scientists’ perceptions of risks and opportunities of
nanotechnologies in this application?

e what is the likely impact on industry and economies, including from the convergence of
nano with other technologies?

e how will the global development of science and innovation -and their multi level
regulation-affect these technologies?

e how, when and why will public engagement and social influences affect development of
these technologies?

In addition, the ESRC will take forward an international partnership of social science funders
interested in these important questions.
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The ESRC Centre for Business Relationships, Accountability, Sustainability and Society is
currently undertaking work that builds on regulatory studies carried out on behalf of the DTI*.

The ESRC has also carried out the world’s most authoritative review of the social, ethical and
economic aspects of development of nanosciences and nanotechnologies. The reports,
published in 2003* and a follow-up in 2007, explain what nanotechnology is as well as its
existing and potential consequences, and identify important issues for research and society.

The ESRC is currently funding a Science in Society Initiative in the area of
‘Converging Technologies (CT)" — the convergence of nanotechnology, genomics,
cognitive systems, neuroscience and information technology. All the uncertainties surrounding
nanotechnology apply even more strongly to CT. The project aims to build scenarios to identify
the scientific and economic activities that are likely to be relevant for social sciences research
and, if so, how social sciences research topics relating to CT differ to those concerning
nanotechnologies and other previous ‘novel’ technologies. This work is being taken forward by
the James Martin Institute for Science and Civilisation, Oxford, and will report in late 20074.

The ESRC is also exploring opportunities to work with the International Risk Governance
Council on 'Appropriate risk governance strategies for nanotechnology applications in food
and cosmetics'.

Past research supported by ESRC has included shaping public attitudes and awareness;
learning the real life lessons from the Genetically Modified Organisms debate, and a study of
scientists’, journalists’ and editors’ views on nanotechnology and news production.

The UK is ahead of other countries in engaging with the public on nanoscience. Few such
initiatives have taken place elsewhere. The US has not yet carried out any public engagement
activities. Preliminary studies at Universities in the US and beyond are reviewed within the NEG
Report. Nanologue is a Europe-wide public engagement project, and the Rathenau Institute
in the Netherlands is undertaking public consultation on the social issues surrounding
nanotechnology.

UNESCO (2006) recently published ‘The Ethics and Politics of Nanotechnology'”,
which indexed international work in this area.

Desk-based literature reviews are also available from the European Commission,
Enterprise and Industry Directorate-General; Unit Chemicals — Environmental & Economic
Issues Team; Brussels.

The Canadian Government®® has also examined the social and ethical research questions
posed by nanotechnologies. However, this and other international efforts have been assessed
within what remains the most comprehensive study to date; the ESRC’s (2007) work in this
area led by Profs. Wood and Jones at Sheffield with Alison Geldart.

The nanoscience research agenda is wide reaching and is more than any single country can
pursue. The UK is recognised as having taken a lead on international engagement and,
through the OECD’s Working Party on Manufactured Nanomaterials, has driven forward the
shared international research effort.
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Whilst the various lessons of public engagement on nanotechnology are absorbed by
Government and the research community, high quality studies by the ESRC and UNESCO on
the social and economic aspects of nanotechnologies have highlighted a number of further
concerns and priorities for research. In support of the Government’s commitments,
both nationally and internationally we have concluded that there are two broad themes for
priority research in this area; the economic clustering of the UK innovation community and
the consumer and regulatory effects of further nanotechnology development.

In considering the two broad themes above, both of the thematic assemblages could be
divided into smaller projects, though the linkages between each theme are apparent and we
would prefer to see an holistic approach taken. Such an approach would capture the
relationships between international regulatory demands (such as reference materials) with the
ethics of intellectual property protection and the (in) equity of global technology markets
and applications.
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Next Steps

Since the publication of the Government's 1 Research report’, the UK and the international
community have identified the key priorities for EHS research in nanotechnology and the
current report illustrates the extent of agreement achieved. It is clear that the next steps are
to put in place the work required to fill the knowledge gaps and to address the seven
overarching requirements outlined in the introduction. The top priority will be to put resources
into the issues in metrology and characterisation that are needed to underpin the other
research strands.

Joint working and collaborative funding will be the main avenue for taking the programme
forward in the UK and there are a number of initiatives in place to achieve this. Government
Departments, their Agencies, the Research Councils and Industry are focussing on the NRCG
objectives and seeking flexible approaches to funding them.

We will actively continue participation in international collaboration in this area,
mainly through the OECD Working Party on Manufactured Nanomaterials and its Steering
Groups, and play our role in influencing the programme and in taking on a share of the
workload as part of the ongoing UK effort. We will also seek to encourage the broadest
possible sharing of data generated whether it is through public or private funding. UK and
international voluntary reporting programmes or schemes for industry will be looked to as
important sources of information in this regard.

We intend to review more fully, over the next twelve months, research work that has been
completed and in progress in the UK and internationally. We will take stock of action towards
meeting the NRCG and broader objectives with a view to considering what evidence of
hazard, exposure or risk may be available that might indicate the need for controls on
manufactured nanomaterials. This will be in the form of a report to Government Ministers.

We have already taken a new look at the remit, membership and objectives of the NRCG but
we will continue to look for more efficient ways of working and to greater involvement of all
stakeholders in decision making in research and for opportunities to raise the profile of
the Group.
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Annex B

In vitro testing of nanoparticles

We have reviewed our thinking on in vitro testing of nanoparticles following publication of our
report on this topic last year.

Introduction

It is felt that in vitro studies have the potential for use as a screening tool to provide information on
the relative toxicity of manufactured nanomaterials (MN) compared to the corresponding bulk
material. Some in vivo data would however be needed before definite conclusions could be drawn
for hazard assessment.

Investigations relating to cells/tissues of initial contact (respiratory tract, gastrointestinal tract, skin)
together with cells/tissue from potential target organs would be appropriate; ideally the latter would
be based on information available from studies on the distribution of absorbed MN.

Metrology aspects

Physicochemical characterisation of the nanoparticle (size, shape, surface area, surface reactivity etc),
selection of an appropriate vehicle, and measurement of actual exposures in-situ, allowing for
agglomeration/disagglomeration, are fundamental and challenging requirements.

There is a need to reflect the in vivo situation as closely as possible. For example if the concern relates
to possible local effects on the lower respiratory tract then an appropriate vehicle may be one that
simulates the respiratory tract lining fluid (thin liquid layer of surfactant mix applied to the surface
of the cells).

There has been much debate about whether nanoparticles will aggregate or disaggregate in
aqueous media and whether any generalisations can be drawn. This is probably dependent on the
type of MN and the presence of surfactant and needs to be considered on a case-by-case basis.
Ideally, insitu measurements in the experiment should be carried out to provide information on
this aspect.

A recent paper has argued that use of the physicochemical characteristics of exposure, although
critical, are not on their own a surrogate of dose and may even be misleading. Dynamics over time
in the cell culture system should be considered, reflecting diffusion, settlement, agglomeration/
disagglomeration etc. This was termed ‘Particokinetics’. It was recognised in the summary that the
techniques such as transmission electron microscopy (TEM) and scanning electron microscopy (SEM)
needed to measure cellular dose in vitro are difficult and costly and that there cannot be the
expectation that cellular dose will be measured directly in most in vitro studies. In the future validated
computer models for in vitro dosimetry may become available, but this is not possible at present.
Thus although this paper is critical of current approaches it does not provide any practical alternative.
{Ref: Teeguarden JG et al Particokinetics in vitro; Dosimetry considerations for in vitro nanoparticle
toxicity assessments. Toxicological Sciences 95 (2) 300-312 (2007)}
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Physicochemical properties and potential toxicity

Nanoparticles can act by reacting with surface receptors or by passing into cells and reacting with
intra-cellular receptors; which is more important can only be judged on a case-by-case basis.

A few generalisations can be made regarding physicochemical characteristics and properties of
the MN:-

Physical properties, specifically size, are important in governing the inter- and intra-cellular
distribution of nanoparticles. As an approximation, nanoparticles above 200-300nm will not
penetrate cells, although they can be taken up by cells such as macrophages. Nanoparticles of size
50-80 nm will penetrate cells but not cellular organelles such as the nucleus or mitochondria, and
those below 20nm will enter the latter organelles.

Thus any intracellular nanoparticle-receptor interactions will be dependent on size.

Macrophage recognition and uptake is more likely with larger particles and is perhaps more likely if
the particles are in an aggregated state.

Surface area is clearly inversely related to size of the MN and the extent of any agglomeration.

Surface reactivity e.g. with cellular contents or extracellular fluids, is dependent on chemical
composition as well as surface area.

In the case of metal oxide nanoparticles, physical effects (particle size and surface area) tend to
dominate rather than chemistry. For other MN a combination of both may be important.

Agglomeration is a particularly complex issue. Agglomeration in air will lead to deposition in the
conducting airways rather than in the gas exchange zone. But once deposited the agglomerates may
well break down and individual nanoparticles will be free to react with the cells. How tightly the
nanoparticles are stuck together in the agglomerates is thus a key factor.

End-points as indicators of toxicity.

Oxidative stress is considered a good, general endpoint for the relative toxicity of ultrafines and
possibly for the effect of MN in general on the respiratory tract.

Useful information on comparative toxicity may also be obtained from studies investigating the
inflammatory response, cytotoxicity or genotoxicity. A range of different studies is likely to be
appropriate depending on what is known about the mechanism of action of the MN in question.

Further details of the recommended approaches for each endpoint are provided in the Task Force 3
Report on In vitro Methods for Assessing the Toxicity of Nanomaterials.?

Task Force 3, NRCG



In vivo testing of nanoparticles

We have considered factors likely to be important in the in vivo testing of nanoparticles.

A number of recent reports have concluded that current methods used to assess the health effects
of chemicals, based largely on experimental studies in animals, are generally appropriate for
manufactured nanomaterials (MN). However special attention needs to be given to metrology and
dosimetry aspects. Also to certain types of toxic effects that may arise from nanomaterials that would
be poorly detected in conventional toxicology studies.

There follows an outline of the key factors to consider in the design of in vivo studies to investigate
the toxicology of MN.

Metrology aspects
This is a very challenging area.

Clearly the MN must be well characterised with respect to particle size, shape, surface area,
surface reactivity etc. with information on homogeneity and stability and whether aging affects
these properties. These characteristics could change in the dosing vehicle. Information on the
stability in any dosing vehicle is also necessary. This includes air; a high concentration will lead to
increased agglomeration and this will affect deposition patterns in the lung.

Ideally the most appropriate dose metric (mass, particle number, surface area, surface reactivity etc.),
should be known in advance of the study; this will be dependent on the nature of the MN.

If this is not known (currently this is not known with confidence for any MN) a range of parameters
need to be measured to cover various possibilities. Particular attention needs to be paid to any
changes in the characteristics of the MN that may occur under local conditions due to
agglomeration/disagglomeration etc.

For pragmatic reasons we probably will have to accept less than ideal data sets in this regard in the
first instance.

Specific types of toxicity warranting special consideration when testing MN.

There is concern that MN may induce specific types of toxic effects that are not readily detected in
the conventional animal studies. It is widely believed that ultrafines are responsible for the well
established cardiovascular effects of air pollution, although this hypothesis remains unproven.
Nanoparticles have been shown to interfere with the clotting process of the blood and the
suggestion has been made that nanoparticles may be a cause of atherothrombosis (disruption of an
atherosclerotic plaque, leading to platelet aggregation and thrombus formation). Such effects may
not be easily picked up in conventional toxicity studies, at least in the early stages and ApoE -/-
transgenic mice have been developed as a model for human atherosclerosis. Single wall carbon
nanotubes have been shown to accelerate atheroma formation in this model.
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There is some evidence that nanoparticles can translocate from the respiratory tract to the brain via
the olfactory nerve suggesting neurotoxicity may be a particular concern. There has been increasing
recognition of the importance of adequately investigating the neurotoxicity of chemicals in general,
with the more routine animal tests being designed to detect compounds with neurotoxic potential,
which may be followed up by more detailed testing to characterise such effects. This has led to the
OECD toxicity test guidelines for repeated exposure (28 and 90 days) now giving more emphasis on
neurotoxicity (with inclusion of a ‘functional observational battery ‘and enhanced histopathology of
the brain and peripheral nervous system) and there is also a specific guideline for investigating
neurotoxicity in more depth, again focussing on the oral route. The inhalation (and also the dermal)
exposure guidelines have not been so updated and the need for enhancement to better detect
neurological effects needs to be recognised when testing MN by this route.

Route of exposure

For acute studies, routes of exposure may be oral, dermal or inhalation. For repeated exposure,
oral or inhalation are likely to be the most appropriate routes (In the chemicals area repeated dose
dermal studies are only rarely performed for a number of reasons, with hazard assessment of the
systemic toxic effects of repeated dermal exposure being made from oral toxicity data and an
estimation of skin absorption. Presumably the same could be true for nanomaterials.)

The question of tracheal instillation as opposed to inhalation needs to be considered as much
research work is carried out using instillation, and facilities for inhalation experiments are limited.
It is felt that the instillation route can provide useful information on comparative toxicity and on
mechanisms, but for definitive information on hazard following exposure by inhalation, studies using
this route are necessary; this is particularly the case for effects following repeated exposure.

(We plan to produce a more detailed document on the value and limitations of studies using tracheal
instillation rather than inhalation, in June 2008).

Distribution studies

A key consideration when assessing potential toxicity of MN is knowledge of distribution and
elimination following absorption. This may allow the identification of any particular tissue where the
MN may accumulate, and which could give rise to concerns regarding potential toxicity. Additional
information on cellular uptake and subcellular distribution would be helpful. This presents particular
problems as it is difficult to track distribution in vivo at realistic exposure scenarios. Such studies are
dependent on a suitable marker such as radio-labelling being available that does not affect the
properties of the MN. These complex studies need be designed on a case-by-case basis.

