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Foreword

Nanoscale materials (nanomaterials) have been described as having at least one dimension on
the order of approximately 1 to 100 nanometers (nm) (National Nanotechnology Initiative, 2006,
091186). Such materials often have unique or novel properties that arise from their small size. This
document is a starting point to determine what is known and what needs to be known about selected
nanomaterials as part of a process to identify and prioritize research to inform future assessments of
the potential ecological and health implications of these materials. Two specific applications of
nanoscale titanium dioxide (nano-TiO,) are considered: (1) as an agent for removing arsenic from
drinking water; and (2) as an active ingredient in topical sunscreen. These “case studies” do not
represent completed or even preliminary assessments, nor are they intended to serve as a basis for
risk management decisions in the near term on these specific uses of nano-TiO,. Rather, the intent is
to use this document in developing the scientific and technical information needed for future
assessment efforts.

The case studies are organized around the comprehensive environmental assessment (CEA)
approach, which combines a product life-cycle framework with the risk assessment paradigm. Risk
assessment relates exposure and effects information for a substance or stressor; CEA expands on this
paradigm by including life-cycle stages and considering both indirect and direct ramifications of the
substance or stressor. The organization of the document reflects the CEA approach: after Chapter 1
(Introduction), Chapter 2 highlights stages of the product life cycle (feedstocks, manufacturing,
distribution, storage, use, disposal), followed by Chapter 3 on fate and transport processes, Chapter 4
on exposure-dose characterization, and Chapter 5 on ecological and health effects. Chapter 6
highlights the information that is currently available in each of these areas, and it describes
information gaps and research questions identified in the case studies. It also discusses the role of the
case studies in informing research planning and future assessment efforts. Appendices A through C
provide supplementary information on the use of nano-TiO; in topical sunscreens, manufacturing
processes for nano-TiO, and sunscreen formulations, and examples of laboratory and workplace
exposure control practices, respectively.

The intent of these case studies is to characterize the current state of knowledge on the
environmental impacts of nano-TiO, as used in these two specific applications, as well as areas
where information is missing. Note that some information gaps are specific to nano-TiO,, either as a
drinking water treatment agent or as an ingredient in topical sunscreen. Other gaps may pertain more
broadly to nano-TiO, irrespective of its application, and still other gaps may pertain even more
widely to nanomaterials in general. In this way, the case studies may be used in developing research
strategies that will support comprehensive environmental assessments of nanomaterials.

The case studies document has undergone a formal external peer review performed by
scientists in accordance with Environmental Protection Agency (EPA) guidance on peer review
(U.S. EPA, 2006, 194566). Six external peer reviewers reviewed the April 2010 draft of this
document and provided responses to charge questions on the extent to which the case studies
accurately and sufficiently characterize the state of understanding regarding the use of nano-TiO; in
drinking water treatment and sunscreens. This final document incorporates revisions in response to
the peer review comments.
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Chapter 1. Introduction

1.1. Background

Nanoscale materials (nanomaterials) have been described as having at least one dimension on
the order of approximately 1-100 nm (National Nanotechnology Initiative, 2006, 091186).
Engineered nanomaterials are intentionally made, as opposed to being an incidental by-product of
combustion or a natural process such as erosion, and they often have unique or novel properties that
arise from their small size. These materials are being used in an expanding array of consumer
products (The Project on Emerging Nanotechnologies, 2009, 196052), and, like all technological
developments, nanomaterials offer the potential for both benefits and risks. The assessment of such
risks and benefits relies on information, and given the nascent state of nanotechnology, much
remains to be learned about the characteristics and impacts of nanomaterials before such assessments
can be completed. This document is a starting point to identify what is known and, more importantly,
what needs to be known about selected nanomaterial applications — in this case, for nanoscale
titanium dioxide (nano-TiO;) — to assess their potential ecological and health implications.

This document focuses on two specific uses of nano-TiO,: as a drinking water treatment agent,
and as an active ingredient in topical sunscreen. These “case studies” do not represent completed or
even preliminary assessments; rather, they present the structure for identifying and prioritizing
research needed to support future assessments of nano-TiO, and an approach to study other
nanomaterials.

Part of the rationale for focusing on specific applications of selected nanomaterials is that such
materials and applications can have highly varied and complex properties that make considering
them in the abstract or in generalities quite difficult. Different materials and different applications of
a given material could raise unique questions or issues, as well as some issues that are common to
various applications of a given nanomaterial or even to different nanomaterials. After several
individual case studies have been examined, refining a strategy for nanomaterials research to support
long-term assessment efforts should be possible.

The process for selecting case studies of nano-TiO, in drinking water treatment and in topical
sunscreen involved a workgroup representing several EPA program offices, regional offices, and
Office of Research and Development (ORD) laboratories and centers. The EPA workgroup
considered several candidate nanomaterials and identified their preferences based on, among other
things, apparent relevance of the nanomaterial to EPA programmatic interests. The choice of specific
applications was determined by a smaller team directly involved in the production of the case studies
document. Among the factors guiding the selection process at each stage was the potential for
exposure of ecological receptors and human populations to the nanomaterial as a function of a
particular application. This is not to say, however, that the selection of these case studies signifies a
determination that they present the greatest potential for exposure of all possible applications, or, for
that matter, that any exposure actually occurs. Rather, the case studies simply provide a means to
focus thinking about the types of information that would be instructive in assessing the potential
ecological and health implications of selected nanomaterials.

The case studies follow the CEA approach, which combines a product life-cycle framework
with the risk assessment paradigm (Davis, 2007, 089803; Davis and Thomas, 2006, 089638). In

Note: Hyperlinks to the reference citations throughout this document will take you to the NCEA HERO database (Health and
Environmental Research Online) at http://epa.gov/hero. HERO is a database of scientific literature used by U.S. EPA in the process of
developing science assessments.
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essence, risk assessment relates exposure and effects information for a given substance or stressor,
and CEA expands on this paradigm by including life-cycle stages and considering both indirect and
direct ramifications of the substance or stressor. Figure 1-1 illustrates the principal elements in the
CEA approach. The first column of Figure 1-1 lists typical stages of a product life cycle: feedstocks,
manufacturing, distribution, storage, use, and disposal (including reuse or recycling, if applicable).
The second column lists environmental pathways or media (e.g., air, water, sediment, soil) to which
nanomaterials or associated materials (e.g., manufacturing by-products) might be released at various
stages of the life cycle. Within these media, nanomaterials or associated materials can be transported
and transformed, as well as interact with other substances in the environment, both natural and
anthropogenic. Thus, a combination of primary (e.g., manufacturing by-products) and secondary
(e.g., environmental transformation products) contaminants can be spatially distributed in the
environment (Column 3, Figure 1-1).

Comprehensive Environmental Assessment
Life Cycle Environmental Fate & Exposure — Effects
Stages Pathways Transport Dose
Feedstocks
Manufacture
Air Primary Biota
Distribution contaminants Ecosystems
> water Human
Storage Secondary ; Human Health
; 2 populations
Soil contaminants
Use
Disposal _/
Analytical methods development and application

Source: Adapted from Davis and Thomas (2006, 089638) and Davis (2007, 089803).

Figure 1-1. Basic structure of CEA as a framework for identifying and prioritizing
research efforts.

The fourth column of Figure 1-1, exposure-dose, goes beyond characterizing the occurrence of
contaminants in the environment, as exposure refers to actual contact between a contaminant and
organisms (i.e., biota' as well as human populations). Under the CEA approach, exposure
characterization can involve aggregate exposure across routes (e.g., inhalation, ingestion, dermal);

' The term biota is used here to refer to all organisms other than humans.
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cumulative exposure to multiple contaminants (both primary and secondary); and various
spatiotemporal dimensions (e.g., activity patterns, diurnal and seasonal changes). Dose is the amount
of a substance that actually enters an organism by crossing a biological barrier. Conceptually, dose
links exposure with the last column of Figure 1-1, which refers to ecological and human health
effects that can result when an effective dose reaches a target cell or organ in a receptor organism or,
in an ecological context, when a stressor is at a sufficient level to cause an adverse response in a
receptor. “Effects” encompass both qualitative hazards and quantitative exposure-response
relationships.

The CEA framework is highly simplified in Figure 1-1. Among the many direct and indirect
impacts that could conceivably be included in a CEA are effects on other materials (e.g., damage to
surfaces of structures, statuary, vehicles), hedonic or aesthetic qualities (e.g., alterations in visibility,
taste, odor), and other possible large scale impacts such as energy consumption, resource depletion,
and global climate change. Although none of these effects are being excluded a priori from
consideration here, their inclusion would depend on having a plausible premise for expecting a
discernible impact. If such a premise can be articulated for additional types of effects, the case study
can be expanded to encompass their consideration within the CEA framework.

CEA involves the elaboration and synthesis of information from the elements in all five
columns depicted in Figure 1-1 to systematically evaluate the direct and indirect ramifications of a
nanomaterial and its by-products. Underlying the CEA elements are analytical methods that make
detection, measurement, and characterization of nanomaterials in the environment and in organisms
possible. Not reflected in Figure 1-1 is an essential ingredient in making CEA effective — the
inclusion of diverse technical and stakeholder perspectives to ensure that a holistic view is
maintained. As either an assessment tool or as a framework for developing a research strategy, CEA
is also a process that draws upon formal, structured methods to reach collective judgments by a
diverse group of participants and contributors.

Other efforts have been made to assess the potential risks of nanomaterials by incorporating a
life-cycle perspective (e.g., Environmental Defense-DuPont Nano Partnership, 2007, 090565;
Shatkin, 2008, 180065; Thomas and Sayre, 2005, 088085) or by using collective expert judgment
methods (e.g., Kandlikar et al., 2007, 091626; Morgan, 2005, 088831), primarily in a risk
management context. Although the present document differs somewhat from these other efforts in its
purpose, namely to aid in developing a research strategy for the CEA of nanomaterial risks, all of
these endeavors complement and reinforce one another.

1.2. How to Read this Document

The intent of this document is to identify systematically what is known and what needs to be
known about nano-TiO, to conduct an adequate assessment of nano-TiO; in the future. The goal is
not to provide an actual CEA or to state conclusions regarding possible ecological or health risks
related to nano-TiO,, but to enable decisions on prioritizing research that would support future
efforts to provide the input to policy and regulatory decision-making

Although the differences between the applications of nano-TiO, as a drinking water treatment
agent versus a topical sunscreen are important, the information currently available does not allow
complete differentiation between the two. For example, the ecological and health effects of
nano-TiO, are described in a single chapter without regard to whether the source of nano-TiO; is
drinking water treatment or sunscreen. However, where distinctions are possible or seem likely (e.g.,
in life-cycle stages such as manufacturing and use), the discussion of drinking water treatment is
presented first, followed by discussion of sunscreen. In some sections, the discussions are not strictly
parallel, reflecting differences in the availability of data.
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Also important to note is that these case studies have been developed without a specific
regulatory objective in mind. Although the topics selected for consideration, drinking water
treatment and sunscreen, might be of interest in various policy and regulatory contexts, this
document is not intended to serve as a basis for risk management decisions in the near term on these
specific uses of nano-TiO,. Rather, the intent is to use this document in developing the scientific and
technical information needed for future assessment efforts as input to policy and regulatory decision-
making.

Focusing on only two examples of nano-TiO, applications obviously does not represent all the
possible ways in which this nanomaterial could be used or all the issues that different applications
could raise. Rather, by considering the commonalities and differences between two applications of
nano-TiO,, research needs can be identified that apply not only to these specific applications but
generally to nano-TiO; and perhaps even more broadly to other nanomaterials. Also, additional case
studies will be developed for other applications and nanomaterials so that this process can continue
and research strategies to support assessment efforts can be further refined.

When implemented, a CEA is intended to be comparative, examining the relative risks and
benefits of different technological options, for example. The focus of a comparative CEA would be
guided by risk management objectives. For example, the use of nano-TiO, for arsenic removal in
drinking water might be compared to one or more current methods for arsenic removal; use of
nano-TiO, for topical sunscreen might be compared to sunscreen containing conventional TiO; or to
sunscreen with organic ultraviolet (UV) radiation blocking agents. Given that a number of different
options could be of interest to risk managers, considering every potential option in the present case
study is not feasible. Therefore, this document focuses solely on nano-TiO, in drinking water
treatment and topical sunscreen, which is also consistent with the fact that the case studies are not
intended to be assessments at this time, but rather are meant to assist in identifying and prioritizing
research needs related to nano-TiO,. Readers seeking comparative assessments of topical sunscreen
products, with or without nano-TiO,, may wish to consult evaluations by the Scientific Committee
on Consumer Products (SCCP) (2007, 196826) and the Environmental Working Group (EWG)
(2009, 196367). The EWG analysis in particular takes a broad view that is consistent with the CEA
approach in referring to the product life cycle and noting potential ecological as well as human
health considerations.

This document is not intended to provide an exhaustive review of the literature, and focuses
instead on findings most clearly relevant to assessment objectives. The information presented in this
document was obtained from a variety of published and unpublished sources, including corporate
Web sites and personal communications, as well as inferences based on information about other
materials or applications. Such information sources are used because of the limited amount of
published materials on nano-TiO; and its applications in the peer-reviewed literature, coupled with
the limited mechanisms for making manufacturer-specific data publicly available. This document is
not an assessment but, rather, a means to identify information gaps and research questions, thus a
range of information sources was used.

1.3. Terminology

A number of terms used in the field of nanotechnology have specialized meanings, and
definitions of certain terms could have important legal, regulatory, and policy implications. Not
surprisingly, perhaps, defining such words, including the term nanomaterial itself, has often been a
matter of considerable interest and debate. For the purposes of this document, however, it is not
deemed necessary to have a connotative definition that states the necessary and sufficient conditions
that define a nanomaterial. Instead, a denotative approach is used; that is, the term “nanomaterial” in
the case study denotes something that most persons would agree is (or at least appears to be) an
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example of a nanomaterial or a product that incorporates a nanomaterial, regardless of whether a
consensus exists regarding what properties or characteristics qualify it as such.

Although this case study focuses on “nano-TiO,,” readers should note that this term
encompasses a variety of materials that might possess a range of physicochemical properties. As a
result, not all materials referred to as nano-TiO, will necessarily behave in the same manner and
exert the same biological effects. Thus, caution in extrapolating from one nano-TiO, formulation to
another when assessing hazards is appropriate. Conversely, until more information is available to
discern more precisely how various formulations differ in behavior and effects, pooling information
from multiple sources can be useful for the purposes of this document, namely to identify potential
research directions to pursue.

Some other terms used throughout this document are discussed below, primarily to explain
how the terms are used here rather than to attempt to provide a formal definition of them.