Task Force 3, NRCG



)
>
)
-
-

<

(", S|eua1EWOURY
JO uoienads |eaiuayd-0disAyd pue ABOJ0dIX0}033
purur,, 12007 JogqwanoN doysyiop [euoneulsiul buipniaul)

1ououeN LY6'8T1
SAIDY
uopuo ‘200¢

Jaquiardas pue 9oQz 1aqwialdas play SdUaJ9U0d JIHIIUIIDS v/N
|[PUOIBUIDIUI — ,S|BlI91RWOURN 4O S12943 [PIUSWIUOIIAUT, A Jajsuell abpamouy
S|ela1eWOoURN Palnidenue|Al UO
v/N Aued BUPRIOp dDJ0 ‘dwwelboid Y3DN Aousby uoida10.d
NIAdAM dD30 Yim 1uswabebus pue sswweibold [EIUSWIUOIIAUT SN {(/d4 ‘9dd) Sewwelboid YJomswel{ N3
Slomawielq N3 pue vdIsn UYL 3Jom BuloUUOIA DAY UOI1eUIPIO-0D pue Bulioyuow ALIAIDE [BUOIIRUISLU
/sawlwelB01d/yd1easal N e dIau MMM
AB0J02IX0] S3Pd11ed auljesyn uo Z ‘s|elialeuwloueu painioenuew 000'L /¥y awwelbold

JO SSIJ [EIUSWUOIIAUS U0 9007 Ul papieme siuelb z

xoiddy aAIDY

U}[eaH UBWNH pue JUaWUOIIAUT AOW/HA /3 /e43d /293N

‘POpUNY I19M SPIeME [BUOILIPPE 8 “£00Z 4199010 Ul apeuw
2I9M Spleme pue uolzen|eas ‘£00z Alnr sjesodoud Joy |jed puz

pspuny syuelb 0| :900¢ Joqwiardas sjesodoud
104 [|B2 15| "ydJessal Jo swuwelboid buip|ing Aydeded pajdaiiQ

8€6'7SL
andY

wucw_umocmC\meEm._@O‘_Q\r_u._mwmw._\v_D.um.u._wc.>>>>>>
aAnenIu|
DUBPDSOUBN [BIUBWILOIIAUT D¥SdT / V3 / D¥IN / Bjeq

“(YINOWA|4 pue 1219x3
‘Weybuiwlig JO SANISIBAIUN) G00Z dUIS papleme siuelb €

L6£'S8L SNV

Buipun4 apolN aaisuodsay DYIN

sda1s IxaN/awod3InQ/ssa1b04d

(auads

1o pasodoud
‘pa1}lwwod SF
ul 53S0 Y3IM)
pa19jdwo)
/pasodoid
/[PNdY

uondunsaq 1sfoid

"AB0|0DIX0}039 WIOJUl O} SaIPNIS [BDIHOJ0DIX0} UBWNY WO} J9jsuel) abpajmous| Jo buliel|ine) sy}
90 P|NOYS 340oM yns o 1adse Aoy v “(syuejd pue (ysiy -6°9) So1eigqemaA ‘SeieigemaAul buipnppul) sdnoib |ed1b0jods
£33 01 s9|p111edOURU JO S1I94D OAIA Ul PUB SDIDUINOIIX0} A1IDIX0] JO SWISIUBYISW 3y} YSI|qelIss 01 Ydiessay 8L OY

"uolleIpaWal JO 1X31U0D Byl Ul Ajlenadss ‘siueld pue sjewiue
‘SwisiuebloosdIW [I0S pue Ja1empunolb uo ss|piiedoueu JO S99 pue A1dDIX0} ‘oxerdn sy ysi|geiss 0} ydiesssy  LLOY

(7 @404 sel) mainai pue d)epdn ssaiboid :snyeys Arewwnsg

57



Annex D

955 dD30 s4eyd Osje dley 7 92104 Xsel

s '¥HINIDS Aq paysijgnd suoluidQ om|

andY

saydeoldde juswissasse

31y :9 dnoin bulddIs NINAA dDI0
sauldpIND 1531 7 dnoin Bulddls NINAA dDI0

“JUBISSISSE

3su Alojenbaus sjediwayd buioddns (@o1)
JUBWINJ0Q 9dUEPIND [B2IUYIF dY} bulssasse
dnoin Buppiopn sjetsrewoueN YHINIDS

UOI1RUIPIO-0D pue Buloluow ALIAIDE [BUOIRUISIU|

1pddY477929 £60 1 0gD=1UdWNd0Q, xdse uswNd0gAN A0b e1fap ppUR//:d1y

e 3|qe|lene
pue paysiignd Hoday — $31eOossy aueld pue siepp Ag uasenspun 1afold

000'G¢ xoiddy

po1a|dwo)

"S|elI}ewoueU
104 3Je $3591 |P2160|021X03009 Aloje|nbal pasodoid
pue uand asodind 10} 11} MOY JO JUSWISSISSY

spoyawl
|e2160]02IX03039 — JUBWISSASSY YSIY pue plezeH

sdays 3xaN/awod3nQ/ssa1b0id

(auads

Jo pasodoud
‘pe1iwwod sF
ut 53503 YM)
pa1sjdwo)
/pasodoiqd
/[ANY

uondunsaq 3foud

"JUSLUSSISSe PJBZBY [PIUSWIUOIIAUD Ul 9SN 104 S|030104d | §d PIePURS 4O B}INS B JO
Bululyap 8y} 01 pes| pjnoys siy| ‘sajpiedouru BulapISUOd UaYmM ale (1dd) ADIX0} pue uoienwNeolq ‘edudlsisiad 1o}
S159) pJepuels 1uaund asodind 1o} 11} MOY SSasse pue Salpnis [ed160]02IX0109 Ul painseaw 9 o} siujodpus auyad 61 OY

58


http://randd.defra.gov.uk/Document.aspx?Document=CB01097_6262_FRP.pdf

‘sbuipuly 3N Anp oueN ayi 01 buipuodsal 01 PAIHWILIOD S| JUSWUIIAOD

‘ysi|bu3 utejd ul pajjage| ag p|Noys sajaliedoueu painideinuew BUIUIRIUOD S}ONPOId 1
191190 91EJIUNWWOD 0} UIB3| P|NOYS SISHUIS "€

“UDJeasaJ pue Bululel} ‘UoIeINPa Ul JUSWISIAUI

AQ 3N ay1 01 sgol bung 16yl sa1bojouydsloueU 950yl 1oddns pjnoys JUSWUISA0D) ay] 7
"92IMIS U}eaH

[BUOIIEN 3U1 UO UOIIBUIWILIDSIP INOYNM 3|ge|leAe 3peU pue swisiueydawl buipuny paroidull
ein padojaAap aq PINOYS PUe }11JaUdq |BI21D0S B SABY SAUIDIPAW PI|QRUS-OURU - Y}eaH |

:1noge A|Bu0s3s 1soW 134 A3Y3 YdIYM SUOIIEpUSLIWOIAI 1 BUIMO||04
ay1 panuap! Aunl ayy ‘oddns jo saa1bap snoliea Bulldel1ie ‘apew 2I9M SUOIePUIWWIOdR) 07

"93SEIMBN
10O AJISIaniun 8y} Jo
211U YdIeasay
S9OUBDS Y

pue s21uy33 41104 ay}
pue ueipiens ayi
SN 92eadusaln
‘abpuquied

Jo Ausisaiun

Aq paJlosuods

uayel aq
0} uonoe 1o saioud uo
SUOIIPPUBLIWODAI dpew
usy3 ‘salbojouydaloueu
JO SYSI pue

sabua|eyd ‘sanniunyoddo
‘suonedidde uo sassaulMm
119dX3 WOJ} ,9dUSpIAY,
pieay Ainl ,susznid v

N AinfoueN

saied paisalsiul yum doysyiom e piay pue ss1bojouydsouru uo Juswabebus
dlignd Jo spoyiaw snolleA bullapisuod suodal Jo Jaquunu e paysiignd sey HIN ayL

1uads Y063
pa1s|dwo)

dnolop juswabebuy
ABojouypajouep ayL

/00¢ uwniny ul 1JusWwulaA0L) O} Uwuﬁcwmw‘_g 2Q O] °np

1uads HOEET

SEINTb)
Abojouydal pue adusIds
Buibisws A3 1ybis jo
auo se salbojouydajoueu
SJ9pISU0d 1eyy swwelboud
(LSIAn) Abojouydal

pue 9dU3IdS O

spedul| JapIAA Y1 4O 1ed

ale synsay "£00z Ainf 03 Alenuer woly YN dY3 Inoybnolyl ade|d 300} SIUSAS SUOZIIOYIOUSIDS paia|dwo)d sSuozlIoyaduasg
(Juiy b | zabedn b0 ey jews mmmy//:d1y J1gnd syl pue Ss1siuaIds

1e 3|gejiene) £00Z Aeniged yie uo paysignd 1odas jeul4 “syuedidijed 1uads M0osF U99M13Q SUOISSNISIQ

0021 J19n0 Ag papusiie ‘N ayl ul SJUSAS 07 ueyl aiow asiueblo padiay sey 1dafoid siyL pa1e|dwo) el [jews

(4pd"02MOZ % 07 %-07 %SNBO|BIPOUBN/SS|1}/AN" 03" SOWSP MMMY/:dNY) £0/90/9C
uo sowaq Ag paysignd ‘,93ua1ds Yyim juswsbebua dignd ul spuswiiadx3 :sanbojeipouen,

1uads Hoz13F
pa1g|dwo)

ABojouydaroueu

Jo suonedidde
Buissnosip spuswiiadxe
Juswabebus d1gnd
sanbojeipoueN

sdajs 3xaN/awodlnQ/ssaiboid

(auads

Jo pasodoud
‘pPonIWWO) sF
ul S1S0d Y1IM)
po1sjdwo)
/pasodoid
/3ADY T

uondinsaqg Paloid

(S41) mainai pue dyepdn ssaiboud :snieils Alewwng

‘yoJeasal [enos pue anbojelp dignd jo swwelboid e ybnolyy ‘ssibojouydasioueu Jo suonredidwi [BJIY1S PUB [BIDOS SUl PUBISISPUN O]  LOY :©ARI3IqO

59



"S3IPNIS ONIA UJ
‘swialsAs |eaibojoiq
UMM uonoeIa1ul ‘pue

uonestsioeieyd
Uuo sndo} YlM AN

01 ainsodxa wol} bunnsal

spJezey Jo uoliediuenb

‘UonedIUBP! ‘UoniubodI3Y

:J9pIsuod

01 Jlwial e Yum (| 102
-9007) ge1 fiajesoueN
9y} paysl|gelss

pue aduasoueN

1o} a13U9) |euoneN
papuny Abojouydsl

pue 22UaIS Jo ANSIUIN

euiyd

‘sobeydoiew
Arewud ui 9duelesp
pue uonepelbap
‘o3erdn uo adeys

'SWIR1SAS

|e2160]0Iq Ul UOIeIDOSSe
pue jodsuely
'so1s1a1dRIRYD
JUBJ3H4Ip O} uoleal

Ul S||92 Ueljewwiew

ul 91e} ‘poo|q ‘YNQd pue
sauelquIaW olq (YHm
SUOIIDRIDIUI ‘S|9SSAN
poo|q ur uonnglisip
pue soiweuAp

‘suoldeIRUI

apndad — |euReWOURU
JO UonezII3dRIRYD
[es1waydodisAyd

"Papuny (DYISN) [PUN0D
yoJeasay bursauibug

pue s=20uaIdS |euoneN

pue SWNJIO} aininy
sue|d pue 900z 9@
ul a|geipunoy paisoy
(DYIAHN) [1PUN0D
424easay [edIpaln

uonisod buuedald
Ajpusund st yoiym
eljelisny ajesoueN
paj|ed> yiomiau

e paysI|qelsa sey

"S|elI91eW 9dURIRRI
pJepuels buineiqied
104 9DIAISS SIDHO AINISU|

dUON pue 3zIs JO 123443 ‘OAIA Ul pue 0J1IA U| pue uoniuboday epeue)
“(PAJOAUI SB1IIUNOD Q)
Abojodixo} Z 34VSONYN

uewny Ajpueulwopaid YlIM palaulied wnibjag
's92110e4d 1599 SRHO

‘S3NIAIDR 1ua.4nd uo Jaded - Abarens

Abojouydsiouen |euolieN
e Joj suondQ,, Jeded ayy
01 asuodsal buidojanap
Aj3Us1ind 1USWUISA0D)

pue yijeaH |euolieN AjuNwwod ydJeasay 1UBWaINSe3\ |euolleN ejjessny
SENEEINEREIETEN]
salbojouydalouen jo 1UBWISSISSY 1UBWISSDSSY salbojouyda] pue pue uolesIpJepuelS
SuOISUBWIQ JILIOU0DT 3SIy pue piezey 3SIy pue piezeH skemyieq 'sa2inog ‘uonesialdeleyd
pue [eoS °g [EIUBWIUOIIAUT YijeaH uewnH ‘¢ — sainsodx3 ' ‘ABojoNdIN |
Kiobare) yoieasay Anuno)

12BIUOD Vd3 “S'N ‘(9 1(£007)0UOW-WI-AUS/01{ul|/4SU 0P £00¢/S!|0/D10 P390 L jdde//:dny) Alewwns djgel ap INoL NINAAM PUZ D30
‘(ysa/g | /B10128l0adydar0uBU MAMM//:d11Y) Ydieasal A19jeS pue yijesH ‘1uswuolinug ABojouydsioueN Jo AI0JUSAU| UOS|IAN MOIPOOAN :$924N0S Uoijew.aou]

N °opisino m_MmOQOLn_ pue mu.uw_.o._Q ydJieasay jualin) awos

60



Annex F

‘pansst (INDD)
S92UaIDS a}I7 pue
U}[edH 0} 931WWO)
SDIY13 BAIRYLNSUOD
|euoneN pue
(SLIINOD) sedUads
3y} JoJ SdIy3g uo
99HWWOD SYND 3y}
JO suoluido 1ng ‘suoN

‘elIa910eq
uo |AIN 4O @auanjjul
pue Aydixojoushb
"Aipix0101AD
"Papuny (SYND)
YdJeasay dij1auains
1oy aljua) |euoinen
V1D '(4NV) Lousby
YoJeasay [euonen

‘spiezey
[EIUSWIUOIIAUS BY}
Buinboleled SYINI

“Buljjepow

02IfIS Ul PUB 0J}IA

ur ‘oniA Ul 'sswwelbold
[eUONEN JBY30

pue Z 34vSONVN

YHMm paJsuiled

‘sauuueIboId
|euonen Jayio pue
¢ 34VSONVN

YHM paJauied

"¢ 3I4VSONVN pes| 9|qousis
1e (uolssiuwo) Abiaug
JIWOMY 'v3D) anbiuwioy
a1biau3,| e 1e1eSSILWOoD

‘swiwelboid ydiesssl
dojonap 03 buriom (SYNI)
A11N23S pue ydleasay

10} 81n}su| [euoneN

pue (SIYINI) sty

pue JUSWUOIIAUT [BLIISNPU
104 91nyisu [euoneN su3
Buipnpul S3INMISUI [EUOIIEU
snoleA pue ¢ 33YSONVN

aduely

‘puejulq Ul
p|al} ay3 jo 1uswdojanap
[|e4an0 3y} suoddns pue

S93UlsoIq pue soishyd
‘AnSIBYD Ul YydJeasal
3|B2SOoURU SBUIqUIOD
Ya1ym awwelboud
ydJeasay aouaidsoueN
s,pue|ulq o Awapedy yum
uonelado-0d 3sopd ul N0
paled si 3 ‘uswdopnsp
Abojouydal pue ydieasal
40 SISISU0D "600¢ - S00¢
swuweibold oueNul4

puejuly
‘uoljesIpJepuels
0} uoneal
ul S1Iap|oyayels "ABo|oIq Je|NJ3|oW pue 3dUBIDS
snoueA yum dnolb |osoJae sapiiedoueu Uo ydleasal buielbajul uo sasndoy — swwelbold 4N
3I0OM}BU paUIels sey
UOI1BIDOSSY SPIepUelS papuny yJewusq 4o ANSISAIUN [EDIUYDIDL Jlewuaq
Kiobare) yoieasay Anuno)

61



Annex F

'sanss| acueydande
s1ignd JapIsuod

0} Hwal e sey ydiym
Ad1j0d Juswdojsnap
pue ydJeasal
S91eUIPIO0D 1Ry}
9911WIWOD Paysl|qelsa
SEY 9210 Iaulge)

Inq
sawwlelboid [ewlo) oN

“JUBWBINSEaW

pue ainsodxs ade|d3iom
pue yijeay uewny yum sind
SS01D , uonesualdeleyd
9sDald Y1 159 A1dIxo|
"s1edh Uo paseq s|eLlewoueN

9344} JIAO S3IPNIS /002 |Udy ul sanss painidenuelp
uolejeyul d1uolyd snid yieay ajqissod uo JO SSIY |enua3od
S3IPNIS OJUA Ul PUE OAIA YdJeasal Mau paLIels 3y} JO uonenjer3, paweu
ur swweiboid (SJIN) (HSOINT) YyyesH pue 1afoud 1eak g paydune)
S3IPN1S [EIUSWUOIIAUT A1a4es [euonednddQ sey (1L3N) Aiasnpu| pue
Joj 91nsu| |euoieN JO 21N}ISU| [eUONEN apel] Awouod3 Jo Ansiulp

ueder

‘aInsodxa
9pied A1151x03-029
ssodoe sInD “(YNJIA)

LSisAleuy appnJedoueN
1oy wiojield pajelbajy)
ue jo juawdolana(,,
awwelboud

9d4 Ul siauned ‘lenoidde 03 19lgns
"pajeulplood Ajjood ‘lesodoud (1534SI)

INQ S31NISUI JO SBIIUDD UOIUaA3Id pue
youeasal ‘Aysisaiun A134es ‘leuonedndQ

Ul Jaquinu paywi 104 31n1I3su| [euoneN

"SaNss! s jo abuel J19A0d
0} dn 195 Abojouydalouen
P3J}1US UOISSILIWOD

Ajey

'900¢

Jaquwiaidas pue 1snbny
U99M13Q Uaxenapun
UOI1e}|NSUOD 13Ul
Buimo||o} buiylon

" Pliom buln|

9y} pue sspiedoueu
U93M13q SUOIdRIIUI
Buipueisiapun

104 1134|001 pue wioje|d
e Jo Juswdojenaq,,
1deJa1ujoue 19loid
papuny 9d4 1ng syalod
yoJeasal [ednoeld oN

swuwelbouid d1baress
||eJano ON puejas]

"PaIBPISUOD SUOISUBWIP

[e21Wayd02IsAyd pue pasn aq ||Im sspiedoueu Jusiaylq ||elrusod
91en|eAd 0} spoyiaw oJlA Ul buidojaasp — (ydleasal buryelispun asidiaius
Abojouydaiolq | pue suonnisul yoieasal  yum 4giNg Aq papuny) SONI
swsiuebio uewny ul syied uonnguisip pue uondsdal 1o} paydepe

|00} UOIIeINWIS PUB US3eUapUN 3 ||IM uollesualdeleyd “s|eLalewoueu
uogJed jo A1121x010140 Jamsue 0} s399S — (Aisnpul wouy Buipuny yorew
UHM papuny 4gIAIg Yd1easay pue uofednp3 Jo ARSiUl [ei9pa4 ) YIDVYL
"S9IPNIS UOIESII9IDRIEYD 93enapun pue sapiedoueu mau

91B2.D OS|e ||IM INQ 'SIS9} OAIA Ul pue OJlA Ul buisn ABOj0d1X0} uewny S SNJ0}
Asewilld — (SUOIINISUL YDIeasal PUe Sa1lIsISAIUN ‘satuedwod €1) IYVIONVN

sdnolo BuplIop €

900¢ NON Paysligelss
UoISSILWOd0URN

Aueuwan

Kiobare) yoieasay

Anuno)

62



Annex F

‘sjesodoud yoleasal

10} pa||ed sey Abojouydsl
pUE 9JUBIDS YD1easay

JoJ uolepunod ayi inq
sswwelbold yoieasal oN

puejeaz man

"90e|d3IoMm

3y} Ul sanssl

2Ins0dxa UO JUBWWO)
0} pPSe Ua3q aney
elwapede Juspuadapul
pue sanieuasaldal
uolun pue

ssauisng buisdwod
IPUNOD) JIWOU0dT
0POS YINQ) Y35 YL
“2lgnd pue 3duaIPs
410q Wou} Siapjoyaess
UM, UOISSILILIOD
peoiq,, pa|jed os e

JO UONe||eISUl 935310}
12UI0eD YIING dYL

"A101eAIBSO

[euoneN |y} pue (INN)
anneniu Abojouydalouep
spuepisyiaN

3y Aq payeup buiag i
,Uo112as sysi,, e buipnpul
epuabe ydJeasal |euonen

“JUBWUIBA0D) By}
1o} uejd uoide ue dnpold
0} 3Np pue paysi|qeisa
sysii 9|qissod uo dnoub
Buryiom [eruswiiedsplaiul

spuepJayiaN

(LSOW) ABojouypdal
pue 3J3uaids Jo
AISIUIA “sa1bojouydal
|BIUSLIUOIIAUD

JO 1uaWdojaAp

ay1 bunowoud

uo pasndoy Ajsnoinsid
yoiym | zeidouyosy
-013 1aloid sy}

JO YJOMBWE} Y1 UIYHM
A19}BS [PIUSWIUOIIAUD
pue yieay uewny

uo (bunnd-ss042)
19oid pauels (JON)
JUSWUOIIAUT 4O ANSIUIN

UD4P3S3I DAY
10} 9j04 Juerodwi ue Aeid
M pue A1ajes uo Adijod
asiuowley 01 £00Z YdIeN
ur dn 18s Apoq uoie}NSuod
[PLIR)SIUIW-ID1U|

eai0)

Kiobare) yoieasay

Anuno)

63



Annex F

‘AoAidadsal
‘S|eliajewoueN

1o} spiepueis

pue ‘JUBUISSasse
3SIY UO 3JOMIBN
paziuebio a3nyisy|
SpJepueis ysipams
pue a1es0adsuy|
s|earwayd

‘sdeb

Bul|jiy Joy sjesodoid pue
sdeb -ejep Jo uoedIHIIUSP!
‘abpajmous| s|ge|ieAe
M3IASJ 0} 23eJ030adsu|
S[eslwsy ) Ysipams

93U} PAUOISSILIWOD Sey

ysipams :buiobuQ 1UBWUJBA0D) 3yl INQ SUON usapams
Aued
Bupjiom uonenbay
pue A1DIX0] sapn|py|
‘uolneJisiuiwpe
3yl WOy
spadxs pue ‘sjendsoy
‘Aysnpul ss1elbaul
Yarym a3NONVN
‘(uonepunod
INOLINVHd
9U1 puUe SIIUSISAIUN
‘suonnsul (OIN)
puisidwod UoIlEdNP3 pUB UG
SABILUI PISEQ-GaM) Jo Ansiuln ayy Jspun’(£00
AbojouydsioueN — ¥007) Abojouydsiouep
104 Bul|lspolN pUE SDUSIDSOUBN
ONVN, I\ ‘(saiuedwod uo uoioe d1baiens
pue sdnoib JO |emaual syl ybnoayx
4DJ4e3S3l 4O MIOMIBU) SH3 40} pe1adxe buipuny
NIVdSONVN pasealdu| 'senss! SHI
‘D3N pue N3 3yl Aq 0} P10ASP UOISIAIP spnjDul
pPSpUN}-0d UOIePUNO4 [|IM UydIYym (uoireinbau)
SIWOLNVHd 9pnpul Winiosuo) [euoiieN
S9AIIBILUL JBYIO e BuIydune| JUSWUJISA0D ureds
"U2Jeasay pue uoleonp3
Jo AnsiuiN Aq uoiesspisuod
bunnlemy zoog woiy ade|d
‘bunieay ul IVINONVN welboud
J1gnd 4oy 1no ind osje yoJessal 3y 4o (S007)
AbBa1ess 1jelp ‘bunssw sbuipuly uo pjing O} |IPUNOD
uado 1e psjussaud yoJeassy sy Agq pardope
ABa1esns |euoneu u99q sey Abojouydsioueu
ps1dope [1pUNod pue 3>U3IdSoUrU
yoJeasay buipadaid Joy ABarens [euoneu v AemuoN
Kiobare) yoieasay Anuno)

64



Annex F

'£00C
uwinine pue Jswuwins

paNpays sadnoesd
Juswabeuew ysu
pue uonezuaieieyd
S|ela1ew

UO SuoIe}NSUOD Jaad
D1J11UBIDS "3}S-0am
uo pajsod syusWNdop
pole[al U0 Sjuswiod
dlgnd bupfess HSOIN

“Aidixo} pue
Angejiene oiq ‘sboly
3 ysij ul Adixoy
|eIUBWdO|BASP

pue amnde
'SuoIIoeIRIUI 3QODIW
NN ‘SWa1SAS
snoanbe ul soiauIy
umop3ealq ‘A1dIxo}
wJa} Hoys pue
31nde ‘swa1sAsodd
90e4INSQNS pue

|l0s ‘133em uo 3oedul
‘Papuny 4SN

pUB /d3 "UoNd3|s v

219 'ABOJODIX0) [eWLISp

'UOIIRWWIB|JUI/SSAYS
IN}EPIXO

Bunj ‘uonewweyut
Aseuownd-oipied
‘uonisodsp g A1D1x01
Areuow|nd ‘oA ul
‘uoneleyul ‘Apawisoq
‘papuny

(3uodnq) Ansnpui
pue ¥YSo4v/aod
dIN/SHIIN/HIN
'SHIIN/HIN 4SN 'vd3
"HSOIN "3buel apim

‘uolewloysuely
pue 31k} JAPISUOD

0} (s3gnjoueu

uogJed buisn

"6°9) saIpnys parebiel
'S32IN0S pue
skemyied Jo uondses
B ‘s|eliaiew JUalayip
Buisn saipnis

‘Papunj vd3 pue
HSOIN abues apipy

"saiuadoud |ediwayd0dishyd
yum diysuonejas

3} 159} 0} SUOIPRIIUI

(192 (11) ‘uonediyuenb pue
Buroyuow (1) bunelodiodut
uonesiaeleyd

pue ‘uonesiaideieyd
:paIaN0D Sealy

‘Papuny vd3

pue dod 4SN ‘HSOIN

‘Abarens ypieasal Aond
dojanap 01 sishjeue deo

*,,S|el1e| 3jedsouep
palaaulbug o SpasN
U2Jeasay Aayes pue

U[PSH ‘|BIUSWIUOIIAUT, |
1uswNdop uo 1ybnos buisq
511gnd 3y} WO} SIUBWWOD

v's'n

953y} buissaippe
sawwesboud
YoJeasal oN

“JusWINSeaw
Jo} uoisinold uswiniysul "69
‘SIY} SsessaIppe swwesboid

D3LONVN Pasndo) dey
Bunsixa Jo spadse awos

SIaqWaW

Aynoey pue siaydleasal
Buowe uonewliogul aleys
0} AJsJaniun Ui dn 33s winioy
A1ajesoueN Aemuspun
13[oid buijelp aulRpinb
So1y1v0urN/A1R)RSOUBN

|9A3] [EUOIRU P 1e ADB3)es
A1ajesoueu ssaippe

0} pawie s ue(d d1ba1esns
Sy 4o aseyd pig vyl

‘Apoq d1gnd JusWUISA0D
-uou e (vQLSN)

fousby 1uswdopnsg
ABojouyday pue

9DUIIDS [BUOIEN 3y} JO
Bl[2Jquin 3y3 Jspun (€10 -
¥00Z 'DILONVN) 2u3)
ABojouydajouen [euoiieN
dn 195 1UBWIUIBAOD)

puejieyy

Kiobare) yoieasay

Anuno)

65



66

DECHEMA-VCI-Working Group Vel
@nﬁmmw “Responsible Production and Use of Nanomaterials” i

Roadmap for Safety Research on Nanomaterials
Link with the European 7th R&D Framework Programme
and national Programmes

July 5th 2007
Details provided with kind permission of DECHEMA-VCI Working Group

Nanotechnology is the technology that characterises, designs, produces and uses structures and
systems that require exact control of the size and form on the nanometre scale that is a billionth of
a meter. Nanotechnology will enable new developments and novel applications from biomedicine to
information technology. Chemistry is the science that delivers basic materials for those technologies
by producing so called nanomaterials, mostly defined as <100 nm in at least 1 dimension.

Nanomaterials must be safe for man and the environment. As with any other emerging technology,
safety research is necessary to ensure responsible use of nanomaterials. This paper from DECHEMA
(Society for Chemical Engineering and Biotechnology) and VCI (German Chemical Industry
Association) is directed to provide some recommendations which current research issues might be
addressed in the European R&D Framework Programmes especially in the European Technology
Platforms for Sustainable Chemistry (SusChem) and for Industrial Safety (ETPIS).

Nanomaterials may exhibit new substance properties, especially due to an increased surface/volume
ratio, a higher surface energy and a smaller particle size. These altered substance properties may
possibly result in different toxicological and ecotoxicological properties than bulk materials.
These possible changes in substance properties currently give rise to the question whether existing
exposure measurement technologies and methodologies and toxicological testing strategies are
appropriate to assess potential hazards and thus are appropriate to analyse potential risks
of nanomaterials. This is currently intensively being studied worldwide by industry and
science institutes.

In Germany, DECHEMA and VCI have established a working group “Responsible Production and Use
of Nanomaterials” which consists of high-level European scientific and industrial experts and is
regularly joined by representatives from the German authorities. The group which was initiated in
2003 shares scientific findings and best practices on safety aspects of the production and use
of nanomaterials.

The DECHEMA-VCI working group has already addressed these issues at a very early stage in a
roadmap of safety research which is continuously updated and reviewed (Annex “Roadmap of the
DECHEMA-VCI Working Group on safety research on nanomaterials”). The DECHEMA-VCI roadmap
contributed to the project NanoCare funded by the German Federal Ministry of Research (BMBF).