Nano-TiO,

This document focuses primarily on engineered nano-TiO,, which usually is in the form of
particles in the 1 to 100 nm size range. The term “nano-TiO,,” as it is used in this document, refers to
a variety of formulations containing titanium dioxide particles that meet this size-based definition.
When reading this document, it is important to understand that the general use of this term
encompasses specific formulations that can display a range of characteristics and behaviors
depending on the properties of the particle, the experimental or environmental conditions, and other
factors.! Where information is not specific to nano-TiO,, the term “titanium dioxide” (TiO,) is used
without the “nano-" prefix.

Conventional TiO,

To make an explicit distinction between the nanoscale material and other forms of TiO, not
having the special characteristics of nano-TiO,, the term “conventional” is used in this document.
Even so, materials described as conventional often contain a range of particle sizes, including some
with nanoscale dimensions. In the scientific and technical literature, the terms “bulk” and
“pigmentary” also are often used to distinguish conventional from nano-TiO,. Additionally, terms
such as “ultrafine,” “PM-0.1" (which means particulate matter up to 0.1 micrometer [um] diameter),
and “micronized grade” have been used to denote nanoscale particles, but typically in a particular
context or field of specialization such as aerosols and air pollution.

Aggregate and Agglomerate

As discussed in Chapter 3, in many circumstances primary nanoscale particles can aggregate
or agglomerate into secondary particles with dimensions greater than 100 nm (a cluster that is
sometimes referred to as a colloid, as described below). Specifically, the terms “aggregate” and
“agglomerate” are used in the literature on nanomaterials and other fields to indicate the clustering of
particles into a single entity of such particles. These two terms can have specific meanings. For
example, the British Standards Institution (BSI, 2007, 202162) defines aggregate as a “particle
comprising strongly bonded or fused particles where the resulting external surface area may be
significantly smaller than the sum of calculated surface areas of the individual components” and
notes that “the forces holding an aggregate together are strong forces, for example, covalent bonds,
or those resulting from sintering or complex physical entanglement.” The BSI defines agglomerate
as a “collection of loosely bound particles or aggregates or mixtures of the two where the resulting
external surface area is similar to the sum of the surface areas of the individual components” and

! Where sources have provided documentation on size, surface coating, extent of aggregation or agglomeration, and other salient properties
or characteristics, this information is included in the case study with sources referenced appropriately.
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notes that “the forces holding an agglomerate together are weak forces, for example van der Waals
forces, as well as simple physical entanglement.” However, the meanings of aggregate and
agglomerate have sometimes been interchanged, as noted by Nichols et al. (2002, 202114). This lack
of consistency in terminology usage across, and sometimes within, the various fields that contribute
to nanomaterials research exemplifies the challenges posed by the multidisciplinary nature of the
nanotechnology field. The nanotechnology community is an amalgam of investigators who all study
nanoscale materials but whose scientific roots are in various other mature fields spanning toxicology,
ecology, colloid science, materials science, and many other disciplines. The customary terminology
for aggregates and agglomerates may be well established within one field, but use of these terms
may elicit different interpretations within another; as a result, the definitions for these terms are not
specific, nor are they consistent. Given this inconsistency in usage and, more importantly, the
frequent lack of adequate information to determine which term might be more appropriately applied
in a particular study or report, the term “cluster” is used in this document to subsume both
aggregates and agglomerations of nanoparticles. This term has precedent within multiple disciplines
and avoids confusion between potentially inconsistent connotations of the other terms. Note that, in
addition to being used as a noun (as explained above), the word “aggregate” is used as an adjective
(primarily in Chapter 5) to refer to exposure to a given material from multiple sources, pathways,
and routes.

Colloid

The term “colloid” is used in the literature to refer to a particle or cluster of particles
suspended within a given medium and that are smaller than microscale (i.e., <10 m). Luoma (2008,
157525) describes a colloidal particle as containing multiple atoms of a substance measuring
between 1 nm and 1,000 nm, and thus a colloid might or might not be a nanoparticle in that context.
In this case study, although the term “colloid” is used at times to refer to a sub-microscale particle
(especially if a cited publication uses this terminology), either the more specific term “nanoscale” or
a specific size range is used when the particle size is salient to the discussion.

The extent to which the properties of a cluster of primary nano-TiO, particles that exceeds
100 nm are similar to the properties of conventional TiO, is unclear. For example, inhalation of
nano-TiO, (20-nm diameter) induced more pulmonary inflammation in the rat than inhalation of fine
TiO, (approximately 250-nm diameter) at a similar mass concentration, even though particles in both
groups had similarly sized agglomerates (0.71 wum mass median aerodynamic diameter [ MMAD]
nano; 0.78 pum MMAD fine) (Oberddrster, 2000, 036303; Oberdorster et al., 1994, 046203).
Additional analysis revealed that effects were similar when expressed on the basis of surface area.
Also unclear is the extent to which changes in conditions might initiate the formation,
decomposition, or dissolution of a cluster; and there is uncertainty as well regarding what specific
factors drive important changes in conditions. As discussed in Chapter 3 (Fate and Transport),
disaggregation can occur under some conditions. Given these considerations, this document does not
use 100 nm as the essential and exclusive criterion for considering what might be relevant to an
evaluation of nano-TiO,. This view is consistent with a statement by the European Commission
(2008, 196378) that extends the term “nanomaterial” to encompass “nanostructured materials,”
defined by the International Organization for Standardization (ISO) (2004, 190006) as “[a]ggregates
and agglomerates, often existing at a micro size, [that] may have some of the behaviour and effects
of their smaller sub units, e.g., due to an increased surface area.”

Naturally Occurring, Incidental, and Engineered Nanoparticles

In addition to distinctions based on size of particles, The Project on Emerging
Nanotechnologies (2009, 196052) divides nanoscale materials into three classes based on the origin
of the particles. The first class, naturally occurring nanosized particles, includes, for example,
particles that originate from volcanic explosions, ocean spray, and soil and sediment weathering and
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biomineralization processes (which can result in crystals of aluminum and iron oxides with
nanometer-scale dimensions). The second class is incidental nanosized particles, which are generated
as by-products of processes such as combustion, cooking, or welding. The focus of this report is on
the third class of nanoscale materials, engineered nanomaterials. This class comprises materials
purposely generated for a specific function, such as the carbon nanotubes used in tennis rackets to
make them lighter and stronger. In this case study, unless otherwise specified, references to nano-
TiO, indicate engineered nanoscale materials. Nonengineered types of nanosized TiO, (from the first
or second class) are referred to as “nanoscale TiO,.”

Degussa Aeroxide®™ P25 (hereafter referred to as P25) is a commercial-grade, uncoated
nano-TiO, product (Evonik, 2008, 157578) that has been studied extensively and referenced in the
literature and is therefore often mentioned in later sections of this document. As discussed below,
however, P25 does not represent all nano-TiO, preparations and should not be equated with the
generic term nano-TiO,.

1.4. Conventional TiO,

Although this document focuses on nano-TiO,, highlighting some facts about conventional
TiO, first is instructional. Also known as “titania,” TiO; has been used commercially since the early
1900s in numerous consumer and industrial applications, particularly coatings and pigments. TiO; is
a naturally occurring mineral that can exist in three crystalline forms, known as rutile, anatase, and
brookite, and in amorphous form. Rutile is the most common form of TiO, found in nature.
Elemental Ti is also found in ilmenite (FeTiO3) and other minerals and ores, and TiO, can be
produced by processing of these minerals and ores. TiO, is insoluble in water, hydrochloric acid,
nitric acid, and ethanol, but soluble in hot concentrated sulfuric acid, hydrogen fluoride, and alkali
(NRC, 1999, 091188). TiO, is used to increase the whiteness or opacity of many consumer products,
such as paints, coatings, plastics, paper, printing inks, roofing granules, food, medicine, toothpaste,
cosmetics, and skin care products, including topical sunscreens. In the U.S., surface-mining
operations in Virginia and Florida produce concentrated Ti-containing minerals (ilmenite and rutile)
suitable as feedstock for TiO, production (USGS, 2009, 157454). Other countries that produce
significant amounts of Ti ores include Australia, Canada, China, India, Norway, and South Africa
(USGS, 2009, 157454).

With exposure to ultraviolet (UV) radiation (wavelengths less than ~400 nm), pure TiO; is
photocatalytic.' Studies suggest anatase and rutile have different photocatalytic properties, with
anatase being the more reactive (Sayes et al., 2006, 090569; Uchino et al., 2002, 090568). In
applications such as paints, coatings, and cosmetics, where chemical stability is required, the
photocatalytic properties of TiO, are often suppressed by coating the particles with silica and
alumina layers. On the other hand, the photocatalytic properties of TiO, are increasingly exploited in
a number of other experimental and commercial applications, including degradation of organic
compounds, microbiological organism destruction, and conversion of metals to less soluble forms in
wastewater, drinking water, and indoor air. For more information on conventional TiO,, see the
article by Diebold (2003, 193342) and the Current Intelligence Bulletin published by the National
Institute for Occupational Safety and Health (NIOSH) (2005, 196072).

! Photocatalysis is the phenomenon by which a relatively small amount of material, called a photocatalyst, increases the rate of chemical reaction
without itself being consumed. (adj. photocatalytic).
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1.5. Nano-TiO,

One of the main differences between nano-TiO, and conventional TiO; is the much greater
surface area of a given mass or volume of nanoparticles compared to an equivalent mass or volume
of conventional TiO, particles. To illustrate, a 5-nm particle would have a volume of 65 nm’

@43 =n r3) whereas a 500-nm particle would have a volume of 65,000,000 nm’. Therefore, one million
5-nm particles would be required to equal the volume of a 500-nm particle. The surface area of a
5-nm particle equals approximately 80 nm? (4 « ), whereas the surface area of a 500-nm particle
equals approximately 800,000 nm®. Multiplying the surface area of the 5-nm particle by one million
(the number of 5-nm particles needed to equal the volume of a 500-nm particle) yields a total surface
area of approximately 80,000,000 nm*, which is 100-fold greater than the surface area of the 500-nm
particle. This greater relative surface area of the nano-TiO; particles affords a greater potential for
properties such as catalytic activity and UV absorption at certain wavelengths (Shao and
Schlossman, 1999, 093301).

Such properties have led to the development or use of nano-TiO, for a wide variety of
applications, including self-cleaning surface coatings, light-emitting diodes, solar cells, disinfectant
sprays, sporting goods, and the subjects of this document, drinking water treatment agents and
topical sunscreens. Before considering specific applications of nano-TiO,, some fundamental issues
related to characterization of this material should be noted.

Surface areas of nano-TiO, primary particles, aggregates, and agglomerates can be expressed
as total (inner and outer) surface area and external surface area. The total surface area includes the
inner surface area of porous or aggregated or agglomerated nanoparticles (Scientific Committee,
2007, 157639), and can be measured by the Brunauer, Emmett, Teller method (BET) and other
methods. The external surface area, which is insensitive to particle porosity, can be measured
indirectly by microscopy, diffusion chargers, scanning mobility particle sizers, and other methods
(LeBlanc, 2009, 625209). Whether the total surface area or external surface area is more relevant for
nanoparticle effects has not been determined. In one instance, humic acid caused nano-TiO,
micropore blockage and consequently decreased the total surface area, but not the external surface
area (Yang et al., 2009, 190513). Humic acid-coated nano-TiO, had lower zeta potential (i.e.,
increased electrostatic repulsion), which leads it to be more easily dispersed and suspended than
uncoated nano-TiO; (Yang et al., 2009, 190513). External surface area alone, however, does not
always predict the nature and magnitude of effects. When possible, the method of measuring surface
area is provided when discussing studies in this document.

Several types of nano-TiO, are available with differing physicochemical properties.
Commercially available brands of nano-TiO, can vary in particle size', surface area, purity (e.g., due
to doping, coating, or quality control), surface characteristics, crystalline form, chemical reactivity,
and other properties (Table 1-1). Nano-TiO; is available in pure anatase, pure rutile, and mixtures of
anatase and rutile. In general, anatase nano-TiO, is more photocatalytic than the rutile form, and
nanoscale rutile is less photoreactive than either anatase and rutile mixtures or anatase alone.
However, a mixture of 79% anatase and 21% rutile nano-TiO, (P25) was found to be more
photocatalytic than 100% anatase nano-TiO, in some instances (Coleman et al., 2005, 089849;
Uchino et al., 2002, 090568), but less effective in others (Nagaveni et al., 2004, 090578). Such
contrasts point to the role of other factors in accounting for the behavior and effects of nano-TiO,.
For example, surface treatment of nano-TiO, can change nano-TiO; activity, including
photoreactivity. Aeroxide® T805, which is P25 nano-TiO, that has been treated with trialkoxyoctyl
silane on the surface to increase hydrophobicity, has lower surface reactivity than P25 as indicated

! The sizes of nanoparticles may be reported either as crystallite size (sometimes called primary crystallite size, such as size determined by
X-ray Diffraction analysis) or as primary particle size, which is typically larger than crystallite size. (Barton, personal communication,
2009, 625563).
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by a vitamin C oxidation assay (Degussa, 2003, 193916). Similarly, surface coatings of silicone and
other compounds are used to decrease nano-TiO, photoreactivity so that nano-TiO, can be used to
protect human skin, plastic, and other objects from UV radiation. This document presents
information on both coated and uncoated nano-TiO,, recognizing that differences in properties and
environmental behavior may limit the applicability of information from one particle type to another.

Table 1-1. Examples of nano-TiO, physicochemical properties

Agglomeration/aggregation status in Particle size and size distribution Shape/aspect ratio (e.g., width and

the relevant media ) L length)
Photocatalytic activity

Bulk density/particle density . Surface areal/specific surface area
Pore density

Composition/surface coatings . Surface charge/zeta potential
Porosity

Crystal structure/crystallinity Surface chemistry

(crystalline phase, crystallite size) Purity of sample

Surface contamination

Dustiness Radical formation potential

Surface reactivity

Octanol-water partition coefficient Redox potential

Water solubility

Source: Data from U.K. Department for Environment, Food, and Rural Affairs (2007, 195461); Used with permission from Oxford University
Press, Powers et al. (2006, 088783); Used with permission from Informa Healthcare, Powers et al. (2007, 090679); Used with permission from
Informa Healthcare, Warheit et al. (2007, 091305); and data from Organisation for Economic Co-operation and Development (OECD) (2008,
157512).

External factors can also influence photoreactivity. Krishna and co-authors (2006, 193482), for
example, found that the presence of fullerenes, which scavenge photogenerated electrons, enhances
the photocatalytic efficacy of nano-TiO,. Likewise, Komaguchi and colleagues (Komaguchi et al.,
2006, 193479) saw significant increases in photocatalytic efficiency of P25 after exposure to an
oxidizing environment.

Photocatalytic nano-TiO; is preferred for drinking water treatment, and photostable nano-TiO,
is preferred for sunscreen use. Some sunscreens, however, contain photoreactive nano-TiO,.
Although pure uncoated and undoped anatase TiO; is photocatalytic, and uncoated and undoped
rutile TiO, is generally photostable, there is no quick way to identify the photoreactivity of
nano-TiO,. For example, although doped rutile nano-TiO; can be extremely photostable, rutile
nano-TiO, produced by a certain specific powder-preparation method can be highly photocatalytic
(Kim et al., 2003, 157861). Similarly, not all coatings decrease nano-TiO, photoreactivity.