Overview on the most urgent issues concerning the safety and potential risks of
nanomaterials and ongoing research projects

In close co-operation with scientific institutions the chemistry industry works already on almost all of
the most urgent research issues:
. The BMBF project “NanoCare” project will

— Investigate decisive parameters which trigger toxic effects (size, chemical composition, effects
of surface, morphology) by end 2007.
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— Develop and assess toxicity testing methods with respect to their suitability to detect different
specific effects in bodies under practical circumstances, e.g. at the working place by mid 2008.

— Study the toxicology of different materials than Titania and carbon black by end of 2007.

— Develop methods to reproducibly provide inhalable atmospheres of nanomaterials suitable for
toxicological studies by end of 2007.

— Investigate the stability of agglomerated nanoparticles in body fluids by mid 2008.

|II

The project “Nanosafe II” funded by the European Commission

— Develops and assesses toxicological testing methods with respect to their suitability to detect
different specific effects in the body under practical circumstances, e.g. at the working place
by end of 2008.

— Studies the toxicity of other materials than Titania and carbon black by end of 2008.

— Develops methods to reproducibly provide nanoscaled aerosols for toxicological studies by mid
of 2008.

— Investigates mechanisms to take particles into the lung by end of 2008.

— Investigates the real morphology (isolated, agglomerated) of nanoparticles and develops
methods to detect the kind and concentration at the working place by end of 2008.

The Centre for Functional Nanostructures of the Deutsche Forschungsge-meinschaft (DFG)
(German Research Fundation) has launched a project that

— Has investigated the transport of nanoparticles into and through cells and the crossing of
organic barriers (blood-brain and placenta barrier etc.)

The research project “Nanoparticle Exposure on Workplaces (NEW)” at the Institute for
Environmental Technology and Analytics, IUTA and NanoCare will

— Investigate the real morphology (isolated, agglomerated) of nanoparticles and develop
methods to detect the kind and concentration at the working place by mid 2008.

— DFG Priority Programme SPP 1313 “Biological Responses to Nanoscale Particles”
investigates the manufacturing and characterisation of NPs, the transition of NPs into
and interaction with the biological environment, and the impact of NPs on fundamental
biological functions.

“TRACER” is a project of several German companies within one value chain, co-funded by
German BMBF, which evaluates cytotoxity and biocompatibility of carbon nanotubes (CNT) and
will derive recommendations for safe processing, handling and use of these products.

“INOS” (UFZ Dresden) will evaluate possible adverse health effects within the process of
production, characterisation and processing of nanoscale powders.

The FP 6 EU project “IMPART” reviews the latest scientific and technological developments related
to the risks of nanoparticle exposure on human health and the environment and will end up in
producing guidelines and recommendations for the institution of future nanoparticle standards
and exposure limits.

FP 6's “Nanotox” analyses information on the toxicological impact of nanoparticles, by reviewing
information on

— physical and chemical properties of different types of nanoparticles and agglomerated
nanocrystals; manufacturing and use; human health effects including side effects; animal
toxicology; environmental impacts; mutagenicity/genotoxicity; metabolism/pharmacokinetics;
standards for safe use; safe laboratory methods etc.
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— the potential methods of dispersal, and contamination by, nanoparticles and agglomerated
nanocrystals (e.g. sorption, desorption, transport, aggregation, deposition, biological-uptake)

. The “NEST Particle Risk” of the EU Project is devoted to study the health hazards posed by new
types of particulates e.g. carbon nanotubes or fullerenes. The partners will also develop methods
to detect and quantify the presence of the particulates in living tissues. Mice will be used to assess
the wuptake and transport of the particulates in living systems. Toxicity testing
in vivo will use a mouse model, in vitro tests will use cultured cells.

. The EU project “Nanoderm” investigated the uptake of Titania and zinc oxide nanoparticles from
via the skin. The project has been finalized; the final report is still pending. The interim results
confirm the effectiveness of the healthy skin as protective barrier.

. A German company investigated the skin penetration of ZnO and TiO: nanoparticles according
to OECD guidelines: No skin penetration was found.

o The EU project “NANOTRANSPORT" addresses the behaviour of aerosols released to ambient air
from nano-particle manufacturing. The proposed pre-normative study has the objective of
bringing into light and to document the need for standardised test aerosols adapted to the scope
of nano-toxicology and occupational health studies.

Further issues not mentioned here but identified by the DECHEMA/NVCI Working Group (see roadmap
in the annex) will be addressed by company projects and projects of the Institute for Environmental
Medicine at Heinrich-Heine-University, Duesseldorf.

This shows that almost all of the important issues concerning the safety and potential risks
of nanomaterials are already under evaluation. The results will inform the
present discussion.

Issues to be addressed within the 7th R&D Framework Programme and to promote European
co-operation are described in the following “Recommendations of the DECHEMA-VCI Working
Group for 7th R&D FRP".

Recommendations of the DECHEMA-VCI Working Group for 7th R&D FRP

Nanoparticles are mostly produced in closed systems thus avoiding the release of side products and
particles to the workplace and the environment. Most applications do not exhibit/use/show isolated
free nanoparticles. Characteristically nanoparticles firmly stick together in the formulation processes
or are firmly embedded in products. Great efforts have to be made to generate isolated particles for
special applications. Thus, to assess potential risks of nanomaterials DECHEMA-VCI recommends
focusing on the exposure assessment in the first step.

The DECHEMA-VCI Working Group recommends

. the development of a robust and effective analytic standard method to measure surface and
number concentration, morphology and chemical composition of individual particles and
agglomerates under real workplace and environmental conditions and to determine the size
distribution for high number concentrations, Especially methods for environmental analysis for
particles sized between 0.5nm and 20nm and processes to analyze non spherical forms of
nanoparticles (tubes, plates etc) are called for.

. The development of new methods to determine the particle number, size, composition and the
real morphology (isolated nanoparticles, aggregates, agglomerates, particle/protein or
particle/DNA complexes etc) of nanoscale products in liquid media.
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. The international harmonization of analytical standards (methods for reproducible particle
generation, detection and characterisation of atmospheric nanoparticles and of nanoparticles in
biological tissue, reference materials).

. The development of basic toxicology data/test procedures/guidelines for short term testing
(genetic toxicity, extra-pulmonary distribution and bioavailability) and long term testing
(long-term pulmonary inflammation, and chronic effects).

. The investigation of life cycle aspects of selected articles containing nanomaterials (ecotoxicology
esp. accumulation potential and fate at the end of the life cycle).

Annex: Roadmap on safety research on nanmaterials

The roadmap summarizes the most urgent issues for safety research of nanomaterials and for a
deepened understanding of biological effects and mechanisms. The issues already undertaken in
ongoing projects are marked and scheduled:

Expected results of high priotritized (DECHEMA/VCI) topics

Priority and description 2005 2006 2007 2008
y P 1st 2nd 1st 2nd 1st 2nd 1st 2nd
INOS INOS INOS
NC NC NC INOS
1 Decisive parameters for toxicity of nanoparticles EZSIT: EZSE EZSIE Naiziox INOS INOS
Nanotox | Nanotox | Nanotox Tracer
Tracer Tracer Tracer
NC INOS INOS INOS
NS FZK NC NC NC INOS
2 Development of the validated toxicological methods GSF NS FZK FZK FZK NS
GSF NS NS NS
GSF GSF GSF
NC “\,:‘(25 NC NC NC NC
FZK FZK FZK NS
- : : FZK FZK NS NS NS FZK INOS
3 Studies on materials other than TiO: and Carbon Black NS NS
GSF GSF GSF GSF NS
Tracer GSF
INOS PR PR PR PR PR
INOS INOS INOS INOS INOS
NC NC NC NC
) NC FZK FZK FZK
| Dot of metots o epcctly | | o | a0 | om0 | o
ASO GoF NS NS NS
GSF GSF GSF
PR
CFN CFN PR
5 Transport mechanisms of particles in/through Cells CFN PR PR NS D,\TSG IE\)IE)GS IEIE)GS
NS NS INOS
INOS
6 Mechanism to take in particles through skin BA ND ND
PDL PDL PDL PDL
. . . GSF GSF GSF GSF GSF GSF NC NC
7 Mechanism to take in particles by lung < L< NS NS NS NS LS LS
LS LS LS LS
Exposure Assessment (Methods to measure/identify conc., NEW NEW NEW NEW NEW DFG DFG
8 morphology and type of nanoparticles in environment and NS GSF GSF GSF GSF NEW NEW
at the working place)
9 Stability of agglomerates under practical conditions QSCF QSCF gSCF ngCF NC NC
GSF GSF GSF l’\\llé :\\“é ,’\\‘lé
10 State of particle aggregation/agglomeration in human body NEW NEW NEW GSF GSE GSE
NS NS NS NEW NEW NEW
1" Disintegration of agglomerates in body fluids DE II\?SS INOS INOS II\I\IICC)S Il{l\‘CC)S INOS
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Key: ASO: Aerosol synthesis of metal oxides Univ._ Duisburg-Essen, BA: BASF; DE: Degussa;
DGF: Deutsche Forschungsgemeinschaft; CFN: DFG-Centre for Functional Nanostructures;
FZK: F&E ITG-TOX; GSF: Research Center for Environment and Health; INOS: Identification
and Assessment on Human & Env. Health, Centre for Env. Res., Leipzig; LS: Development
of a lung simulator, IUTA, Duisburg: Nanotox: Toxicological impact and health & env.;
NC: NanoCare; ND: Nanoderm; NEW: Nanoparticle exposure at workplaces, IUTA;
NS: Nanosafe I, PR: Particle Risk project; Tracer: Project on CNTs.

Missing: Company projects, projects of the Institute for Environmental Medicine at Heinrich-Heine-
University Duesseldorf.

Details provided with kind permission of DECHEMA-VCI Working Group.
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Research Council Spend for Nanotechnology — NRCG research objectives
Biotechnology and Biological Sciences Research Council (BBSRC)

BBSRC is one of the seven UK Research Councils and it is the leading funding agency for academic
research and training in the non-clinical life sciences. BBSRC's remit does not cover research on
environmental pollution, pathways to exposure and systematic in vivo toxicology of nanomaterials
(see MRC and NERC annexes) but we recognise the importance of such approaches. We do support
research in the wider area of bionanotechnology and recognise that some of this work may
contribute indirectly to EHS approaches (see http://oasis.bbsrc.ac.uk/Welcome.html). BBSRC is keen
to work collaboratively with other funding partners so basic biological research is incorporated where
appropriate. To this end we have co-supported activities funded through the NERC-led Environment
& Human Health Initiative.

71



wiyAbaresnsAbojouydaloueN/AbojoUYDSI0URN/SUOIIRINSUO DPUYSMIIASY/S 1SRN /SaULIRIBOIH/BUIpuNn{ydeasay sn-de-disda mmmy//:diy
ABa1esis AbojouydaioueN DYSd3 @yl Ul usalb ale oljojriod Abojouydsioueu DYSd3
3y} JO s|ie1ap Jayun4 'sdiysiuapnis sapnpxa osje 3| ‘ed NOY-0€F 4O [9A3] Y} 18 buiuunld Ajpuaind st ydiym ‘Abojouydaioueu 1o} Buipuny s,D4Sd3 Jo uoiod [jews e si siyl

Annex H

‘JuswdolaAsp SpJepuels pue Ad1jod ‘Yydieasal 24NNy PUB ISYINS IO} SIS Sy} WIO)
IM Yyo1ym eisodwiAs ‘sieutwss ‘Adod piey 0} UOIHIPPE Ul 93B4I91UI 91ISGIM B BIA
3|gejIeAR 3 ||IM 93y} W) SHNSSI Y1 pue 351adxa 4O pIaly 419y} buipussaidai
sdnoub ysI|gelss ||IM JI0MISU 8y “suoiedijdwl [ediyla pue [e1ados |enusiod
pue sypadse A1a4es pue yijesy ‘sbesn sy ‘A1ayes Abojouydsioueu 0y buluiensd
UOIIBWIOUI JO UOIBUIWSSSIP pue bulieys syi buljgeus 3Jomaulel) ydieassl pJogxQ 40 Ausisniun
pue paseq-abpsMOUY B YSI|GeISS [[IM JI0MISU Sy "S93NIsuUl pue suonesiuebio
JO obuUBJ ISISAIP PUB SPIM B WOIS SP|R1} JISY} Ul SISAISSCO PUB SISYDIeasal (1lomIaN Aio4es 0¥
/002-5007 dA11De paldadsal Jo yiomisu Aeundidsip-1ynw e ysijqeiss [[IM 1INSJeSONYN | 00619 AbBojouydsioueN) |INS4eSONVN 1/9190£5D/d3
"s1aye |1 Aue wouy o1ignd sy Jo uoieiold panoidu weybuluwig Jo Ausianiun
Ue pue S109}49 apilledoueu Jo abpajmouy 191aq e 9g P|NOYS sWOdIN0 sy |
"9s11adxa pue abps|Mouy S,Jayloue SUO WOL) Hj2uaq ASy} 1Byl 0S S10949 9deLI91U| BUDIPS|A /bulisaulbug 9104/90Y
|[EDIPSW PUE [EIUSWIUOIIAUS 3y} UO pue sapilledoueu Jo suonedijdde pue aouaids pue 2duaIdS 8yl 1e s3piedouen
1002 3yl Y10q uo ydJessal buipdnpuod sjdoad o yiomiau e dn 1es 0 st 1sfoid siyl | 00t°L9 Uo YI0MIBN Ydieasay 1/SSS/1SD/d3
‘duIdIpaWOoUeRU Ul 239 ‘ABojoyied
95e3sIP Se yans axuepodull d1633el)s Jo seale HulbISWS Ul UoleAOUUl O}
deb juswainseaw Jejndajoul ay3 buibplig ‘si01eJ0qe||0d [EJIPSW pUe 341UD) 9y}
13y1eb0} bulig os|y “ABOJoIIBWOURU Ul JI9pE3| B 3N 9y} 93ew 0} papasau Aypeded
BJ1X3 3y} dOjoASp pue ainuNu 0} PaJiNbal JUSWUOIIAUS ydJeasal Aleulddsip 1inw
‘SAieAOUUL ‘AYilenb ybiy ayi a3e[Id.y ||IM SIYL NS Ul S9INd3j0W 3|buls apApy1eas Jo Alisianiun
}JO SUOIIDBIUI [BDIWBUAP JO sabewl awil-|eal buiplodal Jo [eob aiewiyn ayi sey
211U SIYL "PUNH 3INIDNUISBIJU| YDIBISIY 9OUSIDS Y} PUB UOIIRPUNOS UOSHOAA alndejnuen
oY1 Aq panoddns sanijne) yum ‘(Ausisaiun ayy Aq 1siiy 9y3 99 0} PaJpISU0D) PUB SUDIP3A '9dU3DdS 0¥
1102-2002 G007 ut Asianiun n e Agq papunoy ABojolauwiouen JejndajojAl 10} 313USD V| 000'8LL'E 1e|n23|0|N 104 AbojosrawoueN 1/1987900/d3
uopuoT 863jj0D Alsianiun
‘uopuo abs|j0D ANsIaAiuN Z0Y
Z2102-,007 pue 969)|0D |ersdw| U9aMIaQ S2INIUSA JUIOf "SA0QR S | 000'E08'C ABOJOI3BWOURBN 104 S|OO] MIN 1/£09£900/d3
"uonn|osal [elodwisy
pue |eieds s1eidoidde yim ssiadoid 1ebiey buiApiiuenb jo ajgeded
sanbiuyda} Mau JO JuaWdORASP Y3} 01 Pe3| ||IM PUE SDUSIDS |elUaWepUN} 1oedwl
ybiy Janisp [jim auwwelboid ay] ‘ABojoI19W pue UOIeSLI9IDBIBYD 3|PDSOURU
10} |00} dAI}BAOUUL JO JUSWAO|9ASP BYL Ul Sabuajjeyd ASy ssaippe [|Im 1ey uopuoi abs|j0) |euadw
S211ISIDAIUN BUIPE3]| SN 9Y} JO OM] UdaM1aq a4niuan ulol e ‘AbojouydsioueN 70y
Z2102-2007 10} 911U UOPUOT Ay} 18 paseq ‘Aydeded ydleasal JN Mau e Jo 1uawysiigelsd | 000'91L' ABO|0J3BWOURN 0} S|O0] MIN 1/6Z££900/d3
polad uondunsaq 39foud s,J ul anjep juswysijge1sy/ajiL yueln saAalqo
lueln |ejo) Ya1easay HDOUN
ERIEYETEN
13foid DYSd3