A report by Barker and Branch (2008, 180141) has noted that nano-TiO, in some sunscreens
might not be photostable. The investigators studied the weathering of paint in contact with
sunscreen. Of five nano-TiO, sunscreens tested, four released photocatalytically generated hydroxyl
radicals that accelerated the weathering of the paint. All four of those sunscreens used an
anatase/rutile mix. The one nano-TiO, sunscreen formulation that showed no appreciable effect on
paint weathering used 100% rutile doped with manganese rather than surface coating with
manganese (Barker and Branch, 2008, 180141).

Due to various degrees of porosity, nano-TiO; particles with the same diameter can differ in
surface area. Because nano-TiO, reactivity and consequently behavior and effects are influenced by
many nano-TiO, physicochemical properties, two nano-TiO, products with the same values for a
limited set of parameters should not be assumed in fact to be equivalent. For instance, a
manufacturer might use the same core nano-TiO, for surface-treated and untreated nano-TiO,, and
both might have the same particle size and surface area, but differ in reactivity, as in the case of P25
and Aeroxide® T805 (T805).

Another characteristic of significance is the aggregation or agglomeration of nano-TiO,
particles. According to one industrial manufacturer of nanoscale titania produced through flame
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hydrolysis (see Section 2.2 for a description of this manufacturing technique and others), “tests and
calculations have shown that free primary particles with dimensions of less than 100 nm only exist in
[flame] reactors for a few milliseconds” (Degussa, 2009, 193919). Aggregates of nano-TiO,,
sometimes referred to as “colloidal,” are often roughly an order of magnitude greater in size than
primary particles (Dunphy Guzman et al., 2006, 090584; Kormann et al., 1988, 090582; Lecoanet et
al., 2004, 089258). The mean aggregated particle diameter of the product P25 is claimed to be
approximately 3.6 pm, with the smallest 4% of aggregated particles reported to have an average
diameter of 160 nm (Klaessig, personal communication, 2006, 196041). After being subjected to
bath sonication for 10 minutes, the smallest 15% of P25 particles averaged an agglomerate diameter
of 160 nm, while the 50th percentile diameter was 1.6 um, roughly two orders of magnitude larger
than the reported primary particle size of P25, which is 21 nm (Degussa, 2007, 193917; Wahi et al.,
2006, 090580). Ridley et al. (2006, 090599) observed that a suspension of uncoated nano-TiO,
anatase from Ishihara Techno Corporation (Osaka, Japan) with primary particles of 4-nm diameter
consisted mainly of aggregates in the 1- to 30-um diameter range, and that these size ranges
persisted even under sonication and other conditions that would favor disaggregation. Reported
particle size values for aggregates and agglomerates are influenced by factors such as initial
concentration, sonication power input, pH, and measurement technique. Such variables are germane
to interpreting the results of reported size distributions.

Despite the presence, and sometimes the predominance, of larger aggregates and
agglomerates, several researchers investigating laboratory-synthesized anatase and commercial
nano-TiO, products such as P25 have also found free particles or aggregates with diameters <100 nm
in varying amounts. The quantity of such particles has been found to depend on synthesis method,
temperature, solution pH, and the presence of buffers (Jiang et al., 2009, 193450). Moreover, some
preparations are specifically designed to generate dispersed particles (e.g., Seok et al., 2006, 091198)
which would be important in using nano-TiO, as a catalyst.

The pH,,. of a nanoparticle (the pH at the “point of zero charge,” where the net electric charge
at the particle surface is zero) has important ramifications for aggregation, because at that pH
particles will fail to electrostatically repel each other. In laboratory studies, the size range of
aggregates and the presence of free nano-TiO, particles (synthesized on-site, ranging from 5 to
50 nm) were found to be pH-dependent; when the solution pH differed from the pH,,. of the
particles, the aggregates tended to be smaller (Dunphy Guzman et al., 2006, 090584;

Dunphy Guzman, personal communication, 2007, 091184). Sampled aggregates ranged up to
150 nm in size, and contained an estimated 8-4,000 nanoparticles (Dunphy Guzman et al., 2006,
090584). The pH,. also depends at least in part on the crystallinity of the nano-TiO, particles;
Finnegan et al. (2007, 193379) reported pH,,. values of approximately 5.9 for rutile and
approximately 6.3 for anatase.

Coatings and surface treatments also affect particle aggregation/agglomeration behavior. A
preliminary report by Wiench and colleagues (2007, 090635) indicated that coated nano-TiO,
particles (rutile, size 50 x 10 nm, surface area of 100 square meters per gram [m?*/g]; coatings
included combinations of aluminum hydroxide, hydrated silica, and various polymers) had slower
agglomeration and sedimentation rates and a larger fraction of primary nanoparticles remaining in
the sample compared with uncoated particles (20-30 nm, anatase/rutile 80/20, surface area
48.6 m*/g).

A recent study showed that a type of coated nano-TiO, used in sunscreens quickly lost its
outermost coating and became easily dispersed soon after contact with water (Auffan et al., 2010,
625063). The tested nano-TiO,, T-Lite™ SF (manufactured by BASF company, Germany) had a
mainly rutile TiO, core, coated with AI(OH); and an outermost hydrophobic coating with
polydimethylsiloxane (PDMS). The structural changes were seen within 30 minutes of aging
(stirring) when the initially hydrophobic nano-TiO; started to disperse into the aqueous phase of the
suspension. The PDMS coating was dissolved, and the dissolution rate was accelerated by UV
exposure. Aluminum was not detected, suggesting that the AI(OH); outer layer was more stable.
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The complexity of nano-TiO, characterization is illustrated in Table 1-2, from Warheit et al.
(2007, 091075). The chemical composition of three different types of ultrafine TiO, manufactured by
DuPont was determined by X-ray fluorescence. The cores of all three types of nano-TiO, were TiO,,
but the crystalline form and the surface coating of alumina or silica differed. Each type of particle
was said to exhibit a mean diameter of approximately 140 nm but with (unspecified) fractions of the
size distributions below 100 nm as measured by dynamic light scattering. The chloride ions on the
surface of the particles were neutralized during production (Other effects these materials cause are
described in Chapter 5). As shown in Table 1-2, the surface area, crystallinity, chemical reactivity,
surface coating, particle size distribution, and pH varied for the materials, all three of which were
nominally nano-TiO,. Even with detailed information such as provided here, additional details may
be necessary to fully characterize the complex nature of nano-TiO, nanomaterials. In particular, the
presence of a surface coating changes the nature of the interface between the nano-TiO, particle and
the environment or an organism, and it is not clear whether the surface coating or the core material
dominates particle-environment and particle-organism interactions.

Table 1-2. Characterization of three nano-TiO; particle types

Median Particle Sjze and

. . h Hin
Particle BET Surface ; L Chemical Size Rangeb prim .
Chemical Composition e a Deionized
Type Area (m?/ Reactivit
yp (m/g) y in Water® in PBS Water
Uf-A 18.2 98% TiO, (100% rutile), 2% alumina ~ 10.1 136 nm £ 35% 1,990 nm £ 25% 5.64
Uf-B 35.7 88% TiO, (100% rutile), 5% alumina, 1.2 149.4nm +50% 2,669 nm + 25% 7.14
7% silica
Uf-C 385 92% TiO; (79% rutile; 21% anatase), 0.9 140 nm + 44% — 4.80

7% alumina, 1% silica

BET - Brunauer, Emmett, Teller method of calculating surface area

PBS - Phosphate buffered saline

®Chemical reactivity was tested using a Vitamin C (antioxidant) yellowing assay.
°After sonication for 15 min at 60 Hertz (Hz).

°0.1% tetrasodium pyrophosphate solution.

Source: Modified with permission from Elsevier, Warheit et al. (2007, 091075).

The characteristics of a nano-TiO, product might change over time. Using a custom-made
anatase nano-TiO, formulation (uncoated) with a range of particle sizes, Kolaf et al. (2006, 193478)
found that average particle sizes increased over time, due to both agglomeration and
re-crystallization (smaller particles dissolving in the aqueous medium and their constituent
molecules then adding to the mass of the larger particles). Over the course of 8 years, average
(mode) particle size increased from approximately 10 nm to approximately 14 nm. The investigators
also observed that over time relative surface area decreased, light energy absorbance characteristics
changed, and perhaps most surprisingly, photocatalytic performance improved, even as relative
surface area decreased.

As discussed in greater detail in Chapter 5 (Section 5.1.1), these and other issues have been
noted in various recommendations for improving the physicochemical characterization of
nanomaterials in exposure and ecological as well as health effects studies. In general, however,
reports of toxicity and exposure studies of nano-TiO,, especially those conducted prior to the year
2000, have not been sufficiently attentive to the issues described above. As discussed in
Section 1.6.1, ideal characterization to support toxicological testing would include analysis of the
raw material (as received from the manufacturer or supplier), analysis of nanomaterials in the testing
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media for the duration of the experiment; and analysis of nanomaterials (and possibly degraded
products or biotransformed products) in biological samples. Manufacturers’ literature often has been
accepted as having described their products under all conditions — an oversimplification at best.
Additionally, attempts to characterize nanoscale particle sizes and size distributions in relation to
toxicity and exposure evaluations have been prone to errors involving nonrepresentative sampling,
agglomeration during sample preparation, contamination and degradation during product storage,
measurement methods, and conditions under which the study was conducted (Powers et al., 2007,
090679). Further, different particle characterization techniques can produce different estimates of
particle size, suggesting that more than one technique might be necessary to describe particle sizes
accurately. Accurate characterization is clearly important if the behavior and effects of nano-TiO, are
to be understood, predicted, and related to other materials (both nanoscale and conventional), and the
type and extent of characterization is an important consideration in interpreting the results of nano-
TiO, research.

1.5.1. Drinking Water Treatment

This document assumes that one use of nano-TiO, would be specifically for arsenic removal in
a drinking water treatment facility. In addition to arsenic removal (Li et al., 2009, 193506), however,
nano-TiO, could be used for disinfection of pathogens (Alrousan et al., 2009, 157461; Coleman et
al., 2005, 089849; Li et al., 2008, 157538; Rincon and Pulgarin, 2003, 157856) or for remediation of
ground water or wastewater contaminated with various organic and inorganic pollutants (Adams et
al., 2004, 193250; Chen and Ray, 2001, 193310; Han et al., 2009, 193407; Kim et al., 2003, 193472;
Lee et al., 2008, 098739; Lin and Valsaraj, 2003, 193511; Ryu and Choi, 2008, 157501). The latter
use would pose rather different scenarios of environmental releases and fate and transport, and
would add considerably to the complexity of this document. Therefore, the case study of nano-TiO,
for water treatment has been limited to the consideration to arsenic removal in drinking water
treatment facilities.

Most of the relevant literature has reported laboratory tests of nano-TiO, as a photocatalytic
treatment for conversion of arsenite [ As(III)] to arsenate [As(V)], a species that is more easily
removed in water treatment because of its lower solubility in typical drinking water treatment
conditions (e.g., Dutta et al., 2004, 157845; Ferguson et al., 2005, 090572; Pena et al., 2006,
090573). Although neither conventional TiO, nor nano-TiO,; is known to have been used in a full-
scale drinking water treatment plant, both conventional TiO, and nano-TiO; as photocatalytic agents
have been pilot-tested in drinking water treatment plants (Dionysiou, personal communication, 2009,
193921; Pichat, 2003, 196037; Purifics, 2008, 196040; Richardson et al., 1996, 193612).

For arsenic removal from water, both conventional and nanoscale TiO, have been developed to
photocatalytically oxidize arsenic and adsorb arsenic. Studies have shown that TiO, can oxidize
As(IIT) to As(V) and adsorb inorganic arsenic (Dutta et al., 2004, 157845; Fostier et al., 2008,
193381; Hristovski et al., 2007, 193436). The mechanism for TiO, photocatalytic oxidation of
As(III) has been suggested to be through the generation of superoxide ions, and the major oxidant
species might be hydroxyl radicals (-OH) (Sharma and Sohn, 2009, 193641). Recently, nano-TiO,
was shown to mineralize methylated arsenic and to adsorb methylated arsenic (Xu et al., 2007,
193725; Xu et al., 2008, 193727). Both dimethylarsinic acid [DMA(V)] and monomethylarsonic
acid [MMA(V)] were readily mineralized to As(V) by transforming the methyl group into organic
compounds such as methanol, formaldehyde, and formic acid. Dimethylarsinic acid was
photocatalytically oxidized into MMA(V), which was subsequently oxidized into As(V). Hydroxyl
radicals could be the primary oxidant (Xu et al., 2007, 193725; Xu et al., 2008, 193727).

The mechanism of arsenic adsorption onto TiO; surfaces has been demonstrated to be through
the formation of bidentate inner sphere complexes for As(V), As(I1l), and MMA(V), and forming
monodentate inner sphere complexes for DMA(V) (Jing et al., 2005, 193452; Jing et al., 2005,
193454; Pena et al., 2006, 090573). In ground water containing As(I11), As(V), MMA(V), and
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DMA(V), nano-TiO, adsorbed As(I11) and As(V) most, followed by MMA(V), but almost no
DMA(V) (Jing et al., 2009, 193453). The difference in competitive adsorption could be due to the
increased thermodynamic stability of the bidentate ligands formed by other arsenic species with TiO,
compared with the monodentate surface structure formed between TiO, and DMA(V). However, in
the presence of high concentrations of competing ions, the other arsenic species may be forced to
form monodentate rather than bidentate ligands.

Photocatalytic oxidation is also the mechanism for TiO, degradation of organic pollutants in
wastewater. Photocatalytic degradation is based on the formation of radicals (hydroxyl radicals
[FOH], superoxide radical anions [-O, ], and hydroperoxyl radicals [-OOH]), which serve as
oxidizing species in the photocatalytic oxidation process (Lu et al., 2009, 193528). Hydroxyl
radicals, the most powerful oxidants TiO, produces in the photocatalysis, can act on organic
contaminants present at or near the surface of TiO, (Bianco Prevot et al., 1999, 193278).

One generally accepted mechanism of nano-TiO, antimicrobial action is the generation of
reactive oxygen species (ROS), which can cause cell wall or cell membrane damage (Kuhn et al.,
2003, 090597; Neal, 2008, 196069), such as lipid peroxidation (Maness et al., 1999, 193538).
Although UV illumination increases photocatalytic nano-TiO, toxicity to bacteria and fungi,
photocatalytic nano-TiO; is also toxic in the dark (Adams et al., 2006, 157782; Coleman et al., 2005,
089849). Because TiO, generates ROS (mainly highly reactive hydroxyl radicals) in the presence of
UV light and oxygen (Reeves et al., 2008, 157506), mechanisms other than oxidative stress might
also contribute to nano-TiO, toxicity in the dark (and possibly also under UV), as suggested by a
recent study indicating that anatase nano-TiO, can generate carbon-centered free radicals in the dark
in the presence of dissolved oxygen (Fenoglio et al., 2009, 180383).

1.5.2. Sunscreen

Nano-TiO, formulations of sunscreen have proven popular because they appear transparent on
the skin; formulations using conventional TiO, or other inorganics such as zinc oxide (ZnO)
(Schlossman et al., 2006, 093309) create a milky white appearance. Nano-TiO, serves as a sunscreen
in two ways, by absorption and scattering, depending on the wavelength of UV light. UV-B
wavelengths are in the range of 290 to 320 nm, and are primarily absorbed by nano-TiO,; UV-A
wavelengths are in the range of 320 to 400 nm, and are primarily scattered by nano-TiO, (Shao and
Schlossman, 1999, 093301). Optimal scattering is thought to occur when the diameter of the
particles is approximately half the wavelength of the light to be scattered (Fairhurst and Mitchnick,
1997, 196248) also see Appendix A for more information on how nano-TiO, particle size relates to
UV-A and UV-B protection). Information on chemical and other properties of topical sunscreens
containing nano-TiO, can be found in Appendix A.

Conventional TiO, absorbs and scatters UV radiation, making it an effective active ingredient
in sunscreens. Like ZnO, TiO, is a “physical blocker” of UV radiation, as opposed to many
chemically active ingredients that serve as “chemical filters,” such as avobenzone and
benzophenone, which in some individuals can cause adverse skin reactions, including blisters,
itching, and rash (U.S. FDA, 2006, 157728). Thus, sunscreens containing physical blockers have
long been an attractive option to those with sensitive skin. Apart from this niche market, the use of
TiO; in sunscreen was historically limited because of aesthetic considerations. Because conventional
TiO, scatters visible light, it remains visible as a white film when applied on skin. With the advance
of technology to produce transparent nanoscale TiO, particles, which scatter very little visible light
and therefore appear transparent when applied on skin, nano-TiO, has entered the mainstream as an
active ingredient in sunscreens and has also been added to numerous other cosmetic products to
provide UV protection. With exposure to UV radiation (wavelengths less than ~400 nm), pure
anatase nano-TiO, is photocatalytic. In sunscreen, however, photocatalysis is an undesirable property
that can be addressed by applying surface treatments to the crystals, selecting a less photoreactive
form (rutile), or adding antioxidant ingredients to the formula.
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The maximum concentration (by weight) of TiO, in sunscreen that the U.S. Food and Drug
Administration (FDA) allows is 25% (U.S. FDA, 1999, 196374), but this limit does not distinguish
between conventional and nano-scale TiO,, between anatase and rutile, or between coated and
uncoated particles. The concentrations actually used, according to product labels, typically range
from 2% to 15% (Table A-1, Appendix A). Europe, Australia, Canada, and South Korea also have
approved the use of TiO; as a UV filter in sunscreen with a maximum concentration of 25%. Japan
does not regulate TiO, as a UV filter in sunscreen (Comparative study on cosmetics legislation in the
EU and other principal markets with special attention to so-called borderline products, 2004,
157826; Oxonica, 2005, 157793; Steinberg, 2007, 193656).

Some TiO,-bearing sunscreens are explicitly labeled as containing nanoparticles. Others are
labeled as containing “micronized” TiO,, a grade commonly used in cosmetics. “Micronized”
implies a particle size of approximately 1 micron (or um, which is one order of magnitude larger
than 100 nm), but how precisely manufacturers use the term is unclear. Sometimes “micronized” is
taken to imply a nano-size range (e.g., Shao and Schlossman, 1999, 093301), as it was formerly
considered distinct from nano (e.g., EWG, 2008, 196343) but such a distinction is no longer made by
the European Working Group (EWG, 2009, 196367). In the latter case, TiO, with a mean particle
size of several micrometers is still very likely to include a significant fraction of particles in the
nano-size range. Even sunscreens using pigment-grade TiO, likely contain a proportion of
nano-sized particles. When Consumer Reports tested seven leading national sunscreens labeled as
containing ZnO or TiO; or both, but with no indication on the container regarding the presence of
nanoparticles (with at least one dimension less than 100 nm (La Farge, personal communication,
2007, 196047), they found nanoparticles in all seven products (La Farge, personal communication,
2007, 196047; Sunscreens: Some are short on protection, 2007, 155618). They also confirmed the
presence of nanoparticles in an eighth brand labeled as containing nanoparticles. No information was
available, however, on the quantities or sizes of the nanoparticles detected in any of these sunscreens
(La Farge, personal communication, 2007, 196047). FDA does not specify the use of nano or other
terms to describe TiO, (64 FR 27671), and some nano-TiO, sunscreens are therefore simply labeled
as containing “titanium dioxide.”

1.6. Analytical Methods

Sensitive and accurate analytical methods for nanomaterials are critical tools for nanomaterial
risk assessment, because measurement and characterization of nanomaterials, alone and in various
media, are required for properly assessing exposure, conducting toxicological studies, estimating
dose-response relationships, and understanding the behavior and effects of nanomaterials. The
standardization of characterization method and sample preparation protocols will also greatly
facilitate the physicochemical characterization of the nanomaterials.

Section 1.5 addressed some general aspects of characterization of nanomaterials, particularly
nano-TiO,. This section provides a brief overview of analytical methods that could be suitable for
nano-TiO,, with a focus on currently available methods. Different methods for measuring the same
parameter may yield different results for the same material (Hewitt, 2009, 625212), and therefore
stating the testing method is important. Because nano-TiO, is not radio-labeled and does not
fluoresce, analytical methods based on these two attributes are not relevant. Additionally, the
importance of chemical analysis of nanomaterials is acknowledged (such as methods used for
identifying their molecular components and characterizing certain surface properties), but these
methods also are not discussed in Section 1.6. Some of the chemical analysis methods suitable for
nanomaterials are discussed in Powers et al. (2006, 088783) and U.S. EPA (2008, 157480). Methods
for analyzing nanoparticles in the environment are summarized by Hoyt (2009, 633900). For detailed
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comparison of various methods, see review articles by Maynard and Aitken (2007, 090674), Powers
et al. (2006, 088783; 2007, 090679), and Domingos et al. (2009, 193346).

1.6.1. Methods for Laboratory Research

The physicochemical properties of nano-TiO, can change over time (Kolar et al., 2006,
193478) and in various milieux; therefore, the characteristics of engineered nanomaterials at the
point of production could be vastly different after transport, storage, and preparation for testing.
Nanomaterials used in toxicological testing ideally would be characterized by analyzing the raw
material (as received from the manufacturer or supplier); nanomaterials in the testing media for the
duration of the experiment; and nanomaterials (and possibly degraded products or biotransformed
products) in the biological samples being collected and tested, such as in urine, organs, and cells.

The equipment and methods for measuring nanomaterials in the laboratory are numerous and
are evolving. Table 1-3 summarizes methods that can be used for characterizing nanomaterials in
aerosols and liquids (including biological fluids) (Maynard and Aitken, 2007, 090674; Nanosafe,
2008, 594868; Powers et al., 2007, 090679). Methods for properties relating to chemical reactivity or
charge, such as surface charge and pH,,., are not included in the basic characterization methods
summarized in Table 1-3. Specialized methods are also available that are specific for radio-labeled or
fluorescent nanomaterials. The following methods have been used to measure various characteristics
of nanomaterials in biological samples: dark field microscopy, transmission electron microscopy
(TEM), energy-dispersive X-ray analysis (EDS), and inductively coupled plasma mass spectroscopy
(ICP-MS) for presence and location, with additional information on size, shape, and
aggregation/agglomeration state available from analysis of TEM images; dynamic light scattering
(DLS) in conjunction with TEM for size (both core and shell); high resolution transmission electron
microscopy (HRTEM) for crystalline structure; inductively coupled plasma atomic emission
spectroscopy (ICP-AES) for elemental composition and quantitative nanomaterial uptake; video-
enhanced differential interference contrast (VEDIC) microscopy for uptake and localization
(Marquis et al., 2009, 193539); and scanning probe microscopy (SPM) for size and three-
dimensional images. ICP, X-ray diffraction (XRD), and nuclear magnetic resonance (NMR) can be
used to determine chemical composition. The combination of flow FFF and ICP-AES has been used
to detect nano-TiO, in tested commercial sunscreen, with information on mass-size distribution and
Ti content of extracted nano-TiO, from sunscreen (Contado and Pagnoni, 2008, 157585). Although
combinations of these methods can be used to infer the presence of nanomaterials in tissue (e.g., by
metal content), no broad-spectrum techniques are currently available to measure the total amount of
nanomaterials in tissues.
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Table 1-3. Analytical methods for characterizing nanomaterials in aerosol and in liquid

Metric Method Aerosol Liquid

Number Condensation particle counter (CPC) Yes No
Scanning mobility particle sizer (SMPS) Yes No
Electrical low pressure impactor (ELPI) Yes No
Optical particle counter (OPC) Yes Maybe
Electron microscopy (EM) Yes Yes

Surface area® Scanning mobility particle sizer (SMPS) Yes No
Electrical low pressure impactor (ELPI) Yes No
SMPS and ELPI used in parallel Yes No
Diffusion charger Yes No
Specific surface area (BET, titration, diffusion charging) Yes Titration techniques only

Mass Size selective personal sampler Yes No
Size selective static sampler Yes No
Tapered element oscillating microbalance (TEOM®) Yes No
Scanning mobility particle sizer (SMPS) Yes No
Electrical low pressure impactor (ELPI) Yes No

Size Dynamic light scattering (DLS) Maybe Yes
Centrifugal sedimentation No Yes
Laser diffraction/static light scattering Yes Yes
Low pressure impactor and electrical low pressure impactor (ELPI) Yes No
Scanning/differential mobility analysis Yes No
Field flow fractionation (FFF) No Yes
Size exclusion chromatography (SEC) No Yes
Acoustic techniques No Yes
Electron microscopy (EM) No Possible with

cryotechniques

Scanning probe microscopy (SPM) Maybe Yes
Time of flight mass spectroscopy Yes No
Atomic force microscopy (AFM) No Maybe

®For some particle shapes, electron microscopy can be used to estimate surface area (LeBlanc, 2009, 625209). SMPS, ELP!I, diffusion charger, and electron microscopy measure
external surface area and may underestimate total surface area for porous particles. BET, on the other hand, will measure total surface area, which includes the inner surface
area of porous or aggregated or agglomerated particles (LeBlanc, 2009, 625209).

Source: Modified with permission from Informa Healthcare, Maynard and Aitken (2007, 090674); Used with permission from Oxford University Press, Powers et al. (20086,
088783); Used with permission from Informa Healthcare, Powers et al. (2007, 090679); and data from Nanosafe (2008, 594868)

1.6.2. Methods and Instrumentation to Assess Environmental
Occurrence

Detecting nanoparticles in the environment can be difficult because available analytical
methods often are not sensitive enough for current environmentally relevant concentrations and
cannot distinguish natural materials in the nanoscale size range from manufactured nanomaterials
(Domingos et al., 2009, 193346; Englert, 2007, 193367; Simonet and Valcarcel, 2009, 193648).
Also, many analytical methods require sample treatment and extraction (Englert, 2007, 193367),
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which may include solvent evaporation, and consequently could cause nanoparticle aggregation and
salt precipitation (Simonet and Valcarcel, 2009, 193648). Detecting nanoparticles in water or soil is
further complicated by the heterogeneous nature of the samples. Ideally such measurements would
be done in situ to avoid changes in nanoparticles (such as agglomeration) due to differing conditions
in the immediate milieu, but portable equipment sufficiently sensitive to detect nanoparticles at
environmentally relevant concentrations has not yet been developed (Simonet and Valcarcel, 2009,
193648).

Analytical methods that are currently available for nanomaterials in soil, sediment and ground
water were summarized in a recent EPA State of Science Review (U.S. EPA, 2008, 157480)

(Table 1-4). Methods can be coupled to enable detection of more than one parameter at a time. For
example, flow FFF can be coupled with ICP-MS for both size and chemical analysis. Methods for
properties relating to chemical reactivity or charge, such as surface charge and pH,,., are not
included in the basic characterization methods summarized in Table 1-4.

In a study comparing six analytical methods for determining nanomaterial sizes (TEM, atomic
force microscopy [AFM], DLS, fluorescence correlation spectroscopy, nanoparticle tracking
analysis, and flow FFF), Domingos et al. (2009, 193346) concluded that the two most commonly
used techniques reported in the literature (electron microscopy [EM] on air-dried samples and DLS)
were also the two techniques that appear to be most prone to artifacts that can interfere with
interpretation of results. Using multiple analytical techniques or multiple preparation techniques, or
both, has been recommended (Domingos et al., 2009, 193346; Englert, 2007, 193367).

The measurement and detection of engineered nanoparticles across a variety of environmental
media is an active and growing area of research, though an extensive review of analytical methods
falls outside the scope of this case study. A growing body of research focuses on developing methods
to detect and characterize nanomaterials and their behavior within environmentally relevant matrices
(Boxall et al., 2007, 157712; Hassellov et al., 2008, 157559; Stone et al., 2010, 633898; Tiede et al.,
2008, 196278; Tiede et al., 2009, 633895; Tiede et al., 2009, 193680).
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Table 1-4. Analytical methods for nanomaterials in soil, sediment, and ground water for size
fraction and distribution, surface area, and phase and structure

Metric Analytical method Sample type

Size fractionation Centrifugation Aquatic colloids and particles extracted from

I : . - — soil and sediment samples. Nanoparticles
Ultrafiltration — direct-flow ultrafiltration or tangential-flow ultrafiltration (TFF) - must be in solution.

Field flow fractionation (FFF)

Capillary electrophoresis (CE)

Size exclusion chromatography (SEC)

Size distribution Transmission electron microscopy (TEM)

Scanning electron microscopy (SEM)

Scanning probe microscopy (SPM)

Dynamic light scattering (DLS)

Laser-induced breakdown detection (LIBD)

Small- and wide-angle X-ray scattering (SAXS/WAXS)

Surface area Brunauer, Emmett, Teller method (BET)
Calculation from TEM (length and width) and atomic force microscopy Only nanomaterials with a regular or pseudo-
(AFM) (height) measurements, and particle nanocrystalline geometrics regular geometry and without significant
porosity
Phase and crystalline Electron diffraction
structure

X-ray diffraction (XRD)

X-ray absorption spectroscopy (XAS)

Raman spectroscopy

Source: Data from U.S. EPA (2008, 157480).

1.6.3. Methods and Instrumentation to Assess Workplace Exposure

Workplace exposure monitoring thus far has focused on measuring nanoparticles in the air.
Instruments that can be used for aerosol sampling are available, but most are designed for laboratory
use (Nanosafe, 2008, 594868) and lack one or more of the following desired attributes: portability,
ease of use, capacity to distinguish nanoparticles from non-nanoparticles, different size bins in the
1-100 nm range, or ability to sample personal breathing zones (Ostraat, 2009, 196077).