(DYSd3) |1PUNO) Ydieasay saduads |edisAyd pue burisauibul

72



Annex H

Wipied Jo Ausianiun
9OUPUJSA0D) pUe 9d0UaIdS

£002-200¢ 0000t sty Jo suondsdiad dljgnd LEOOSTYY LT
pouad uondunsaq sloid s, 3 ul anjep jusWyYsi|qeIs3/a1L Juein saAndalqo
juelin [eyol Yd1easay DOUN

CRIIEIETEN |

Pafoid DYSI

73

O[3 P3|Ie1aP B $3IBOJOUYIDI0UBU Ul UYDIB3SI JO SHUSWSIR UIPIUOD YdIYM DYST 3yl Ag papuny ydieasal JayiQ
“eale sy} ul yiom bupyerspun Ajpusund osje st A1a100s pue Alljigeureisns ‘Ajigeiunoddy ‘sdiysuoliela. ssauisng J0) a1iusd) DYSI |yl

"ALISIDAIUN PIRIHBYS JO LIEP[SD) UOSIY S|\ PUB SSUOf pleydly Jold ‘poopp uaydais joid Agq 900z Ul [e1D0S
3yl 01 9dUaIdS Ay} woly :Abojouydalouen, pajiiius axepdn ue pue ‘cQQz ul ,Abojouydsiouen Jo sebus|ieyd dIWOUOD] pue [eOS ay], Uo ssipnis Adueynsuod papuny os|e sey HYS3

6/8'GS€E [e1oL
A31iNnS JO ALISIBAIUN SMBU [BIDURULY
pue Aisnpul ydaoueu ay|
900¢-500¢ SOv'sy :9uaPs buluuds | /£00-52-091-53Y4
Jayseoue jo Ausianiun
weansdn 1uswsbebu]
211gnd buinol :Aujigeuteisns
900¢-700¢ €0v'29¢ pue sty AbojouydaloueN | 9000-GZ-8EE-S3Y
yinowA|d Jo Ausianiun
SMIIA ,SI01IpT pue * sisijeudnor
',SISIIUAIDS 1U0IdNPOI
S00Z-700¢ 1,0'8Y sMaN pue Abojouydalouen | 9650-2Z-000-S3Y
pouiad uondudsaq 3a3loid s,J u1 anjep jusWYsijgelIsi/aiL Juein sannaLlqo
jueln |ejol yd1e9s9y HDIUN
ERITEYETEN
1afoid DYS3

(sanss! |e31Y1d pue J1Wou033-01d0S) | dAIBIqO Yaueasas DIHYN — (DYST) [IPUNO) YdIeasay |e1DOS pue djWouod]




Annex H

UOIIRUIWIRJUI 03U UDIeasal JaYlo Jo abuel e se ||am se

ybinquip3 Jo Ausianiun

ydJleasay uolewwe|jul 10} a4lua)

0102-5007 AB0J0DIX0} 3J211ledouBU UO YJOM SSPN|DUI YDJeasay UOIBWWE|U| JOf 911UdD) Yl | 28'/10'L ybinquip3 Jo Ausianiun/DHIN 16600665
ybinquip3 Jo Ausianiun
UOIIeWWE|JUl 03Ul UYDIessal J9Ylo JO abuel e Se [|om se 424E3S9Y UOIBUWWER[JU| JO4 9J1UDD 71/€10Y
500Z2-0007 AB0OJ0DIX0} 3211 ledouBU UO YJOM SSPN[DUI YDJeasay UOIBWWE|U| O 913USD) 9yl | 099'L6Y'L ybunquip3 jo Ausisniun/dUIN 16600665
‘suoissiwpe [eudsoy Aouabisws Aleuowindoipied
snoiaaud yum sjdoad ul uonnjjod Jie a1ejndiued yum parenosse uedsay| J91S8Ypue|A Jo AsiaAiun sy
[enpisal Jo BulusLIOyS 4O UoIeDOSSe Aue [7] ainseaw OS|e [|IM )| ‘Aujenow
pa1e(as uonnjod Jie a1ejndined JO 3SU Yl 9SeadUl ‘||IYd-PUIM pUe JaylIeam ‘uonnjjod Jie aiendiped
P[0 JUBHWODUOD [€] pue ‘uoneAudap [e1os [Z] ‘yiesy ||| Aleuowndoipied wouy Aljerow Areuowndoip.ed oy 7104
7002-1007 Joud [|] yaiym 01 1usixa ayi Apnuenb o1 st yoseasas pasodoud siyy jo asodind syl | Z6£'207 Aypigndasosns 01 buiNguiuod sioye4 /17/00665
‘Bun| ueWNY 3y} JO S|9POW OM} Ul WY}
Buluiuexa pue sUoIIed0| MM IUSI3HIP 9 WO} [elalew a1ejndiped Jo uoi1d9||0d ay 103 — uopuo 26310 s,buly
ybnoJyy uonsanb d1pnads siyy ssaippe ||IMm Apnis siyL ‘sjeirusiod [ed160j021X0}
JUDIDHIP SABY SIDINOS JUDIDHIP WO} S3J213Jed JI pUBISISpUN 0 PI3U 9M SIDIN0S A¥IDIXO} 419y} 0} paiejad
JueASa4 196.8) 0} PasuU SUOISSIUIR dpikied 9dNpaJ 0} Sa1633el)s Sy "924N0S JI9Y} s9jp1ed usiquie Jo uolysoduwod 710Y
£002Z-1002 uo Bulpuadap soisuldeseyd |edisAyd pue uonrisodwod ul Alea sappied Jusiquy | 85t EvE [ed1sAyd pue [esiwsyd sy} S| MOH 6110665
‘A1D1x01 spined buiApspun swsiueydsw
[e2160]01q D1Seq 3y} SUIFSP O} SI 9AIRISdo-0)) SIy} Jo wie |edduld [eriul syl
"sa1ba1e41s aausnaId Bulubissp pue si
uewny buissasse ‘ydieasal siyl buirsidisiul $91ed1dwod ‘SUOIIRIDOSSe PAAISSO
9Y1 ulejdxa 01 wsiueydsw dibojoiq s|qisne(d e Jejnaiued ur ‘sajpiied 01 ainsodxa
O S10adse £33 4O Jaquinu e uO UOIIeWIOUL JO XDE| ‘3|qisuodsal aie spiied 1O — uopuo 86310 s,buly
dul4 1ey} pansleq Ajjessusb si 1 ybnoyyy “uonnjjod Jie siejndiyed ul saseadul
WwiI9}-Hoys pue Aujeriow pue AlpIgJow Ul S9sealdul USsmiad UOIIenosse dnoub uonde Jo swsiueydaw 710Y
9002-100¢7 Ue 91eDIPUI SIHUNWIUIOD JUSISHIP [BISASS Ul INO PaLLIed saipnis [edibojoiwspidl | Z6£'0Z uoin|jod Jie s1endiied 02010665
"SuoI1ebIISSAUI JaY1INy JO) Wioj1e|d e 3pIn0id [|Im pue S|eliSlew 99yl UO Blep OAJA Ul pIaI43YS Jo Alsianiun
15414 9y3 9dnpoud |im pasodoid syuswiiadxe sy “BuliasuIbud aNnssiy Jo) Sp|0y4eds
JO uonelauab 1xau ayy se pabesiaud ale 1ey} sainonJisoueu buipnpul ‘sielsiew S310M13U0D JaWAjod €104
£/002-9007 J1RWA|0d [9A0U JO SIS 0} 9su0dsal 1S0Y ay3 91enjead o1 si 1dafoud 8yl | 005'v8 01 asuodsal 150y ay1 Buluiwexy 81720505
poliad uondunsaq 39foud s,J ul anjep juswysijgesi/aliL yueln saAalqo
lueln |ejo) Y2ieasay HDOUN
ERIEYETEN

(DYINI) |1PUNO) Ydueasay |edIpaN

12foid DN

74



Annex H

"Ajuo yoJeasas SH3 poddns s1aafoid ayy alsym ‘swwelbold YijesH uewny
pue JUSWUOoJIAUT DYIN 3Y1 Japun sjesodold 03 uoiNguIuod a3y} S uoirdadxe ay] "ybiy 0} wnipaw wolj sabuel pas| spafoid ay1 Ul Yyd2Jeasas SHI SpJemol UoiNgLIuod ay |

"spJeog buipuny DYA ay3 03 uonedidde juelb e ssedoid 03 saye} 3 awil Jo yibua| ayy 0} anp abe3s uoIsdaP ay) paydeal

19A aAeY 953U} JO SUOU JISASMOH "pPaAIddal bulaq ale ey sjesodold Jo Jaquinu Sy} Ul 3Seaudul [elaueISgNS e 395 03 pasea|d S| DYIA 3yl ‘panssi sem adiou ybiybiy ayi aduls “1sa.aiul
Jo ease ue se Abojodixojoueu bunybiybiy 310U B 3NSs| 03 PaPIAP DY Y3 oM Jayriny 1oy sjesodoid Huigns 0} wayl abeinodus pue ‘siaydlessas Jo AHunwwod sy} puedxs

0} 1dwayie ue ul 0s pue salbojouydsioueu Jo suoledljdwi Yieay syl o3ul ydieasal Joj buipuny sapow aaisuodsas jo axerdn ayy Ag paiuioddesip usaq pey am Siy3 03 Jolid "DIYN Y}
Aq pa1ybiybiy sease ur sgjndined ul ‘sspiedoueu o piezey yieay uewny [eirusiod syi 03 builejsl spow asuodsal ul suonedidde Aujenb ybiy ‘saieaouul sbeinodus 03 Saysim YA

'£00Z Y2BIN Ul 110N YBIYBIH B panssi DYIA 3yl

awwelbold yijesH uewnH

(Buipuny DYIN 4O 3|gel Ul [1e1dp 995) sopiiledoueu Jo ABOJ0IX0} UO 3IOM SAJOAUL pue JuswuoIIAUg DYIN 2yl Japun
1007 auwwelbold Y1jeaH UBWNH pue Juswuoldinug DYIN 3yl Japun |esodoid |eanss | 000'00Z sjesodold 01 uoNQLIUOYD /007 ¥1/€1/110Y
pouad uondusaq 13foig 5,3 Ui anjep JUBWIYsI|qelsI/aILL JuelD saAIalqo
jueID |30l yd1easay DOUN

9JUai3}9Yy
12loid DN

75



Annex H

s19foad y)jeaH uewnH pue jJuswuoiAug — (DYIN) |IPUNO) Yd1easay JUSWUOIIAUT [einieN

S9OUIIDS |BIUSWUOIIAUT
1 yueg ‘Aydesboan jo jooyds
‘weybuiwig jo Aysianiun
"U3jesy uewny uo spaye pue ssiuadold
9piHed 950yl Usamiaq Syul| 8yl a1ebiisaaul 01 saipnis [edibojolwspids Jo K1DIXO] J911BIA 91B|NdIHEd SSISSY €10Y
ubISIP Y1 WIOLUI USY} PINOD YdIYM [e1ualod SAIIePIXO JIBY} UO aduan|iul 1sa1ealb 01 DLIS|A Paseg-yiesH v ‘|enusiod
800¢-/00¢7 9yl aney sajpiiedoueu ayy Jo saiedoid ydiym pueisispun O} Si wie ||esdn0 9y | 9LE'pTlL SAIIBPIXQ JO SlueulwILlaQ 1/6€/8003/3AN
"s1oafoud BuiISIXa ayi 0} aN|eA 3|geapIsU0d
Buippe ‘pareald aq |Im Abojouydajoueu pue sajpiiedoueu 0y buie|al
SANSSI Y1|eaY [BIUSWIUOIIAUD pue uewny Buissaippe Joy weal ajqeded Ajybiy
pUe DIWeUAD v/ "Pa1Sal 8q ||IM ||9D JaAI| 0} s9diiJedouru JO A1DIXO) BY] “USled saduag 3417 ‘Alisianiun saidey
uaym 1nb ayi JO S||9d ay} 0} dIx0} die A3y} Jaylaym pue ‘|lem b ayy buissod
Aq sa1pOq 113y} 01Ul POOJ WO} S3PDIEdOURU CUOSCR UED SUPWNY JaYIaym SIUBWIUOIIAUS PIeUILPIUOD
a1ebiisanul uayy [|im Apnis a8y "S|aA9] 1eymM O} pue ‘ysij pue seajy Jorem Ag dn wol} sapiuedoueu jo Audixol pue 1l OY
6002-,007 UDE] 9 UBD I31em Olul pases|al saiedoueu Jaylaym sarebisanul Apnis siyy | 8/0°LZ1 aye1dn ‘ainsodxa uewny buIsSassy 1/0658003/3N
sanlepads Aylunwwo)
"uoIINjOA3J D133USH By} 4O 3 Nsal e se padojaAsp Salbojouydal mau Jo uoisinig ‘AlisiaAlun yipied
ay1 buikjdde ybnouyy s1oays [ed160j01q 41yl buirebiisanul se |jom se ‘saejndilied
asay} Jo adeys pue uollsodwod [edIWayd 8y} JO UOIeSIIa1DeIRYD JB||N sausb Areuownd
e 3|geus ||Im ‘ABojoiwspids 01 YbnoJyl S9dUSIDSOIG WOL4 SaulddsIp 4O Jsquinu JO uone|nbaisAp sy} 10}
e Ul $101eD1ISaAUI JO 3sILadXa sy} Bbuluiquiod Ag "A101e1oge| 8yl Ul PaJn}nd aNssi} d|qisuodsas sapined Jie usiquie Jo 710Y
uewny Uo SIUSWUOIIAUS [BINJ PUB UBgIN WO} pajdwes uoiinisuod [ediuwayd SnsiRdeIRYD [BDIWRYDOISAYd By}
800¢-L00¢ pue 8zis bulayIp Jo sapiied JO $1284)8 By} UO SND0J [|IM UONeBNSSAUl BYL | ZGh'PL L Bunebnssaur Apnis Aiojesojdxs uy L/X€E8003/3AN
‘Apnis siyy ul s9pined ay3 Jo Audeded SSalls SAIBPIXO ay} uo siseydwia
SI 9J9Y} OS S||9D UO S1I943 DIXO} 2sned s9iied moy Joy wsiueydsw juepoduw
ue se piemuoy} Ind usaq sey 1eyl AlAizDeal [ediuayd JO adAy e S| Ssauls AepIXQ aunipay Aioresidsay
"S9|piued Joj pardwsile uaaq JaAsu 1Ng Sjediwayd 1of pasn usaq Ajsnoiaa.d ‘ybanquip3 jo Ausianiun
sey yaiym ‘A1iaide [ed160j031x03 101pald 01 24n1dNJ3S [edIWRYD JO SisAjleue
Buisn Jo Aujigiseay ay1 sise1 ydeoddde sy “s1591 ABOJOJIXO] [[9D WIS1/AI0YS s9oiiedoueu Jo AudIx0} £€10Y
ul sapied ayp Jo AdIxol syl yum ‘Aiisiwsyd adepns pue azis se yons ‘sapdiyed 9U3} 4O} [9pouWl ALIAIDE 24N1dNILS
800¢-£00¢ 3y} JO sdnsleIeYd [edIwayd-0disAyd sy a1e|as 01 swie 1yl Apnis 1o1id v | #8'601 e Joj Apnis 1daduod jo jooud v 1/0988003/3N
pouad uondusaq 129/oid s,J ul anjep juswysijqe1s3i/aiL ueln sannalqo
juein |ejol Yyai1essdy HIUN
ERITEYETEY
129f01d DYIAN