Several governmental and nongovernmental organizations have begun addressing the need for
instrumentation and methods for monitoring nanomaterials, particularly nanoaerosols, in the
workplace. For example, NIOSH recently published a document titled Approach to Safe
Nanotechnology—Managing the Health and Safety Concerns Associated with Engineered
Nanomaterials (NIOSH, 2009, 196073), in which sampling and monitoring methods and equipment
are discussed. The Nanoparticle Occupational Safety and Health (NOSH) Consortium, an industry
led consortium of participants from academia, governmental, and nongovernmental organizations, is
helping to define best practices for working safely with engineered nanoparticles (Ostraat et al.,
2006, 667690; Ostraat et al., 2008, 193591). The NOSH Consortium has developed portable air
monitoring methods intended for daily monitoring in nanoparticle research and development or in
manufacturing settings.

Maynard and Aitken (2007, 090674) summarized available devices and approaches for
evaluating particle number, surface area, and mass concentration of nanoparticles for use in
monitoring aerosol exposure. In 2008, the NanoSafe2 project, a European Community-sponsored
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project for safe production and use of nanomaterials, released a report that highlighted findings in
measurement methodologies for nanoparticle detection and measurement that use various types of
on-line and off-line monitoring instruments (Nanosafe, 2008, 594868). The report provided
examples of new nano-aerosol measurement equipment that is easy to transport and use. No
commercially available equipment, however, is currently available for long term monitoring. The
report also recommended that monitoring at workplaces include not only personal sampling and
measurements inside the facility, but also measurements of nanomaterials in drains and in the
exhausted air to help ensure protection of the environment.

Finally, several companies are developing or have developed air monitoring devices for
nanoparticle detection. The parameters that each device measures vary (Bennett, 2005, 193820;
TRS Environmental, 2009, 196057; van den Brink, 2008, 196075).

1.6.4.  Summary of Analytic Methods

Many techniques can be used to measure and characterize nanomaterials in the laboratory and
manufacturing workplace, and some are available for detecting nanomaterials in the environment.
However, no single instrument can characterize all of the physicochemical properties of interest.
Technical difficulties still exist in certain aspects, such as measuring and characterizing
nanomaterials in organisms, and distinguishing naturally-occurring nanomaterials from engineered
nanomaterials in the environment.
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Chapter 2. Life Cycle Stages

This chapter discusses the life cycle of nano-TiO; as either a drinking water treatment agent or
an ingredient in topical sunscreen. Each stage in the life cycles of the respective applications is
considered from the standpoint of potential releases to the environment.

2.1. Feedstocks

Two ores, ilmenite (FeTiO;) and rutile (TiO,), predominate as feedstock materials for TiO,
production (nano and otherwise) (Haridasan et al., 2008, 155625). Ilmenite and rutile are often found
together, but ilmenite is found and mined in far greater quantities (at a ratio of more than 10:1 by
weight) (Gambogi, 2008, 155622) and supplies approximately 90% of Ti minerals worldwide. For
the rutile-based manufacturing processes, the most common manufacturing pathway for producing
TiO, of all kinds is via the chloride route using titanium tetrachloride (TiCl,), a liquid used in
approximately 60% of current manufacturing (Hext et al., 2005, 090567). Creating synthetic rutile
from ilmenite is often more economical than eliminating impurities from natural rutile.

World ilmenite production in 2007 was approximately 5.6 million metric tons (MT), and world
rutile production was approximately 0.5 million MT. The nations that produce the greatest quantities
of ilmenite are Australia, South Africa, Canada, China, Norway, India, the U.S., and Ukraine.
Significant producers of rutile include Australia, Ukraine, South Africa, India, and the U.S.
(Gambogi, 2008, 155622). An estimated 1 billion tons of TiO, could be produced from existing
world ilmenite resources, with another 230 million tons from rutile deposits (Mineral, 2009,
195905).

In the U.S., ilmenite and rutile are extracted by surface mining or reprocessing of mine tailings
at two sites in Florida and Virginia. Combined ilmenite and rutile production is approximately
0.3 million MT. Mine and mill employment at these sites was estimated at 229 persons in 2007,
down from 344 in 2003 (Gambogi, 2008, 155622).

Low levels of radioactive materials are present in ilmenite and natural rutile (Collier et al.,
2001, 155617; Haridasan et al., 2008, 155625). A study in India found that those who work with
ilmenite could be exposed to an annual dose of 1 millisievert (mSv) of gamma radiation and another
0.7 mSv of radioactivity via particle inhalation, mostly due to thorium. Thorium radioactivity in
ilmenite was approximately 60% of the regulatory exemption limit established in the International
Atomic Energy Agency (IAEA) Basic Safety Standards. Levels of radioactivity in natural rutile,
ilmenite-derived synthetic rutile, and TiO, pigment (produced by the chloride route, particle size not
specified) are lower than ilmenite, while levels of radioactivity (from radium as well as thorium) in
solid wastes and liquid effluent are elevated compared with ilmenite (Haridasan et al., 2008,
155625).

Another common feedstock is titanium sulfate solution, which can be hydrolyzed to form
TiO,. The sulfate method begins with ground ilmenite or Ti slag.

Note: Hyperlinks to the reference citations throughout this document will take you to the NCEA HERO database (Health and
Environmental Research Online) at http://epa.gov/hero. HERO is a database of scientific literature used by U.S. EPA in the process of
developing science assessments.
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2.2. Manufacturing

Around 2005, annual global production of nano-TiO, was estimated at 2,000 MT, with an
overall market value of $70 million (Dransfield, 2005, 157809; Osterwalder et al., 2006, 157743).
Approximately 65% of production at that time was thought to have gone to “personal care”
applications such as topical sunscreens and cosmetics, with the remainder used in industrial
applications such as plastics, catalysts, and ceramics. Commercial production of nano-TiO, for years
2006-2010 has been estimated at 5,000 MT/year, and more than 10,000 MT/year predicted for years
2011-2014 (UNEP, 2007, 196074). In spite of some advantages of nano-TiO, over conventional
TiO,, nano-TiO, cannot replace all conventional uses of TiO,. For instance, as a whitening agent,
conventional TiO,, and not nano-TiO,, is needed to scatter visible light. From an economic point of
view, the cheaper conventional TiO; is likely to be used in applications that can use either TiO; or
nano-TiO,. Nonetheless, nano-TiO, production based on a predicted trend of graduate and a
theoretical upper bound of total replacement of conventional TiO, was recently presented
(Robichaud et al., 2009, 193617). The current and future worldwide production levels of nano-TiO,
was estimated to have an upper estimate of approximately 2.5 million MT by 2025 (Robichaud et al.,
2009, 193617). Thus far, nano-TiO, production has represented a small fraction of overall TiO,
production, which commanded a market of 4.5 million MT and $9 billion (Dransfield, 2005, 157809;
Osterwalder et al., 2006, 157743).

Manufacturers and researchers report nano-TiO, synthesis by various techniques, including
chemical vapor deposition (CVD) and flame hydrolysis (Wahi et al., 2006, 090580). Further
information on manufacturing of nano-TiO, is provided in Appendix B. CVD, commonly used for
production of both conventional and nanoscale TiO,, involves the conversion of a volatile compound
to a nonvolatile solid that deposits on a substrate (Li et al., 2003, 090581; Nagaveni et al., 2004,
090578). A variety of techniques are used to generate the vapor and collect the particles, including
plasma, high temperatures, pressure, and injection, among others (Aitken et al., 2004, 090566).

According to one industrial manufacturer of nanoscale titania, flame hydrolysis can generate
high-purity nano-TiO; using TiCly as a feedstock (Mulenweg, 2004, 090592). Like CVD, flame
hydrolysis can be used to deposit a thin film on a surface, a process known as flame hydrolysis
deposition (FHD). In FHD, an inert gas carries TiCly into a flame that produces hydrogen chloride
(HC1) and a mixture of sizes of the metal oxide TiO, (Tok et al., 2009, 196054). Flame hydrolysis is
used for manufacturing P25 and yields agglomerated particles with a mean diameter of
approximately 3.6 pm, with the smallest 4% of particles having an average diameter of 160 nm
(Klaessig, personal communication, 2006, 196041).

Anticipated by-products of this flame hydrolysis method of TiO, production include those
resulting from chlorine contamination of the TiO, (from the TiCl, precursor). Warheit et al. (2007,
090594) have suggested that solutions of P25 in water are acidic (pH = 3.28) because of chloride ion
artifacts on the particle surface. Manufacturer information, however, indicates that a steam washing
step during the manufacturing process removes HCI adsorbed on the surface of P25 (Vormberg,
2004, 157822).

Another production method used to manufacture pigmentary-grade TiO, is the sulfate process,
although it can also be used to manufacture nano-TiO, in certain commercial settings (Medley,
personal communication, 2008, 196038). Details on this and other processes used in producing
nano-TiO, can be found in Appendix B.

When photocatalytic or other applications require smaller particles, additional post-
manufacturing processes of sufficient energy can be utilized to break apart the
aggregates/agglomerates. Surfactants or solvents can be used to help keep the smaller particles from
reaggregating after separation (Hewitt, 1996, 157936; Porter et al., 2008, 157508). Also, nanoscale
particles might be sonicated to increase dispersion (Bihari et al., 2008, 157593).
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2.2.1.  Drinking Water Treatment

No information was found on processes used in preparing or formulating nano-TiO,
specifically for use in drinking water treatment. P25 is used in a commercial water treatment system
(Photo-Cat from Purifics) that can be used for drinking water, ground water, and wastewater
treatment (NSF International, 2009, 196092; Pichat, 2003, 196037; Purifics, 2008, 196040). For this
treatment system, P25 is neither specially prepared nor coated (Powell, personal communication,
2009, 196056).

2.2.2. Sunscreen

Unlike drinking water treatment agents, information on the manufacture of topical sunscreens
that incorporate nano-TiO, is relatively abundant. Although specific details of manufacturing
protocols are typically proprietary, general information on manufacturing processes and materials is
readily available. The choice of a specific nano-TiO, crystalline form is a key issue in manufacturing
sunscreens because various forms differ in photostability. In particular, rutile is much more
photostable than anatase (Chaudhuri and Majewski, 1998, 093308; Maynard, 2008, 157522).
Although less photostable, anatase appears to be in common use. Barker and Branch (2008, 180141)
studied five sunscreens containing nano-TiO,, purchased over the counter, and found that one was
pure rutile, while the other four were anatase/rutile mixtures in which anatase predominated.

To increase nano-TiO, photostability, the particles are commonly given a surface coating such
as silica, alumina, simethicone, or a variety of other compounds (see Appendix B for more
information on coatings). Another technique for increasing photostability is by “doping” nano-TiO,
particles by embedding minute amounts of metals within them, such as manganese, vanadium,
chromium, and iron (Park et al., 2006, 193593).

Another important consideration in the manufacture of most topical sunscreens is the use of a
liquid medium, or dispersion, to ensure that nano-TiO, will be distributed evenly, thereby reducing
aggregation and agglomeration. Aggregation and agglomeration can negatively impact UV scattering
performance and transparency by increasing the effective particle size. Sunscreen manufacturers can
purchase nano-TiO, powder and formulate their own dispersion, or they can purchase ready-made
“predispersions.”

Surface coatings influence the interaction of nano-TiO, with the dispersion medium, which
can be water-based (aqueous), oil-based, or silicone-based. These and many other factors figure into
the manufacture of sunscreens, including pH; emulsifiers; emollients; other physical UV blockers
(e.g., ZnO, which can also be micronized); chemical UV filters; and various inert ingredients to
achieve the desired viscosity/liquidity, spray-ability, color/transparency, water resistance, and
spreadability. More detailed information on manufacturing processes is presented in Appendix B.

2.3. Distribution and Storage

Limited information is available regarding nano-TiO, distribution and storage. P25 is shipped
as a powder in 10-kg “multilayer ventilated paper bags, equipped with an additional polyethylene
lining when required” (Degussa, 2007, 090576). P25 presumably could be stored as a powder in a
chemical storage facility in the original 10-kg shipping bags. Degussa recommends storing it in
closed containers under dry conditions (Degussa, 2007, 090576). Releases could occur if bags were
damaged during shipping or storage, although such releases should be minimized by proper
implementation of standard good management practices.

Another brand of photocatalytic nano-TiO, (KRONOS vlp 7000, 7001, and 7500) is also
shipped in 10-kg paper bags (KRONOS International, 2006, 196046). Nano-TiO, powders from
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Sigma-Aldrich Corporation (Sigma), on the other hand, are shipped in amber glass bottles enclosed
in foil or plastic bags, which are shrink-wrapped before being placed in cardboard boxes with
shipping cushion peanuts.

As a dispersion formulation, nano-TiO; is shipped in pails, drums, or totes (Klaessig, personal
communication, 2008, 196042). Sigma ships its nano-TiO, dispersion in essentially the same way
nano-TiO, powders are shipped. Dispersion-formulated nano-TiO, presumably would require
protection from freezing in cold climates. Depending on where accidental releases of such
dispersions occurred, nano-TiO, could be released into water or soil during shipment or discharged
into industrial or municipal wastewater treatment systems during storage.

2.3.1.  Drinking Water Treatment

No information pertaining to the distribution and storage of nano-TiO, used specifically for
water treatment agents was identified.

2.3.2. Sunscreen

Topical sunscreen products are generally packaged in retail-sized bottles at the production
facility and shipped in large containers to wholesalers, retailers, and direct marketers. Little
information is available on methods of shipping or storage. Consumers generally handle only retail-
sized packages.

Industry data from the 1990s, although perhaps out of date, shed light on the distribution chain
of sunscreens. Sales in supermarkets, drugstores, and mass merchandise outlets accounted for
approximately two-thirds of the total U.S. sun-care retail sales in 1992-1993, according to Davis
(1993, 157949). The remaining one-third was attributed to sales in department stores and other
“prestige” stores. Sun-care products are also sold by direct marketers (e.g., Avon, Amway, Mary
Kay), discount stores, swimwear stores, and small variety stores (e.g., those near beaches and ski
slopes) (Davis, 1993, 157949).

At any point in the distribution-to-storage chain, accidental releases could occur. For example,
a shipping accident, a dropped palette, or crushed retail-size container(s) could lead to releases.

2.4. Use

2.4.1. Drinking Water Treatment

Nano-TiO, could be used in various ways to treat drinking water, as discussed in Section 1.5.1.
This discussion, however, is limited to nano-TiO, that would be used to remove arsenic at drinking
water treatment facilities.