76



Annex H

awweibold YiesH

7/5'7€8 UBWNH PUE JUSWUOJIAUT |exoL
"924N0S Buipuny JN-Uou WO
Buipuny jo buibelsas) ssjgeus siyl 193(oid Siy} 01 UOISUSWIP [EUOIIBUISIUI UB
BulINSUS ‘SI0}RIOQR||0D PUB SIOMIIASI ‘SI93eads PalIAUL SB SJUSAS [BUOIIRUISUI Burisaulbug
ul ayedidiied o1 payiaul Ajjeinbal ase s101ebiSsAUL ||V "6661 Ul (HOQ) YiesH [ediway) ‘weybuiwiig jo Aysianiun
JO uswedag N 9y Aq papieme AjjeulbLIo JueIb [[ewsS B WO} SWS3s a1y
pasodoud yiom sy Apnis Aloresojdxs SIy woiy MO||04 [|IM ydiym 1d3foid pajiersp uonn|jod Iy
210W e sulep 01 SI 9A3[qO By "Siaxiewolq [ediwaydolq buipnpul ‘syuiodpus INd }O S10943 Y} PaH WS -HOoYS
[BYIS|gNS pue [ey1a| ‘@eidn uo saipnis “swiaisAs Aioienosd pue bun| 01 sbewep Ul SUOI19|0D PUe 1ueeLINS 110y
asned pue Apoq sy} Ja1us sapinedoueu ydiym Ag wsiueydsw syl 91ebiisanul 0} JO 9|0y 9y :(IAd) JUSWINSES|A|
8007-2002 UOIIRJOQE[|0D MBU B Ul SUOIINYIISUI 931yl Jay1aboy sbuliq [esodoid Aiorelojdxa siyl | 020°2Z1 3dIHed aul4 Jo AbojodixojoueN 1/S6£6003/AN
‘eale UBQgUN 9PIM B SSOJDB SUSZID JO Insodxs O} 91eja) ued
UOI1BI0| BUO SIYL 1B SIUSWIRINSEIW MOY JO BUIpURLSISPUN J2IE3|D YdNnwi e Yiim
'3U0 3|BUIS B JO ‘SUOIIBIO| PaXI4 JO JaQUINU [|BWS B 1B UOolieIuswnisul bulioyuow
pa1ediisiydos a1ow 91Is 01 pue ‘Juasaid 18 Ueyl 9OUSPIFUOD 3JOU YdNuwl
YHM suszild ueaun Jo ainsodxa ayi Apiauenb o1 sisypiessal buimolje Aq ydieasal S3DUIIDS |eIUBWUOIIAUT
1uanbasgns o} uonepunoy e papiroid aaey ||im 139(old sy ‘818|dwod 9duQ pue >uaydsowly yieq
"SJ9YDJeasal Yi[eay [PIUSWIUOIIAUD pUe (3G|D) dUSIDS UOIewIou| [ed1ydelboan u21saydpuep Jo Ausianiun ayL
YHM SluswaINseaw duaydsowie bupjul| Jaissydue|p Jo ANSISAIUN Sy} UIYHM
SWea} 931y} JO 3si14adxa ay3 saulquiod jesodoud siyl A1d 9y} 4O Juswbas abue) |esodold 1daouo)
e ssosoe AieA suoileJIuRdU0d 44N Aym ‘Ajpueriodul 3sow pue moy Jo ainidid J0O J00Id Y / SpooyinoqybiaN ueqin 90y
e dn Buip|ing Ajjlenpesb pue Ja1Ssydue|Al Ul SDUOZ [BIIUSPISAI JUDIHIP USDMID] Ul S9U07 AUV 9D1led |uljelin
6002-.002C d4N 4O suoiesiuaduod buriedwod Ajjeruswiiadxa uodn sasndoy 1sfoid siyl | 0LE'8L JO UOIEDIJIISA PUE UOIIBDIHIIUSP| 1/S956003/AN
‘so1endiyed jsutebe anssiy bun|
JO 92UD49p |edausb 3y} Ul PaAJOAUL S||92 Bun| O} WJeY 1SOW 9sned 0} pud} Os|e
S9j211ed 9A11dESI 1SOW By} JYISYM O} Se uoljeullojul 1dasuod-4o-joold aiinboe
0} Saul| |90 pue §||9> bun| uewny Aewd ypm paisal o4 ||IM sspined sAI3de3) ABojesauly
13| PUB 1SOW 3y} "YIOM SIY} JO uona|dwod buimoljo4 “ewse|d poojq pue pinbi| ‘wnasniy A103sIH |eanleN ayL
Bulul bun| 238YIUAS Yiim ‘sgpdiriedoueu eluel} pue sagnioueu uogled ||emiynw L 1OY
40 Auaideas ayy bunebissaul Ag ‘weass poojg 9yl oul uolsuedy s|qissod yi[eay uewny pue JUSWUOIIAUD
6002-2007 pue uoleeyul buimoj|o} ‘sapiiedoueu Jo JNOIABYSQ Sy} JO UOIREDISIAUL UY | 00E'8L L 9y} 01 S9jpiJedoueu Jo splezeH 1/9916003/3N
"S1Snp 0} 2insodxs [euoilednido pue
[EIUSUWUOIIAUD JO PI31l} Y1 Ul siaxew Adijod pue sioleinbal 104 uolewloful 1911aq s93udPs0an pue Aydesboan
SNY} PUB PBAJOAUL SWISIUBYDSW 3y} 4O Buipuelsisapun 49119q e g pinoys ydJessal ‘Smaipuy 1S jo Alsianiun
3yl 4O SWODINO 3y “swsiueydawl pasijenads Ag bun| sy} wol) paAOWSI S.e
ubia1o4 se pasiubodal bulaq uo pue sssjw.ey Apairejas aie sapided 1sop “sbun) zyienb ul A1D1x0y dIsulul pue
9yl o1ul desp a1esiauad 01 ybnous |jews aie 1eyl sojdiied Jo SiSISuod psjeyul pacnpul Jo Apnis sse)) :sspined 110y
SI 1eys 1snp 4o uoiuodoud v Audixo1 disutinul ybiy Apeasje yum ssjdwes zyenb ul [eJauIw ul AYDIX0) pue SaIN1dNJ1S
800¢-/007 PadNPUl 9q UED ALDIXO} [PUOIHPPE JSYISYM 1S91 01 P1DNPUOD 3q [|IM Syuswiiadxl | 861 ‘v 9DBLINS USaMISQ Mul| 9y} bullojdx3g 1/9€£6003/3N
poliad uondusaq 13foid S,3 ul anjep jusuwysiiqels3y/ajilL yuesn saAd3[qo
jueln |ejol Y21easay HDOUN
EETETEN

129foid DYIN

77



Annex H

"Ssawlibal MOJ} dde4Insgns
pue 3JeLINS Y} U9MIBQ dDBLIUI B} 1e sadiiedoueu painideinuew

weybujwiig jo Aysianiun

s9dipedoueu
|[eJN}eU pue painidoeinuew

600¢-900¢ pue sjejaw e} Jo MOJ} 3y} puelsiapun o3 sny} st 1dafoud siyy Jo wie syl | /N YHM suondes1ul [e1aw adel| 1/0986004/4N
1919x3 jo Aysianiun
‘sopipedoueu asay} 810Y
104 suebuo 13b4e} Jolew sy Appuspl 03 (S9USI9|IN} 09D PUE SSgnioueu s9jp11ed oueu
uogJed paj|ed sspiedouru painideinuewl oM} 104 A|jed14133ds) paulwISisp }0 ABOJ0DIX0}023 YZLEL/
800¢-500¢ 8 ||!M st} Ul sapanledoueu Jo uonnguisip pue axeldn ayy 1sfoid syp uj | w/N 8yl — anss| big ayL 700¢/V/S/MM3IN
weybuiwig Jo Ausianiun
Swa1sAs dnjenbe |einieu
ul s9pipedoueu painidejnueud
SI91eM |BJNIBU Ul INOIABYS(Q Jo spedwi |esibojolq 810y
pue a1k} 9piedoueu painideinuew uo 1dedul sy ssesse pue sspiedoueu PUE INOIABYS(Q |EIUSWUOIIAUD
0102-9007 paJnidejnuew pue [einjeu Ussmiaq suoldelsiul sy} ssalppe o swie 1afoid siyl | 100107 8y} buipueisispun L/Zv6¥000/3N
weybujwig jo Aysianiun
SWw9IsAs dnjenbe |einieu
ul s9pipedouru painidejnuewd
'SI91BM [BINJBU Ul JNOIARYS(Q 4o syedwi |eaibojolq /10Y
pue a3e} 9pdiledoueu painidejnuewl uo pedull 9y ss9sse pue ssppiedoueu PUE INOIABYS(Q |EIUSWUOIIAUD
6002-9007 paJnidejnuew pue [BINJBU US9MISQ SUOIIDRISIUL Sy} Ssalppe 03 swie 13foid Siyl | +19'0t¢ 2y} buipueisiapun L/Z76%7000/AN
yinowA|d jo Aysianiun
‘So|piedoueu spIxolp
winiuey} painidesnuew (1) Ssgnioueu uogded (1) ysiy 01 sspinedoueu jo sadAy ‘Apnis 10)1d 310Y
Jofew omy JO S109449 WIS) BUO| pue HOYS 3y} 9INsesaw O} a1e $9AIRd3(go INQO Buipul4 1964 Vv :ysi4 01
"ysi4 uo sspiedouru Jo Sy 9|qissod 1e yoo| 01 Apnis jopid Jeshk suo v | | 6£'09 S|eule|\ oueN 40 Abojodixol 1//92/00Q/AN
‘BlIs1oEq W(lj0Iq
pue diuopjuejd ur AbojodIx01039 pue sassadold Hodsuel) UO SUOIDeIRUI weybuiwig Jo Ausianiun
4ans JO S109449 ay3 91ebiisanul 01 sydwidlie pue spiojjod [BIN1BU JO 9dUasqe pue /10Y
9ouasald 3yl Ul SdN Jo (uonebalbbe !A1jign|os {UoI1eJ1UdUOD JaqUINU pue Sseul ‘S1a1emysals Ul
800¢-500¢ ‘Ansiwiayd pue eale 92e4Ns) UONESHORIRYD U} SAJOAU [|IMm 123[04d SIYL | 8E8'PSL SUOIOEISIUI PIOJ|0-[EI8IN 1/89€8004/4N
polad uondunsaq 39foud s,J ul anjep juswysijge1sy/ajiL yueln saAalqo
juein |ejol Yyai1essay HIUN
ERIEYETEN

129foid DYIAN

Buipuny 1ajsuel} abpajmou) pue apoj\ dAisuodsay JuswuoliAug — (DYIN) [1PUNOD) Yd4easay JUSWUOIIAUT [ein)eN

78



Annex H

J13ysueu) abpajmouy
pue apo

16/'S8/ anIsuodsay 1UsWUOIIAUT |eyol
An-B1o 1suouru- MMM peaT Y f Id ‘2002 [Hdy
91ep 141 92104 YSe| 9yl 4O SUOIIPPUSWWOII 31NNy A3y aY} JO auo Bunsawl
‘SNIAl @Y1 40 Ansiwsyd-0d1sAyd pue uonesualdeleyd ‘ainideinuew syl
Ul PSAJOAUL 3SOYL pue SNIA JO ABOJ0DIX01003 3yl Ul BUINIOM 3SOU] USaMIS] Seapl
10 9bUBYIX3 UO SND0J ||IM SAOYSHIOM PUE SIILUAIIDE |ellU| *(]9A3)] |B40300p1sOd weybuiwig jo Aysianiun
pue qyd 1e) siaydieasal BunoA pue pialy syl Ul SIXIOM PaysI|gelIsa
US9M19Q PUB S3IPOQ JUSWUISA0D) pue Aisnpul ‘eluuspede Usamiaq SaIiAIDe (19UOUBN) JUSWUOIIAUD 810Y ‘Z10Y
13} Ul PRAJOAUL SI 3| “JUSWIUOIIAUS Dizenbe einieu ayl Ul (NIA) S|elsrewoueu Jienbe |einjeu ayy
0102-/007 painidejnuewl JO BaJe 3Y3 Ul YIOMISN 1Y papun} DYIN e Sl 1duoueN | /#6'871L ul s9piuedoueu passaulbug 1/6882003/3N
poliad uondusaq 13foid S,3 ul anjep juswysijqeis3i/apil yueln saAd3[qo
jueln |ejol Y21easay HDOUN
ERITEYETEY