Roughly 54,000 community water systems in the U.S. serve more than 95% of the population
(U.S. EPA, 2006, 091194). Most of these systems apply some form of treatment to remove or
neutralize chemical or microbial contaminants. Those that do not apply treatment serve less than 5%
of the U.S. population; these systems are generally small or medium sized (i.e., serving no more than
10,000 people) and rely on ground water wells (U.S. EPA, 2002, 091192). Public water systems are
required to keep arsenic concentrations in delivered water at or below a maximum contaminant level
(MCL) of 0.01 mg/L (U.S. EPA, 2006, 091193). Approximately 5% of community water systems in
the U.S. (i.e., approximately 3,000 systems serving 11 million people) have taken some action to be
in compliance with the arsenic MCL (U.S. EPA, 2007, 091224). Likewise, approximately 5% of
20,000 nontransient noncommunity water systems that serve at least 25 of the same people for more
than 6 months of the year, such as schools, churches, nursing homes, and factories (i.e.,

2-4


http://cfpub.epa.gov/ncea/hero/index.cfm?action=search.view&amp;reference_id=196042
http://cfpub.epa.gov/ncea/hero/index.cfm?action=search.view&amp;reference_id=157949
http://cfpub.epa.gov/ncea/hero/index.cfm?action=search.view&amp;reference_id=157949
http://cfpub.epa.gov/ncea/hero/index.cfm?action=search.view&amp;reference_id=91194
http://cfpub.epa.gov/ncea/hero/index.cfm?action=search.view&amp;reference_id=91192
http://cfpub.epa.gov/ncea/hero/index.cfm?action=search.view&amp;reference_id=91193
http://cfpub.epa.gov/ncea/hero/index.cfm?action=search.view&amp;reference_id=91224

approximately 1,100 systems serving 2 million people) have also taken some action to comply with
the arsenic MCL (U.S. EPA, 2007, 091224). Altogether, approximately 13 million people use water
that is treated to remove arsenic. Although it is unknown to what extent nano-TiO, might be used in
any of these systems in the future, these numbers provide perspective on its potential usage for
drinking water treatment.

Depending on the type of drinking water treatment system, nano-TiO, might be used as
powder (e.g., in a slurry) or fixed on a supporting material as a component of adsorptive media. Each
approach has its potential advantages and disadvantages. Powdered nano-TiO; has a large surface
area and offers highly efficient photocatalytic oxidation, but a means to filter out and/or recycle all
of the photocatalyst is required (Dionysiou, personal communication, 2009, 193921; Pichat, 2003,
196037). This suggests the possibility that some amount of nano-TiO, suspended in water might pass
through filters, including microfilters. Also, if nano-TiO, builds up on the filter matrix (i.e., if it is
not removed by filter backwashing and hydraulic cleaning of sand), it could saturate the filtration
medium, and small quantities might be released with filtered water into subsequent steps of the
treatment sequence. Fixed nano-TiO; has a smaller surface area and thus is less efficient. Although
the attachment to the supporting material should allow no leaching, a fixed photocatalyst might not
require filters or recycling systems to remove nano-TiO, from the final product (Dionysiou, personal
communication, 2009, 193921).

Zhang et al. (2008, 193735) investigated the removal of nano-TiO; in a simulated conventional
drinking water treatment procedure, which included coagulation, flocculation, sedimentation,
filtration, and disinfection. Two types of nano-TiO, (crystal form unspecified, primary particle sizes
of 15 and 40 nm, and aggregates 200 and 500 nm, respectively) in 2-liter jars were subjected to the
treatment procedure. Adding magnesium chloride (MgCl,) or alum (Aly(SO4);-16H,0), followed by
coagulation, flocculation, and sedimentation, still left more than 20% of an initial 10-mg/L
concentration of nano-TiO; in the settled water. Furthermore, the removal efficiency was lower in
tap water than in buffered nanopure water (pH 5.6) due to the presence of organic matter in the tap
water. Membrane filtration with a pore size of 0.45 um (450 nm) after sedimentation removed
nano-TiO, aggregates larger than 500 nm, leaving only 1-8% of the initial TiO, in the treated water.
Although most, but not all, of the nano-TiO, in the initial water was removed, this level of filtration
is not typical in water treatment plants (Flummer, personal communication, 2008, 157573; Kline,
personal communication, 2008, 157545), nor is it available in most whole-house filtration systems
(Johnson, 2005, 157799).

At least two commercially available water treatment systems can employ nano-TiO,, although
to date they are not known to be routinely used in this manner. One system uses nano-TiO, in a fixed
membrane and the other uses nano-TiO; in a slurry. A system from Matrix Photocatalytic Inc. uses a
tube covered with fiberglass mesh in which nano-TiO, is embedded; the tube contains water that
circulates and UV lamps illuminate the outside (Dionysiou, personal communication, 2009, 193921;
Pichat, 2003, 196037). In the Photo-Cat system by Purifics, nano-TiO, (P25) circulates in a slurry
inside a narrow annulus surrounded by a UV lamp (Pichat, 2003, 196037). A ceramic membrane
filters out nano-TiO, (Purifics, 2008, 196040). No empirical data are available on the life expectancy
of either system or whether they can release nano-TiO, into treated water.

The Purifics system was pilot-tested for two months in a community drinking water treatment
facility (Purifics, 2008, 196040). The ceramic membrane used to filter nano-TiO, (particles as small
as 12 nm) from the finished product was reported to require no servicing or cleaning during the
2-month period because the nano-TiO; particles collected in the membrane were removed by bursts
of high-pressure air (Pichat, 2003, 196037; Purifics, 2008, 196040). Although the purpose of this
pilot test was not to remove arsenic, several studies have bench-tested nano-TiO, in slurry systems
for removal of arsenic from water (Dutta et al., 2004, 157845; Ferguson et al., 2005, 090572; Lee
and Choi, 2002, 193498; Li et al., 2003, 090581; Meridian, 2006, 090595). Higher arsenic oxidation
rates occurred using a slurry that was continuously stirred (compared to immobilized nano-TiO,) (Li
et al., 2003, 090581). In actual use, steps likely would be taken to keep nano-TiO, dispersed during
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treatment, which could affect solubility and particle agglomeration. Surface modification could
affect dispersion and could also improve the material’s photocatalytic properties as described (Ryu
and Choi, 2004, 193622). Additionally, numerous chemicals can be added for drinking water
treatment (NSF International, 2009, 196092), any or some combination of which could affect the
solubility, particle size, and behavior of the nano-TiO..

2.4.2. Sunscreen

The estimated use of sunscreen can vary greatly among surveys, but it is clear that its use is
significant (Kasparian et al., 2009, 193465; Keeney et al., 2009, 193466). Four U.S. studies that
collected data in the years 1995-1999, with 1,000 to more than 10,000 participants in each survey,
showed that approximately one in three people said they use sunscreen regularly (Cokkinides et al.,
2001, 193321; Geller et al., 2002, 193390; Santmyire et al., 2001, 193629; Weinstock et al., 2000,
193716). In three studies, 31-45% of survey respondents said they routinely or often use sunscreen
(Cokkinides et al., 2001, 193321; Geller et al., 2002, 193390; Weinstock et al., 2000, 193716). In
another study, 30% of respondents said they were very likely to use sunscreen when they were
outdoors (Santmyire et al., 2001, 193629). More recently, data from the 2005 Health Information
National Trends Survey in the U.S. showed that among a total of 496 Latino participants, 15%
reported that they always use sunscreen, 9% reported often use of sunscreen, and 20% reported that
they sometimes use sunscreen (Andreeva et al., 2009, 193252). In the 2007 iVillage survey, the Skin
Cancer Foundation (2008, 594955) found that 11% of respondents use sunscreen with a sunburn
protection factor (SPF) of 15 or higher “every day,” and 59% of respondents use sunscreen at least
occasionally (up from 39% in a 2003 survey), where SPF is defined by the U.S. FDA (2009, 196372)
as a “measure of how much solar energy (UV radiation) is required to produce sunburn on protected
skin (i.e., in the presence of sunscreen) relative to the amount of solar energy required to produce
sunburn on unprotected skin.” Of those who wear sunscreen, 74% reapply it “at least every 4-6 hours
or after swimming or sweating,” and 28% reapply it every 2 hours, the Skin Cancer Foundation’s
recommended rate of reapplication (Skin Cancer Foundation, 2008, 594955).

While the use of sunscreen may be lower in young adults and adolescents than adults
(Kasparian et al., 2009, 193465) sunscreen use is likely to be higher in young children. Robinson
et al. (2000, 193618) surveyed 503 people in the summer of 1997, and found that 54% of parents
reported that their child always or usually used a sunscreen, but only 27% of parents used sunscreen
themselves during the previous weekend. This is consistent with a survey of 254 parents in June-July
of 1999 by Weinstein et al. (2001, 191128) in Chicago, in which parents reported more frequent use
of sunscreen on their children than on themselves.

The total amount of sunscreen, and more particularly the total amount of nano-TiO, in
sunscreen, used in the U.S. is unknown. Furthermore, the available survey data do not differentiate
between sunscreen products with or without nano-TiO,, although the percentage of sunscreen with
nano-TiO; is thought to be substantial. In 2006, the Australian Therapeutic Goods Administration
(TGA) estimated that 70% of sunscreens containing Ti and 30% of sunscreens containing zinc in
Australia were formulated with nanoparticles (TGA, 2006, 089202). As noted in Section 2.2, annual
global production of nano-TiO, was estimated at 2,000 MT around 2005, with approximately 65%,
or 1,300 MT, used in “personal care” products such as topical sunscreens and cosmetics (Dransfield,
2005, 157809; Osterwalder et al., 2006, 157743).

A poster presentation by Johnson et al. (2009, 644432) at SETAC Europe’s 19th Annual
Meeting suggested that possible concentrations of nano-TiO2 in water, as a result of sunscreen use,
are between 2,000 and 8,000 ng/L. This range is based on modeling assumed rates of sunscreen use
over the course of a day, how much is expected to wash off, and how much will be removed by
sewage treatment plants during various summer-time scenarios in the River Thames region of the
UK.
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2.5. Disposal

2.5.1. Drinking Water Treatment

Most community water treatment filters, with regular backwashing, have an indefinite life
span. Slow sand filters are generally cleaned not by backwashing, but by scraping and replacing the
top layer of sand. Scraped sand is normally cleaned hydraulically and stockpiled for later reuse
(Cleasby and Logsdon, 1999, 091181). This process creates wastewater, which might be recycled in
the treatment train or discharged (e.g., to a municipal sewer). For processes in which nano-TiO,
would be introduced prior to or during the sand filtration process, the eventual disposal of the filter
sand or other filter materials could result in nano-TiO, entering landfills along with the filter.

After nano-TiO; is used in drinking water treatment, a sludge material (floc) containing
nano-TiO, would likely be created. In one scenario the sludge might be taken to a landfill; this is the
case with approximately 30% of sludge generated from drinking water treatment (U.S. EPA, 2010,
635678). Whether TiO, could diffuse (and thus be released) from a solid matrix such as sludge is
unknown. Some newly developed landfills are designed to collect and treat leachate, but leaks are
still possible, and the ultimate fate of nano-TiO; in the treatment process is unknown. In addition,
some older landfills without leachate collection measures may still be in use. Nano-TiO, and other
contaminants such as residual arsenic could become suspended in leachate and enter ground water,
or they could pass through a solid waste facility liner into the subsurface.

Under a different scenario, the sludge could be used for land application (U.S. EPA, 2010,
635678). This is the case with approximately 20% of sludge generated from drinking water
treatment, which applied to land to improve soil conditions or to fertilize the soil. The sludge is
plowed directly into the soil to limit water runoff and for sanitary reasons (U.S. EPA, 2010, 635678).
Nano-TiO, and other contaminants such as residual arsenic would then be present in these
agricultural soils.

If nano-TiO; is present in finished drinking water that reaches the tap, it would eventually
enter the ambient environment or be captured by a wastewater stream, after which it could enter
sewage treatment facilities.

2.5.2. Sunscreen

Sunscreen containers likely would be disposed of primarily as municipal solid waste and thus
end up in landfills or incinerators. The potential for leaching of nano-TiO, from landfill disposal of
containers would depend on many factors, including the integrity of liners and leachate collection
systems, if present. Incineration of sunscreen containers raises the question of whether nano-TiO,
could enter the stack and be released to air, or become a trace contaminant in fly or bottom ash.

Depending on the packaging, sunscreen containers might be recycled, suggesting the
possibility that nano-TiO, could be incorporated into recycled materials. Additional exposure
pathways other than the specific handling of sunscreen containers are acknowledged as potentially
important, and will be addressed as part of the fate and transport discussion in Chapter 3.
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Chapter 3. Fate and Transport

Chapter 3 explores what might happen to nano-TiO, after it is released to the environment at
various stages of the product life cycles for water treatment agents or topical sunscreens. Nano-TiO,
could be released to air, water, or soil and then transported or transformed through chemical or
biological processes. The lack of data on the fate and transport of nano-TiO, by-products and waste
produced during the manufacturing process also precludes a comprehensive discussion in this
chapter. This chapter does, however, summarize what is known about the environmental pathways
and transport and transformation processes of nano-TiO, related to the various life-cycle stages
described in Chapter 2.

The preceding chapter discussed life cycle stages of nano-TiO, with some considerations
specific to its use in drinking water treatment for arsenic removal and in sunscreens. As this chapter
focuses on the various pathways by which nano-TiO; can potentially enter and propagate through
environmental compartments, information related to wastewater treatment pathways and by-products
will also be pertinent. Throughout this document, it is important to note the distinction between the
two types of water treatment being discussed. The case study application of nano-TiO, used in
drinking water treatment for arsenic removal is distinct from the potential downstream appearance of
nano-TiO, in municipal wastewater treatment plants. The former scenario deals with the use of nano-
TiO,, while the latter deals with its impacts after release to the environment. Because the processes
for drinking water treatment and municipal wastewater treatment are different, they will lead to
different scenarios for the fate and impacts of nano-TiO,.

Although most studies cited in this chapter consider nano-TiO, in aggregate or agglomerate
form (as discussed in Chapter 1), it is unclear whether all constituent primary particles remain in
clusters if conditions change. Disagglomeration, for example, can occur at certain pHy,. levels. The
pHj.. of a nanoparticle is defined as the pH at the “point of zero charge,” which occurs when the net
electric charge at the particle surface is zero. At the pH,,. particles fail to electrostatically repel each
other. In laboratory studies, the size range of aggregates and the presence of free nano-TiO, particles
(ranging from 5 to 50 nm in size) were found to be pH-dependent: when the solution pH differed
from the pH,,. of the particles, the aggregates tended to be smaller (Dunphy Guzman et al., 2006,
090584; Dunphy Guzman, personal communication, 2007, 091184). Sampled aggregates ranged up
to 150 nm in size, and contained an estimated 8-4,000 nanoparticles (Dunphy Guzman et al., 2006,
090584). The pH,,. depends in part on the crystal form of the nano-TiO, particles. Finnegan et al.
(2007, 193379) reported pH,,. values of approximately 5.9 for rutile and 6.3 for anatase. The degree
of aggregation generally increases with increases in ionic strength (Domingos et al., 2009, 193347;
French et al., 2009, 193384). The interaction between natural organic matter (NOM) and the
aggregation state of nano-TiO, is complex, and whether aggregation is enhanced or inhibited by the
presence of these organic species can depend on factors such as concentration of NOM,
concentration of nano-TiO,, pH, and the presence of divalent cations such as calcium (Kim et al.,
2009, 635778).

Despite the presence, and sometimes the predominance, of large particles, several researchers
investigating laboratory-synthesized and commercial nano-TiO, products have found free particles
or aggregates with diameters less than 100 nm in varying amounts, depending on synthesis method,
temperature, solution pH, and the presence of buffers (Kormann et al., 1988, 090582; Li et al., 2003,
090581; Nagaveni et al., 2004, 090578; Pena et al., 2006, 090573; Ryu and Choi, 2006, 090579; Sun
et al., 2007, 193662; Wahi et al., 2006, 090580). Moreover, some preparations are specifically

Note: Hyperlinks to the reference citations throughout this document will take you to the NCEA HERO database (Health and
Environmental Research Online) at http://epa.gov/hero. HERO is a database of scientific literature used by U.S. EPA in the process of
developing science assessments.
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designed to generate dispersed particles (e.g., Seok et al., 2006, 091198) to increase the efficacy of
nano-TiO; as a catalyst, increasing the potential for the presence of disagglomerated or even
disaggregated nano-TiO; to occur in the environment. However, a limited number of studies of
nano-TiO, agglomeration/disagglomeration behavior under “real-world” ambient environmental
conditions, irrespective of medium, have been conducted (Kiser et al., (2009, 225305)Battin et al.,
2009, 201604).

3.1. Water

Although numerous studies characterize nano-TiO,; particles in aqueous solution under
laboratory conditions, the fate and behavior of the particles in the environment have received less
attention. One report indicated that nano-TiO, was detected in river water in Montana, but the source
(natural or engineered) and the concentration of nano-TiO, were not determined (Wigginton et al.,
2007, 157415).

Several physicochemical properties of nano-TiO, can contribute directly to its environmental
fate and transport in water. Long et al. (2006, 089584) reported that P25 rapidly aggregated in both
Hank’s Basic Salt Solution (HBSS) and Dulbecco’s Modified Eagle’s Medium (DMEM) buffer
solutions, both of which are high-osmolarity fluids that contain high concentrations of the
monovalent cations Na” and K* [160 millimolar (mM)] and the divalent cations Ca*” and Mg*"

(2 mM). The ionic strengths of these two solutions are approximately 155 mM and 166 mM,
respectively. After 1 minute of sonication, aggregation continued for 20-45 minutes until a steady-
state, stable aggregate size formed. The steady-state aggregate sizes ranged from 826 to 2,368 nm
and the concentration of P25 ranged from 2.5 to 120 parts per million (ppm).

Ridley et al. (2006, 090599) found that results were reproducible for classical titration
procedures (with modification) to characterize the surface charging properties of a commercially
available, uncoated anatase nano-TiO, product (from Ishihara Techno Corporation, Osaka, Japan) in
suspension. These findings showed that environmental pH can affect the surface charge properties.

Schmidt and Vogelsberger (2006, 193634) studied the solubility of four types of nano-TiO,
(P25 from Degussa, DT51D and G5 from Millennium Chemicals, and an original formulation —
presumably all uncoated particles) in various aqueous solutions, particularly focusing on the kinetics
of the dissolution process. At the beginning of the process, solubility increased rapidly over time and
then reached a steady-state value. The maximum solubility value (i.e., saturation concentration) was
observed to depend on the morphology of the TiO,, the crystalline form of the nano-TiO,, and on the
size of the nanoparticles exposed to dissolution. The saturation concentrations were higher in
hydrolysis-generated nano-TiO, than in precipitation-generated nano-TiO,, and higher in smaller
particles than larger particles. However, since the equilibrium solubilities of the four types of nano-
TiO; ranged from micro-to nano moles per liter, while the saturated suspensions were in the range of
milligrams per liter, dissolved Ti concentrations were negligible compared with the initial TiO, input.

Although many studies have demonstrated the potential to use the photocatalytic properties of
nano-TiO, in biocidal applications, including wastewater treatment (Chen and Ray, 2001, 193310;
Han et al., 2009, 193407; Khataee et al., 2009, 193468; Rincon and Pulgarin, 2003, 157856; Wang et
al., 2008, 193705; Watlington, 2005, 196080; Xu et al., 2009, 193726), data on the fate of nano-TiO,
in actual wastewater treatment facilities are scarce. The Water Environment Federation released a
report including the behaviors and effects of nanomaterials in wastewater treatment, although very
few studies were on nano-TiO, (Effects of nanoparticles on the wastewater treatment industry
(Report No, 2008, 195800). Kiser et al.(2009, 225305), however, have reported the occurrence of
nano-TiO, at full-scale wastewater treatment plants (in both raw and finished waters). The authors
measured total Ti concentrations, which included some nano-scale particles, on the order of 10 png/L
in tertiary effluent from wastewater treatment. Another investigator studied the effects of nano-TiO,
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on aquatic microbial communities under environmental conditions, which has implications on both
natural waters and on wastewater treatment environments (Battin et al., 2009, 201604). Several
recent studies have used mass balance modeling to predict the accumulation of nanomaterials within
various environmental compartments, including nano-TiO, accumulation in wastewater treatment
plants (Gottschalk et al., 2009, 633897; Mueller and Nowack, 2008, 157519).

Other types of nanoparticles also have been studied in wastewater treatment plants. Limbach
et al. (2008, 155628) studied the fate of cerium oxide nanoparticles (20- to 50-nm diameter) in a
model wastewater treatment plant under a variety of conditions (e.g., with different surfactants to
stabilize dispersions, and in media with different ionic strengths and pH values). They found that
surfactants stabilized dispersions under a wide range of test pH values even at high ionic strength.
The model sewage treatment plant consistently reduced the cerium oxide nanoparticle concentration
in the wastewater from 100 ppm to 2-5 ppm. Most nanoparticles were removed via agglomeration
with microorganisms in the sedimentation sludge. Comparing the physical properties and behavior of
various oxides, the investigators speculated that TiO, and other insoluble oxides would behave
similarly to cerium oxide, while more soluble or reactive oxides like ZnO would be even more likely
to aggregate and be more amenable to removal by sedimentation. The investigators cautioned,
however, that the high nanoparticle concentration (100 ppm) used in the study favors aggregation,
and that at more realistic initial concentrations, a greater percentage of nanoparticles are likely to
break through.

Kiser et al. (2010, 634458) investigated biosorption rates of eight nanoparticles, including
TiO,, to wastewater treatment sludge. Investigators found that different nanoparticles biosorbed at
different rates when placed in solutions with varying concentrations and types of biomass, which
were designed to represent wastewater treatment sludge. For example, 23% of nanoscale TiO, was
removed via biosorption in biomass solution of 400 mg/L total suspended solids, compared to 88%
of aqueous fullerenes in the same solution, 39% of functionalized Ag nanoparticles, and 13% of
fullerol nanoparticles (Kiser et al., 2010, 634458). The authors noted that further research is needed
to understand the specific mechanisms responsible for sorption.

A limited number of studies are available on nano-TiO, and its interactions with
microorganisms and other NOM under “real-world” environmental conditions (Battin et al., 2009,
201604; Kiser et al., 2009, 225305; Kiser et al., 2010, 634458). Battin et al. (2009, 201604)
investigated damage to microorganisms from aggregated, agglomerated, and polydisperse nano-TiO,
under natural conditions in river microcosms. Their toxicity results correlated poorly with lab
experiment results on monodisperse nano-TiO, with monocultures, and contribute to the small but
growing body of literature of nanoparticle toxicity in natural aquatic systems. It has long been
recognized that anatase TiO, can photogenerate fairly long-lived ROS such as hydrogen peroxide via
photoinduced redox reactions or modification of the TiO, surface in aqueous laboratory
environments (Harbour et al., 1985, 090632). It is not clear how relevant results from such
experiments would be for anticipating nano-TiO,’s behavior in wastewater or drinking water
treatment plants.

The interaction between nano-TiO, and natural organic matter, which is ubiquitous in the
environment, has been investigated in controlled conditions in the laboratory. Yang et al. (2009,
190513) found that humic acid, a common type of natural organic matter, is easily adsorbed onto
nano-TiO, in aqueous media. Because humic acid adsorption decreased the zeta potential (i.e.,
increased electrostatic repulsion) of nano-TiO, particles, humic acid-coated nano-TiO, could be
more easily dispersed and suspended and thus more stable in an aqueous medium than uncoated
nano-TiO, (Yang et al., 2009, 190513).

Sediment, the solid fragments of inorganic or organic material that are carried by and settle to
the bottom of natural waters, is another environmental matrix that could be affected by the release of
nanomaterials. One study was identified on the transport and deposition of nano-TiO, in natural
streams and streambeds (Boncagni et al., 2009, 634454). Partitioning of nanomaterials, including
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nano-TiO,, to sediments and other environmental compartments was modeled by Gottschalk et al.
(2009, 633897).

3.1.1. Drinking Water Treatment

Although the processes for using nano-TiO, for commercial water treatment are not yet well
established and therefore a definitive understanding of nano-TiO, fate is not possible, nano-TiO, is
not expected to be destroyed. The removal efficiencies of commercial nano-TiO, in conventional
water treatment processes (coagulation, flocculation, sedimentation, and filtration) have been
reported in one study using jar testing (Zhang et al., 2008, 157462), although the condition was set
for nano-TiO, in source water and not as an agent in drinking water treatment. The study showed
that more than 20% of initial 10 mg/L nano-TiO, remained in the water after up to 24 hours of
flocculation and 1 hour of sedimentation (in buffered nanopure water with MgCl,); more than 30%
initial 10 mg/L nano-TiO, remained in water after alum coagulation, flocculation, and sedimentation
(in nanopure water); and filtration using a 0.45 pm membrane as a final process was able to leave
only 1% to 8 % of the total TiO, mass (in flocs smaller than 500 nm) in the water (Zhang et al.,
2008, 157462). It is expected that the actual removal efficiencies in drinking water treatment
facilities would be different from these tested conditions due to the differences in process time,
source water, and other factors. For instance, under the tested conditions (Zhang et al., 2008,
157462), the most efficient nano-TiO, removal was seen after 8- or 24-hours flocculation and 1-hour
sedimentation. Flocculation is typically less than 1 hour in drinking water treatment plants, which
may result in less removal than observed in the Zhang et al. study, while sedimentation is commonly
several hours, which may result in more removal (AW WA Staff, 2003, 193818). In addition, the
removal efficiencies of nanoparticles, not limited to nano-TiO,, were lower in tap water containing
natural organic matter compared to nanopure water (Zhang et al., 2008, 157462). Since the removal
of nano-TiO; initially received as a suspension (200-nm aggregates) was less efficient than the
removal of nano-TiO, initially received as dry powders (500-nm aggregates), the authors speculated
that the removal efficiencies would be lower for small aggregates than large aggregates at the same
alum (coagulation agent) concentration.

Several different waste streams that could contain nano-TiO, could be generated from drinking
water treatment facilities. For nano-TiO, that settles with floc in the sedimentation step, nano-TiO,
presumably could become part of the sludge (AW WA Staff, 2003, 193818). The discarded sludge
could be transported off-site for disposal or reuse, such as being buried in municipal solid waste
landfills or directly applied to agricultural or recreational land.

Theoretically, nano-TiO, might become part of the filter matrix during the filtration step of
water treatment. U.S. EPA’s Filter Backwash Recycling Rule (U.S. EPA, 2002, 644800) requires
that, when the filter is backwashed, the water used must be recycled back into the coagulation
process. This could reintroduce nano-TiO, into the treatment process, but the implications for
concentrations of nano-TiO; in finished water are not clear.

Various fate pathways could apply to nano-TiO, used as a drinking water treatment agent. For
example, if nano-TiO, is not completely filtered out or otherwise removed from the final effluent,
nano-TiO, might remain in the water as aggregates/agglomerates and enter municipal water tanks or
reservoirs. If some water were lost from the distribution system via leaks or spills, nano-TiO, could
end up in surface waters or in the subsurface environment. If nano-TiO, were to enter ground water
aquifers, nano-TiO, would presumably persist, given that other inorganic compounds are not readily
broken down in that environment and nano-TiO, is poorly soluble; however, particle/agglomerate
size and other characteristics could change. Conceivably, nano-TiO, could contribute to the release
of (or modify the bioavailability of) other water contaminants of concern.

If nano-TiO, were present in the final drinking water product that reaches the tap, it eventually
might enter the ambient environment or be captured by a wastewater stream, after which it could
reach a wastewater treatment facility. If the particular wastewater treatment method employed there
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did not completely remove nano-TiO,, some level of nano-TiO, would likely enter downstream
water sources.

3.1.2. Sunscreen

The environmental fate of nano-TiO, in topical sunscreens could be affected by the surface
treatments and doping applied to nano-TiO, particles, by the sunscreen vehicle, or by any number of
other constituents in such products (Appendix B). Nano-TiO, in emulsion, dispersion, and possibly
powdered form could be present in wastewater (e.g., from equipment and site cleaning) and solid
waste from sunscreen manufacturing facilities, depending on the trapping and filtration processes the
facility uses. In the powdered form, nano-TiO, could escape the facility through air venting and
filtration systems.

Nano-TiO, could also be released to wastewater or to natural bodies of water through
showering/bathing or through laundry water drainage following sunscreen use. Swimming after
sunscreen use could result in an accumulation of sunscreen material in the swimming pool water and
potentially be a point of release into the environment as untreated wastewater. If nano-TiO, remained
mobile in water, it could enter downstream water sources in a manner similar to that of the
nano-TiO, used for drinking water treatment.

Auffan et al. (2010, 625063) investigated how nano-TiO, particles formulated for use in
sunscreens transform, or age, when placed in media that mimicked environmental conditions and
conditions of product use. Their results showed that 90% wt of one coating constituent desorbed
from the particle surfaces, that another constituent remained on the surface but was oxidized, and
that the third constituent was chemically affected but remained sorbed at the surface. Though the
remaining Al-based layer was still effective in protecting against the production of superoxide ions
from the photoactive nano-TiO,; particle core under their experimental conditions, these changes in
coating characteristics illustrate that transformations may occur once nano-TiO; is released to the
environment.