129foid DYIN

79



Annex H

"ewse|d poojq pue pinbi Buiul bun| J118YIUAS Yum ‘sappiledoueu ejuel
pue sagnjoueu uogJed |jemiynw :jeirusiod uonedijdde aininy pue asn Juaind

uopuo ‘wnasny
K101sIH |eanyep oyl

peo.q JO s|ellslewouRU palasulbus Jo sadAy omy Jo Alaideas ayy buiebisanur Aq £0Y
‘Weal)s poojq ayl 01Ul Uolisuel) a|qissod pue uoliejeyul Buimo|jo} SAIPN1S YSU [BIUSWUOIIAUD
800Z-£002 ‘sajpiiiedoueu Jo JnoireyYaq Ay} JO UonebisaAul ue d1eiul |jim 1afold siyl | $95°95 Joj s3ajppiedoueu [pojn L/X00S103/AN
‘Apnis pasodoud sy 40 aA13[qo peolq
9U1 SI SIYL "SaIPNIS pajielsp aJowl ‘auniny Joy Aem ayy buined ‘ssaiboid juediiubis
3WOS axew pjnom ‘apinied [eplo)|od Jo sadA} 1ayjo uo yieasal snoiaaid
uo buimelp “Apnis bulwnd-dwnd e ‘elpaw snoJod |ednieu ui sajpiiedoueu
paJnidejnuew Jo 1odsuedy Jo umouy Ajpussaid Si 9|1 0s se UsAamoH 1rsfoud weybujwig jo Aysianiun
[[ews e jo 2dods oy} puokaq Jey [eob Jolew e si siy] “siarem a10d Ul Juswanow 90Y
3jpnied Jo uonoipald 10) spoyiawl dojaasp 0} AIBSSadau aq ||IM 1 ‘Passasse SI91eMPUNOID) Ul UoIeIDIN
800Z-2002 9Q 0} ale SsI1empunolb o uoleuIWeIU0D 3jpiedoueu painidenuewl Woly SYsH 4| | 186°/LS 3jpnedouep painioeinuely 1/9915103/3AN
"passaidxa buiaqg sausb ayy ul ssbueyd ay} Jo siskjeue ybnouyy sasssdoud weybuiwig Jo Ausianiun
|ed160j01q (paziubodaiun 194 Se) JSYI0 YHUM JO SSD11S SAIIBPIXO YU PI}eIDOSSe
ApoQ a9y} ul s8sse0.d O DUBGINISIP JO SIO1edIpUl Se uoissaidxa ausb ul soisiLdeIeYd
sebueypd dijpads-ueblo ysijgeiss o1 ‘saipnis 10(id ybnoyl ‘pue S}ewoy [einidnils [es1wayd0dIsAyd 1usisyp
JUIDHIP Ul ysI} 03 paruasald sauaJaj|ny 03 Ysiy 32egapydiis Jo asuodsal [edibojolq JO SauUaI3||N4 01 pasodxa ysiy 810y
9U1 YSI|ge1S O} SWIe }| "S}IeWIO) JUSISHIP Ul 191 O} pajuasaid S|elalewoueu ul sasuodsai |es1bojoiq
800Z-,002 [9POW JO 3SII [PYUSWIUOIIAUS dLBUSH dAieledwod sy} siapisuod 1afoud siyl | /78'8T pa1e|2J-UOIIBPIXO PUE DIWOUID) 1/9€8%103/3AN
Aiojesoqeq sunep yinowAd
‘]9ssnw sullew ay1 "S|9ssnW auliew 3810y
Ul S||92 9AISabIp dieanuedoieday o3 ‘(s|j9d [e6[e) s9ppied Bulinddo Ajjeinieu Uo S3gN3oUBU UOQJED
1007 Y}IM Palenosse ‘saualajing pue 092 40 A1dDIxo) a8yl uodn sasndoj Apnis siyl | 6861 pUB $S3UI3|IN} 09-D O S1I9H] L/LZEY103/AN
‘sa1bojouydaloueu mau yinowA|d jo Aysianiun
wou4 swajqosd uonnjjod |enuslod buibeuew 0} S1sINbas-a1d e pue SpuSWSSIsSSe
S [EIUSUIUOIIAUS IO} [BYA SI UOIBULIOUI SIYL "S9]diiJedouru apIxolp ‘ApNis 10|ld 810y
WINIUB} painidegnuewl (1) sagnioueu uogJted (1) sappiledoueu jo sadAy Jofew :ySl4 ul sapipedoueN
800Z-,002 0M} 0} 2insodxa AJeialp e 0} ysly JO sasuodsal 8y} ainseaw 0} ale saAdalqo 8yl | £€8€°GS 0} ainsodx3 Aieyaiq L/87€¥103/aAN
:punoy Buipund 31si14
pouiad uondunsaq 19loid s,J u1 anjep jusWYysijgelIsi/aiL Juein sannaLlqo
lueln |ejo) Yyai1essay HIUN
ERITEYETEN

Buipuny paaliq (INJ) 2A13RIIIU| BDUSIISOUERN JUSWUOIIAUT — (DYIN) [1PUNO) Yd4easay JUaWuUoIIAUg [einjeN

129foid DYIAN

80



Annex H

(buipunjpa1da11q IN3)

LIV LSy punoJ 1s| |e1oL
J91seaue Jo Aysianiun
"SWYSAS BuIAll Ul 9D edouBU PaIaaUIbUd 3SIeNSIA 8104/.10Y
01 |00} B Se pasn 39 Ued (4y-|\13d1) 9duadsaion|joine yum pajdnod Adodsoiw JUSWUOIIAUT 3y} Ul
1007 uoleydxa uojoyd-om| Abojouydal Mau e Jayiaym Apiauspl [jim Apnis siyl | 899'61 S9jpiiJedoue) 4O UOIeSI[BNSIA 1/2105103/3N
"S109449 |EDIDOJ0DIX0300 weybuiwig jo Aysianiun
J19Y3 buipuelsiapun 01 A3 paJapisuod OS|e SI INOIABYSQ [EDIWSYD JI9Y L
"1JodsueJ} [PIUSWIUOIIAUS Ul $3553304d A3 2Je YdIYyM UOI1BIUSWIPSS SJalem |eanieu ui ssppiedoueu 0L0Y
pue uonebaibbe 0} sa1ejas SIYL MOY pue SUOILPUOD [EIUSWUOIIAUS D11SI|eal paJnioenuew JO INoIAeYSq
8007-200C Japun sspiuedoueu paineinuew 40 A11SIsYD Syl 1B YOO| ||IM JIOM SIYL | /ZE'8Y pue a1e} 9y} buipueisispun 1/96%1103/IN
eljbuy 1se3 jo Aysianlun
SIUBUILWIBIUOD [BIUSWIUOIIAUD
‘A1DI1X01 pue ayeldn Jsyje Alsiusyd 9depns pue Y}M SUOIDRISIUI
9z1S 9pied moy pue swsiuebio asayl Aq dn uayel aie sapied ayl Jayeym pue A1pix0} ‘oxerdn
PRUIWIISP [|IM 3Q 3| "91Jga1IDAUI JO1eMYSI) B pue ebje dienbe ue ‘snbuny e 01 uo 9zIs pue uonisodwod 810Y
s3jp1ed 9sayl 4O A1DIX01 Byl SUILWISISP O} PUB SUOILISOdWOD [BDIWSYD JUIDHIP JO S103449 :S9piedoueu
8002-/007 991U} pUB SIZIS JUSI4IP 934y} JO sopiJedouru axew o1 suwie 1afoid Syl | 166°L9 JawAjod d11ayruAs L/S€6%103/AN
uopuo ab9jj0) sbury
‘SI9}em [einjeu ul swia1sAs dienbe ul
s9|diedoueu zQIS 4O INOIABYSQ pUB 21N1dNJ1S ‘AjIGE)IS pUe (UOIRIUSWIPSS pue INOIABYSQ pUE 3184 ‘21N1dNIIS
UOI1B[NDD0|4) JUSWIIE3IY [BDILISYD J91emalsem Ag sapiiledoueu ZOIS JO [eAOWR JO 119y} Jo Buipueisispun ue 010y
Aduaiye Byl ‘suoieINWIOS [ED1INSdEWIRYd PUB D13DWSOD JO 3SN diisswop |edidAy SpJemoy :sspiedoueu edijis
800Z-200C WI0J4 SI91eM3lsem 0} sapiuedouru zOIS Jo sbuipeo| sy} saulwexs jueib siyl | 6/8'€9 J132WSOD pue |edlnadeulleyd /58511 03/IN
A6ojoipAH pue
A60J0>3 10} a13ud) DYIN
"$9109dS WIOMULIES MM UOWWIOD € JO WSISAS sunwiwil syl JO S||9d 4O [SPOW B Se [Uluas
sbuiiom syl uo spedwl WO [E1oW 991} PIAJOSSIP SU} Se pue S|eLslew g se [BIUSWUOIIAUS UB Buisn
1007 ‘s9pp1iiedoueu se sje1sw 0} 9insodxs MOy e [1B1ap Ul Yoo [jM 18foid siyl | €66°'8E Aypixojounwwi spnedoueN L/XS6%103/AN
poliad uondudsaq 1sloid S,F ul anjep jusuwiysligelsi/aiil yueln saA1R(qo
lueln |ejo] Yd1easay HDIUN
ERIVEYETEN|

129foid DYIN

81



Annex H

"S1URIDBJUISIP S

pasn Ajspim Bulsg aJe pue SsIlIAILDE |eLISIDBJ-IIUE SARY O} UMOYS US3( aAey
YDIYM ‘I9A|IS-OUBU pUB (ZO11) SPIXOIP WNIUELI-OUBU ‘SdN pasn Ajapim Apealje
OM] JO 1edwl 3y} 91e611SsAUl ||IM M ‘Aj[ed141DadS “SIUSWIUOIIAUS |B1SEOD PUR
1918MYSal) JO J91em BUIA|ISAO Byl pue Juswipas sy} ul uone|ndod |eusioeq ay} Jo

Aiojeioqeq surie|y YyrnowA|d

SIUBWIPaS dullew
[B1SEOD pUE J91RMUSDIS

AYISISAIP BY1 U9} ‘JUSWUOIIAUS 3y} O1Ul 3seajal uodn ‘pinod saiadoud 1O ANISISAIp |elisldeq /10Y '0L0Y
|BII91DBQIIUE UMOUY YUM (SdN) so|piuedoueu 1eyy sisayrodAy ayi 1591 01 siusuiliadxa 3yl Uo saiedoueu JO S99
6002-8007 ainsodxa paseqg-Aioleioge| asn 03 si 1afloid pasodoid ayy Jo wie [|eJano 3yl | /66°LE 93 01Ul UOIEDIISIAUI Uy 1/XZ61104/AN
J91em aisem Ajund o} pasn eL1deq ayy
uo Buisnd0} aq Apig|ndined ||Im AN “BLISIDEJ JO SDIHUNWIWOD OS|e pue elLaleq J9159yduey jo Ausianiun
J0 saads 9|buls 01 A1DIX0) 4By} UO A1ISILUBYD 3DB4INS JIBY) JO SIS dY} SSISSe
pue (el1s10eq 01 JIX0} 3¢ 0} IYbNoyl) sa|diedoueu JaAJIS JO 10844 ayl Apnis "sapiedoueu JaAjIS
1M 129foud siy] “eduepodwi Junoweled Jo S| swsiueblo asay} uo sapiedoueu Jo sanJadoud |epdLBIdEq £10Y ‘0L0Y
Jo 1edwl ay) Buissasse aiofa1ayl pue a1aydsolq sy} JO uonduny ay} 0} A3y ale uo Ausiwayd axepns
8007 swisiueblo asay] "eusldeq sl 1ueld syl uo ssewolq jo uoiuodoud 1sabie| syl | £91°0Z JBA|IS JO S18Y4D By} Jo Apnis iy L/L1611L04/3N
p10JxQ jo Ausianiun
"S3IHUNWWOD [elqosdiul uo 1edul pue Ajdixol
IANIAI 0} yoeoudde dijewalsAs pue (s1siusids |eLialew pue s3sibojolqoiw “(WNIN)
[ErUBWUOIIAUB) Aleul|dIDSIP-SSOID BAISUBYRIALIOD SI0W B 3%E] ||IM M ‘S3IpN1s S|ellslewoURU painideinuew
ainsodxa paysijgnd snoisid Jo suonenwi| Asx sy Jo Auew ssaippe 0} Japio U 0] pasodxa SauNWWOod £10Y ‘0L0Y
J81eMpuUNOoJb Ul SBILIUNWWOD [PIGOJDIW [edNleU JO SaILAIIDE pue ALISIBAIP 8y} Uo [BIQOIDIW JB1EMPUNOID
8007 ainsodxa |ANIA 40 1oedul ayl aulwielap 01 s Apnis Siyl Jo Ao |[euano 8yl | SEv'ES Jo A1anodai pue 1pedw| 1/1881104/3AN
‘sisayrodAy buiiom anoge ay1 poddns yoiym synsai
1deduoDd Jo Jooid swios ulelqo pue saydeosdde BUIMO||Of 8y} 81eibalUl pue Sleniul spaa7 jo Ausianiun
0} s1 asodind asoym Apnis 1ojid e si Apnis siyl ‘ABoj0DIX0} ,S|elidlewoueu sy}
Ul 9DBJI91UI [BDIID B S| dueIqUIBW [B160]0Iq 9y} eyl sisayrodAy ayi Aq usaAup "Swisiuebioo.IW 0} /10Y 010y
SI YJOM 3Y] "S|9POW OAIA Ul PUE OJ}IA Ul JUBAS|SJ UO S9piiiedoueu Jo Alade so|pipedoueu jo ABojodIX0) By}
800¢ |e316ojolq JO swisiueydaw ay} oul uolebiisaaul Ue aleryul 03 si wie ulew ayl | §10°0¢ Ul suoideIalul suelquiswolg L/0€81104/AN
plapues) jo Aysianiun
"SWB1SAS 10S 01Ul PIdNPOUIUL BIe
sapiedoueu Usym wliey Jo pooyl|eyi| 8Y3 4O JUSWSSISSe [efliul ue apirold o) "SAIUNWWOD
‘(9suodsas Aioyesidsas padnpul ayensgns ajdiynu Jo sueaw Aq) Aujigeded [BIQOIDIUW |IOS JO 2INIINIS
J1joqgeied Ayunwwod pue (sisAjeue pie Ayey} pidijoydsoyd jo suesw Aq) JidAyousyd pue sanjigeded /104 '010Y
sa|ijoid didAousyd Ajjedidpuiid ‘sansiisoeIeyd AHUNWIWOD [BIGOIDIW |I0S UO 21j0qeIed 8y} uo s9pipedoueu
8007 sapiedoueu painioenueW JO 108448 ayl dulwIa1ap 01 SI 1d9foud siyy Jo wie ayl | £58'99 painideinuew Jo 1edul| /7821 104/3N
:punoy Huipung puodas
polied uondinsaq 19foid S.3 ul anjep juswiysijqeis3i/apil yueln saARIqO
juein |ejol Y21easay HOUN
ERITETETEY

129foid DYIN

82



Annex H

(3poN dnIsuodsay

LOE'LLE'T pue buipuny pa3daliq) |e10L
8€6'7GL (Buipuny pa1au1q IN3) [e30L
(buipuny pa1auig IN3)
L/ LOE punos pug |e1oL
Buipeay jo Aysionlun
‘'spunodwod dj1eulole pajeuliojyd
Y}IM PaleuIweIuod S|Ios JO Juawanoldull pue Uonesl|igels ‘uolieipawalolq oy "SaIUNWWOD /104 ‘010Y
juepodwl Sa1IUNWILIOD [BIgo.dIW UO syedwl (JAZU) U0l JUS|eAOISZ 3jedsoueu [eIgoJDIW [10S UO 3dedwl (JAZU)
8007 Jo Buipuelsiapun asueApe 03} S Ydieasal pasodoid syl 4o wie |jelano 3yl | 78919 UOJI JUS[RAOISZ 3|eISOURN L/9%61 L04/3AN
"1oaloid sy} Jo auud
9yl 1e s ,swsiuebiooldiu 104 swisiueydaw A1dixol pue axerdn ‘Aljigejieaeoiq
‘Liodsuedy 0} [ed13d aie s9piledoueu painideinuew Jo ssiusdold [esiwsyd
92e4INs, 1eyl sisayrodAy ayi buinss) “uonenwndde s1ejndiued pue Jodsuedy |19
‘UOI1DBIBIUI IB|N||2J31UI PUB |BIDBLSIUI BUIUISOUOD ‘SAIBINIU| 9OUBIDSOUBN pIo1yays jo Ausianiun
[EIUSWUOIIAUT 3y} UlyHM pasod suoissnb [eruswepuny syl JO swos bullsmsue
1e 1dwanie [eiul ue a3ew [[Im 3 AHunwiuwiod [elqoiiw uo ss|piiiedoueu o 1edu ‘1lodsued] spined buunp /10Y '010Y
ay1 Apnis 01 Adodsoldadsoldiu uewey o uoiedijdde oAl ul pue O43A ul suonendod [e1qodIA Yim
8007 93U} MOJ|E ||IM 1BU] SPOYIaW SAIIBAOUUI pue Mau a1ebisanul 0y swie 1afoud syl | 91 €8y sapinedoue) Jo uondelau| 1/8€61 104/AN
poliad uondusaq 13foid S,3 ul anjep juswysijqeis3y/apil yueln saAd3[qo
jueln |ejol Y21easay HDOUN
ERITEYETEY

129f0id DYIN

83



84

Annex |

Acronyms

Acronym Definition

ACHS Advisory Committee on Hazardous Substances (UK)

ADME Adsorption, distribution, metabolism and elimination

AFOSR Air Force Office of Scientific Research, USA

ANF Asia Nano Forum (non-government network organisation, Asia Pacific region)
BBSRC Biotechnology and Biological Sciences Research Council (UK)

BMBF German Federal Ministry for Education and Research

BRASS Centre for Business Relationships Accountability Sustainability and Society (UK)
BSI British Standards Institute

BTWG Technical Board Working Group (BTWG, CEN) 166

CEA Commissariat a I'Energie Atomique (Atomic Energy Commission), France
CEMMNT The Centre of Excellence in Metrology for Micro and Nanotechnologies (UK)
CEN European Committee for Standardisation

CINR Centre for Interdisciplinary Nano-Research (UK)

CNS Central Nervous System

CNTs Carbon Nanotubes

CST Council for Science and Technology (UK)

DECHEMA Society for Chemical Engineering and Biotechnology, Germany

Defra Department for Environment, Food and Rural Affairs (UK)

DH Department of Health (UK)

DIPNA Development of an Integrated Platform for Nanoparticle Analysis (Italy)
DIUS Department for Innovation University and Skills (UK)

DoD Department of Defence, USA

DSTL Defence Science and Technology Laboratory (UK)

DTA Doctoral Training Account

DTI Department for Trade and Industry (UK)

EA Environment Agency (England and Wales)

EDAX Energy-dispersive X-ray analyser

EDXA Energy-dispersive X-ray analysis

EGA-GCMS Evolved Gas Analysis-Gas Chromatograph Mass Spectrometry

EHS Environment Health and Safety

ENI Environmental Nanoscience Initiative (UK)

ENP Engineered Nanoparticles

EPSRC Engineering and Physical Sciences Research Council (UK)

ESRC Economic and Social Research Council (UK)

EU European Union

FDA Food and Drug Administration, USA

FinNano Nanotechnology programme, Finland

FOEN Swiss Federal Office for the Environment

FSA Food Standards Agency (UK)

HARN High aspect ratio nanoparticles

HMT Her Majesty’s Treasury

HPU High Production Volume
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Acronyms cont...

Acronym Definition

HSE Health and Safety Executive (UK)

HSL Health and Safety Laboratory (UK)

IEC International Electrotechnical Commission

INERIS National Institute for Industrial Environment and Risks, France

INRS National Research and Safety Institute, France

IOM Institute of Occupational Medicine (UK)

IRC (Nanotechnology) Interdisciplinary Research Centres (UK)

ISO International Standards Organisation

JRC The European Commission’s Joint Research Centre

JWG Joint Working Groups (with ISO/TC 229)

KT Knowledge Transfer

LCA Life Cycle Analysis

MET Measurements for Emerging Technologies programme (UK)

MN Manufactured Nanomaterials

MNT Micro and Nanotechnologies (Network)

MoD Ministry of Defence, UK

MRC Medical Research Council (UK)

MWCNTs Multi-Walled Carbon Nanotubes

NANOSAFE?2 EU Framework 6 Programme project for Nanotechnology

NANOSH Nanotechnologies Occupational Safety and Health programme

NCER National Center for Environmental Research, USA

NEG Nanotechnology Engagement Group (UK)

NERC Natural Environment Research Council (UK)

NFA National Research Centre for the Working Environment, Denmark

NGO Non Governmental Organisation

NIDG Nanotechnology Issues Dialogue Group

NIEHS National Institute for Environmental Health and Safety, USA

NIH National Institute of Health, USA

NIOSH National Institute of Occupational Health and Safety, USA

NIR-PL Near-Infrared Photoluminescence

NMS National Measurement System, DIUS (UK)

N-NIRC National Nanotoxicology Inhalation Research Centre (UK)

NOSH Nanoparticle Occupational Safety & Health (consortium of international stakeholders
led by DuPont)

NP nanoparticle(s)

NPL National Physical Laboratories (UK)

NRCG Nanotechnology Research Coordination Group (UK)

NSERC National Sciences and Engineering Research Council, Canada

NSET National Science, Engineering and Technology Committee, USA

NSF High aspect ratio nanoparticles

NTI/1 BSI Committee for Nanotechnologies
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Acronyms cont...

Acronym Definition
OECD Organisation for Economic Co-operation and Development
OHSA Occupational Health and Safety Administration, USA
PAS Publicly Available Specification
PD Published Document
Project on Emerging Nanotechnologies (Woodrow Wilson International Center for
PEN
Scholars, USA)
PPE Personnel Protective Equipment
QCM Quartz Crystal Microbalance
RAENg Royal Academy of Engineering
RCs Research Councils
RCUK Research Councils UK
REACH Registration, Evaluation and Authorisation of Chemicals
REFNANO Reference Materials for Nanotechnology project
RPE Respiratory Protective Equipment
RS Royal Society (UK)
SCENIHR Scientific Committee on Newly Identified and Emerging Health Risks (European Commission)
SEM Scanning Electron Microscopy
SETAC Society of Environmental Toxicology and Chemistry
SFOPH Swiss Federal Office of Public Health
SMPS Scanning Mobility Particle Sizer
STEM Scanning Transmission Electron Microscope
SWCNTs Single Walled Carbon Nanotubes
TEM Transmission Electron Microscope
TGA Thermo Gravimetric Analysis
TSB TSB Technology Strategy Board (UK)
UFP Ultra Fine Particles
UNESCO United Nations Educational Scientific and Cultural Organization
US EPA Environment Protection Agency, USA
VAM Valid Analytical Measurement (Programme)
V(I German Chemical Industry Association
Working Party on Manufactured Nanomaterials (of the Organisation for Economic Co-
WPMN operation and Development (OECD))
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Breakdown of Research Objectives by Task Force

Task Force 1 — Metrology, Characterisation, Standardisation and
Reference Materials

RO 2

RO 3
RO 4

RO 9

To identify the most suitable metrics and associated methods for the measurement and
characterisation of nanoparticles.

To develop standardised, well-characterised reference nanoparticles.

To understand the properties of nanoparticles in the context of their ignition and explosion
potential, and assess/develop methods for evaluating this.

Optimisation, development and application of technologies that enable the measurement of
exposure to nanoparticles in soil and water.

Task Force 2 - Exposures — Sources, Pathways, and Technologies

RO 5
RO 6

RO 7
RO 8
RO 10

Further identification of sources of nanoparticles.

Optimisation and development of technologies that enable the measurement of
occupational and environmental exposure to nanoparticles via air.

Understanding the fate and behaviour of nanoparticles in air.
Development of exposure control devices.

Research to understand the environmental fate, behaviour and interaction of nanoparticles
in soils and water.

Task Force 3: Human Health Hazard and Risk Assessment

RO 11

RO 12

RO 13

RO 14

RO 15

RO 16

Research to establish a clear understanding of the adsorption of nanoparticles via the lung,
skin and gut and their distribution in the body (i.e. toxicokinetics), identifying potential
target organs/tissues for toxicity assessment.

Research to establish a clear understanding of inter and intracellular transport and
localisation of nanoparticles and their cellular toxicity.

To establish a clear understanding of whether oxidative stress, inflammatory effects and
genotoxicity apply to nanoparticles.

Research to establish a clear understanding of the deposition, distribution, toxicity,
pathogenicity and translocation potential and pathways for nanoparticles in the airways and
lung and their potential impacts on the cardiovascular system and brain.

Given the current use of nanoparticles in consumer products there is a need to further our
understanding of dermal uptake, penetration and toxicity in the skin.

To develop testing strategies for human health hazard assessment and assess how fit for
purpose current test methods are as applied to nanoparticles.
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Task Force 4: Environmental Hazard and Risk Assessment

RO 17 Research to establish the uptake, toxicity and effects of nanoparticles on groundwater and
soil microorganisms, animals and plants, especially in the context of remediation.

RO 18 Research to establish the mechanisms of toxicity, toxicokinetics and in vivo effects of
nanoparticles to key ecological groups (including invertebrates, vertebrates (e.g. fish) and
plants). A key aspect of such work should be the facilitating of knowledge transfer from
human toxicological studies to inform ecotoxicology.

RO 19 Define endpoints to be measured in ecotoxicological studies and assess how fit for purpose
current standard tests for persistence, bioaccumulation and toxicity are when considering
nanoparticles. This should lead to the defining of a suite of standard PBT protocols for use
in environmental hazard assessment.

Task Force 5: Social and Economic Dimensions of Nanotechnologies

RO 1  Understand the social and ethical implications of nanotechnologies, through a programme
of public dialogue and social research.
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Membership — Nanotechnology Research Coordination Group (NRCG)
Task Forces

NRCG Chair — Dr John Garrod, Department for Environment, Food and Rural Affairs (Defra)

Task Force 1

Prof Peter Cumpson (TF1 Leader), National Physical Laboratory (NPL)

Dr Rob Aitken, Institute of Occupational Medicine (IOM)

Dr lan Berkshire, Oxford Instruments

Dr Steffi Friedrichs, Nanotechnology Industry Association (NIA)

Dr John Garrod, Defra

Dr Peter Hatto, lonbond Ltd (Chair of ISO TC229 on Nanotechnologies)
Prof Graham Leggett, University of Sheffield

Dr David Mark, Health and Safety Laboratory (HSL)

Dr Mike Pitkethley, CENAMPS

Task Force 2

Dr Brian Fullam (TF2 Leader), Health and Safety Executive (HSE)
Dr Rob Aitken, Institute of Occupational Medicine (IOM)

Dr Brian Bone, Environment Agency (EA)

Dr Alistair Boxall, Central Science Laboratory (CSL)

Dr Pierre Cruse, HSE

Dr Mark Fieldsend, Unilever

Mr Tim Fry, HSE

Dr John Garrod, Defra

Dr Dave Mark, HSL

Ms Christine Northage, HSE

Dr Mark Raffray, Johnson Matthey

Professor Clive Roberts, Royal Society and Nottingham University
Dr Joseph Shavila, Food Standards Agency (FSA)

Dr Gemma Truelove, Natural Environment Research Council (NERC)
Dr Norman West, British Occupational Hygiene Society

Task Force 3

Dr Robert L Maynard (TF3 Leader), Health Protection Agency (HPA)

Professor Ken Donaldson, Queen’s Medical Research Institute, Edinburgh University
Dr Helen Ferguson, HSE

Dr Robin Fielder, HPA

Dr John Garrod, Defra

Dr David Gott, FSA

Leona Greenwell, Safety and Environmental Assurance Centre, Unilever
Professor Roy M. Harrison OBE (Environmental Health), University of Birmingham
Dr John Jenner, Defence Science and Technology Laboratory (DSTL)

Professor Frank Kelly (Environmental Health), Kings College, London

Dr Louise Newport, Department of Health (DH)

Dr John Thompson, NPIS, Llandough Hospital

Dr Heike Weber, Medical Research Council (MRC)
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Task Force 4

Dr Richard Owen (TF4 Leader), Environment Agency

Professor Steve Banwart, University of Sheffield

Dr Helen David, Unilever

Professor Michael Depledge, Universities of Oxford, Plymouth and Royal
Commission on Environmental Pollution

Dr Stephen Feist, Centre for Environment, Fisheries and Aquaculture Science (CEFAS)
Dr John Garrod, Defra

Dr Richard Handy, University of Plymouth

Dr Jamie Lead, University of Birmingham

Dr Steve Robertson, Chemicals Assessment Unit, Environment Agency
Ms Jaya Shah, Chemicals and Nanotechnologies Division, Defra

Dr Gemma Truelove, Natural Environment Research Council

Task Force 5

Kieron Stanley (TF5 Leader), Environment Agency

Victoria Cox, Defra

Professor Robert Lee, ESRC Centre for Business Relationships Accountability
Sustainability and Society (BRASS), Cardiff University

Dr Martin Meyer — Science and Technology Policy Research, University of Sussex (SPRU)
Steve Morgan, Defra

Professor Nick Pidgeon, Cardiff University

Robert Watson, Associate Director, MDY Healthcare

Esther Wilkinson, Economic and Social Research Council (ESRC)
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