The potential for release is suggested by recent studies that have detected topical sunscreen
constituents in untreated wastewater, treated wastewater, surface water (lakes and rivers), fish from
lakes and rivers, and biosolids (Balmer et al., 2005, 157817; Fent et al., 2008, 157574; Rodil and
Moeder, 2008, 157503). The organic compounds detected in these studies were UV filter compounds
such as 4-MBC (4-methylbenzylidene camphor) and octocrylene (OC), which generally biodegrade
slowly and can bioaccumulate. Some evidence also indicates that nano-TiO, can bioaccumulate
(Zhang et al., 2006, 157722). Although nano-TiO; is unlikely to behave exactly the same way as
other components of sunscreen, the observed nano-TiO, bioaccumulation in fish (Zhang et al., 2006,
157722) suggests the possibility of persistent presence of nano-TiO,. However, no studies to date
have documented the occurrence of nano-TiO, specifically from sunscreens in wastewater or natural
bodies of water.

3.2. Soll

Three studies addressed the fate and transport of nano-TiO, in soil. Dunphy Guzman et al.
(2006, 090584) studied the effect of pH on nano-TiO, mobility in a model soil column. They found
that both surface potential and aggregate size influence transport. In the pH range where electrostatic
forces between nano-TiO, aggregates and the experimental Pyrex surface should have been strong
(pH 2.5-5.9), nano-TiO, was highly mobile. The calculated interaction energy was expected to be
greatest for the largest aggregates at pH 12, but these were the particles that most strongly attached
to microchannel surfaces. At pH 3, where conditions were predicted to be favorable for
negative/positive interaction, 84% of the particles were transported. The authors concluded that
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current transport theory does not adequately predict transport of nanoparticles and aggregated
nanoparticles. These results suggest that nano-TiO; particles and aggregates of nanoparticles in a
stable dispersion might be highly mobile in the subsurface over a wide range of conditions. This also
raises the possibility that colloid transport mechanisms might be more relevant than particle
transport.

Lecoanet et al. (2004, 089258) showed that the mobility of aqueous anatase nano-TiO,
particles in a porous medium was comparable to that of other types of nanoparticles when compared
on the basis of particle size. Primary particles of 40-nm diameter were found to be aggregated to a
diameter of 198 nm. Approximately 55% was recovered after three pore volumes passed through the
column, roughly twice the quantity of ferroxane particles with mean diameter of 303 nm and just
more than half the quantity of silica particles with a diameter of 57 nm. After three pore volumes,
approximately 95% of the 57-nm silica particles were recovered, compared with 60% of the 135-nm
silica particles. Although the results were specific to the controlled experimental conditions, they
suggest that particle size affects mobility of nanoparticles and that anatase might be mobile in
ground water (Lecoanet et al., 2004, 089258).

A recent study using soil samples from 11 different sites found that nano-TiO, could remain
suspended in soil suspensions for 10 days (Fang et al., 2009, 193371). Furthermore, the calculated
maximum travel distance for some soil samples was more than 30 cm, which suggested that
nano-TiO, might be transferred to deeper soil layers or even to ground water. In general, large soil
particles and low ionic strength conditions favor nano-TiO, movement, while high clay content,
dissolved organic carbon, and salinity conditions favor soil retention of nano-TiO,.

If nano-TiO, enters municipal sewage systems, liquid waste would be separated from solid
waste and nano-TiO, would likely be present in both waste streams. The solid waste, or sludge, could
present a route by which nano-TiO, could enter soil media, and could be dealt with in a number of
ways. In one scenario, the sludge might be sent for land disposal. The ability of TiO, to diffuse (and
thus be released) from a solid matrix such as sludge is unknown. Nano-TiO, and other contaminants
such as residual arsenic could become suspended in leachate and enter ground water, or they could
pass through a solid waste facility liner and reach the subsurface.

Under a different scenario, the sludge could be used for land application. In this case, the
sludge would undergo some type of treatment, generally to remove pathogenic organisms and
regulated contaminants such as lead and arsenic (Ti is not regulated under U.S. EPA’s Biosolids
Rule, Part 503) (see U.S. EPA, 1994, 090659). The treatment might include high temperature or
strong alkaline pH processing, or both (U.S. EPA, 1994, 090659). The treated sludge could then be
applied to land for agricultural use, reclamation sites, golf courses, public parks, and other areas
where nutrient-rich organic matter is useful, including forests, parks, roadsides, and in some cases,
residences (U.S. EPA, 1994, 090659). Roughly 50% of treated sewage sludge is applied to land, and
treated sewage sludge is applied to less than 1% of all U.S. agricultural land (U.S. EPA, 2006,
090658).

Nano-TiO; in sewage sludge could be broadly distributed to land used for crops or grazing,
where it could enter the food chain, or to high-use areas such as parks, where people and pets could
contact nano-TiO, in soil or inhale wind-blown material. The nanomaterial could enter runoff and
storm water during wet weather events, eventually returning to the aquatic medium. Ecological
receptors also could also be exposed to nano-TiO, in soil by direct contact with soils or via the food
web, including uptake by vegetation. Because it is an inorganic compound, nano-TiO, in soil could
be expected to persist, in the same way that conventional TiO; is very thermodynamically stable, and
is unlikely to undergo significant transformation in the environment. Reactivity of nano-sized TiO,
might differ from conventional TiO, due to nano-TiO, particles’ greater surface area-to-volume ratio;
the specifics of potential reactivity differences are largely unknown at this time.
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3.2.1. Drinking Water Treatment

One scenario by which nano-TiO; could enter soils would be through direct land application of
sludge after specifically being used as an agent in drinking water treatment. In addition to the sewage
sludge produced in wastewater treatment described above, a sludge material (floc) containing
nano-TiO, would likely be created in the process of using nano-TiO; to treat drinking water. If
nano-TiO, settles with floc in the sedimentation step, it would likely become part of the sludge as
well. Similarly, as described above, if nano-TiO, were present in finished drinking water, it would
eventually enter sewage treatment facilities where any remaining residual nano-TiO; could also enter
the sludge. The discarded sludge would be transported off-site and could be used as daily cover in a
municipal solid waste landfill or used for direct land application. Either use would result in direct
application of nano-TiO,-contaminated waste to soils. Alternatively, nano-TiO; could enter soils if
treated water were used to irrigate residential or agricultural vegetation. These scenarios could have
implications for soil microbes and could also be noteworthy in relation to nutrient uptake by edible
vegetation.

3.2.2. Sunscreen

As described above, nano-TiO, in topical sunscreens could end up in the sludge produced at a
wastewater treatment plant. The disposal of this sludge on land seems likely to represent the primary
pathway by which nano-TiO,; in sunscreen could enter soil.

3.3. Air

Nano-TiO, manufacturing facilities could emit such particles to the ambient atmosphere. An
occupational exposure study by Berges et al. (2007, 157594) at a European nano-TiO, manufacturing
facility that supplies the nanomaterials for sunscreens and cosmetics found that “outside the plant,”
the airborne TiO, particle concentration was approximately 13,000 particles/cm’, with nearly 94% of
particles 100 nm or less in size, and approximately 52% at 40-60 nm (Berges, 2007, 157594; Berges,
2008, 193274). The authors did not specify the duration or environmental conditions of the
measurements.

Some potential could exist for environmental or occupational atmospheric emissions and
releases of nano-TiO, if the transport or storage containers were to be compromised (e.g., due to a
forklift error, train derailment, or truck accident). Direct land application of sludge, from either
drinking water or wastewater treatment, might contribute nano-TiO, to the atmosphere if dried
material were to be re-entrained from wind turbulence. Nano-TiO; is not expected to enter air via
sunscreen application or from drinking water treatment processes.

The large surface area of nano-TiO, particles presents an opportunity for other co-occurring
contaminants to adsorb onto their surface, potentially changing the physicochemistry of the particle
and the behavior and effects of the other contaminant(s). Such interactions have been well
documented for particulate matter and gases (U.S. EPA, 2004, 056905). When nano-TiO, was
dispersed for 0.5 hours in the air immediately next to thermal precipitators 1.5 m above the ground in
various outdoor locations in the city of El Paso, Texas, USA, the collected nano-TiO, particles were
not only in agglomerate/aggregate form, but were also associated with other airborne nanoparticles,
in particular, nanosilicate particulates (Murr et al., 2004, 196310). Environmental conditions at the
study sites were not described, other than the investigators avoided collections in high-humidity
environments.
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Chapter 4. Exposure-Dose
Characterization

This chapter examines the potential for biota and humans to be exposed to nano-TiO, and
associated pollutants through various environmental pathways tracing back to the life cycle of two
types of applications of nano-TiO,, water treatment agents and topical sunscreens. Exposure is more
than the occurrence of a substance in the environment; actual contact between the substance and an
organism must occur. Exposure characterization entails much more than simply identifying the
concentration of a substance in the environment. It also involves, for example, various temporal and
spatial dimensions, including activity patterns and other complex variables. For nano-TiO,, even
characterizing the primary material of interest, as discussed in Chapter 1, is not a simple matter.
Further complications arise when considering the potential for aggregate exposure across multiple
routes (e.g., inhalation, ingestion, dermal absorption) and for cumulative exposure to multiple
contaminants that derive, either directly or indirectly, from the life cycle of the products in question.

Dose” refers to the amount of a substance that enters an organism by crossing a biological
barrier such as the skin, the respiratory tract, the gastrointestinal tract, or the eyes. Dose can vary for
individuals exposed to the same ambient concentration of a substance. For example, an adult and a
child in a room breathing the same air containing a contaminant would both inhale the same
contaminant concentration, but the inhaled contaminant quantity and absorbed dose would differ due
to differences in physiology (e.g., respiration rates), morphology (e.g., lung volume and surface
area), and other variables such as clearance. Dose can also reflect the integration of aggregate
exposures across different routes of uptake.

Organisms might be exposed to nano-TiO; in the environment at any stage of the
manufactured product’s life cycle. In the feedstock and manufacturing process, nano-TiO, could be
present in the air exhaust, waste-water effluent, and solid waste, if appropriate control technologies
are not in use. Nano-TiO; in the air can lead to inhalation exposure to organisms in the area. The
material could agglomerate or attach to other pollutants and deposit on soil and water surfaces, as
well as on animals, whose grooming habits could then result in ingestion of nanomaterials.
Nano-TiO; in soil could become airborne when the soil is dry and windblown, or leach into bodies of
water when the soil is saturated with water.

During the life cycle stages of distribution and storage, nano-TiO; could be released
accidentally into the environment, and cleaning the contaminated site with water could lead to
nano-TiO, exposure to both aquatic and terrestrial organisms. The use of nano-TiO, in drinking
water treatment could result in some level of nano-TiO, in water, as described in Chapter 3, and thus
potential exposure to human populations as well as biota. The use of sunscreens containing
nano-TiO; is expected to lead to nano-TiO, presence in wastewater after users bathe or shower to
remove residual sunscreen on the skin and launder clothes containing traces of sunscreen. Discharges
of nano-TiO, from wastewater treatment plants are not currently regulated, and are thus not designed
or operated to remove nano-TiO,, although early research suggests that some removal can occur
(Kiser et al., 2009, 225305). Therefore, nano-TiO, might be present in the effluent and could lead to

Note: Hyperlinks to the reference citations throughout this document will take you to the NCEA HERO database (Health and
Environmental Research Online) at http://epa.gov/hero. HERO is a database of scientific literature used by U.S. EPA in the process of
developing science assessments.

% The distinction between exposure and dose in this document is consistent with risk assessment usage (U.S. EPA, 1992, 041875). In
toxicology, however, the term dose is often used to refer to the amount of a substance given to test subjects, as well as the amount that
enters the subjects. Applied, external, and potential dose (e.g., on the skin, in the lung or digestive tract) in toxicology roughly equate to
exposure in risk assessment; absorbed dose (amount entering the circulation) and target organ dose (amount taken up by a specific organ)
in toxicology roughly equate to dose in risk assessment.
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aquatic species exposure. In the life cycle disposal stage, wastes from factories and research facilities
containing nanomaterials are often incinerated, possibly releasing nano-TiO; into the air. Household
waste containing consumer products made with nano-TiO, might be incinerated or landfilled;
landfilling might lead to nano-TiO, leaching into ground water.

Occupational exposure to nano-TiO, and associated contaminants (e.g., waste by-products)
could occur even with appropriate safety and protective practices (see Appendix C for a more
thorough discussion of occupational exposure control measures). For instance, an accident or a
mechanical failure might occur in spite of good safety practices. Such occupational exposures could
differ from exposure to the general public in various ways. For example, workers could be exposed
to free nano-TiO,, whereas the public might more commonly encounter nano-TiO, embedded in a
product. Exposure durations and concentration levels are likely to be higher in occupational settings.
Likewise, target tissue dose levels could differ between workers and the general population or even
between workers in different occupations at the same facility, depending on factors such as
respiration rates in relation to sedentary or strenuous activity in the presence of airborne nano-TiO,.

4.1. Biota

Various scenarios and ways in which nano-TiO, from water treatment agents and topical
sunscreens could enter different environmental media were described in Chapters 2 and 3. Some of
these scenarios will be further explored in this section, specifically examining various TiO, exposure
conditions and how they could affect aquatic and terrestrial organisms. The potential for
bioaccumulation and entry of nano-TiO; into the food web is discussed in Section 4.6.

4.1.1. Aquatic Species

Data on concentrations of nano-TiO, in sediment, whether in a laboratory or a natural
environment, are limited. Nano-TiO, concentrations could be higher at the sediment surface than in
the water (Handy et al., 2008, 157562). Settling of nano-TiO, aggregates (with nano-TiO, or with
organic matter) would increase nano-TiO, exposure to benthic and benthopelagic species, such as
mussels, sea cucumbers, marine worms, flatfish, and other species that sometimes feed at the bottom
of natural bodies of water. At the same time, settling decreases nano-TiO, concentrations in the water
column and would be expected to decrease exposure to suspension feeders (such as Daphnia) and
animals that live in or drink the water.

Nanoparticles can also deposit or aggregate on the surfaces of aquatic organisms. Surface
aggregation can be caused by the slower flow near the interface between liquids and solids or by the
viscous properties of the surface of an organism (Handy et al., 2008, 157562). Surface deposition or
aggregation can result in a higher concentration of nano-TiO, on the organism’s surface than in the
water, and might cause toxicity even if the nano-TiO, does not enter the cells (Handy et al., 2008,
157562). Surface-acting metal toxicity of nano-TiO, has been suggested as a cause of gill damage in
rainbow trout where the Ti concentration in gill tissue was not increased (Federici et al., 2007,
091222).

Because water flow is also slower near the interface with air, higher concentrations of
nanoparticles are also expected at the air-water interface (Handy et al., 2008, 157562). Consequently,
organisms living at the water surface, such as zooplankton (microscopic invertebrates that float or
swim in water), phytoplankton (primarily single-celled algae), and eggs of aquatic and amphibian
species at the water surface, could be exposed to higher nanoparticle concentrations than organisms
living throughout the water column.
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4.1.2. Terrestrial Species

Terrestrial organisms could be exposed to nano-TiO, under various scenarios. For example,
spillage during the life-cycle stages of shipping or storage, including breaching of containers by
vermin, could result in contact by microbial, invertebrate, and vertebrate species. Plants could be
exposed by taking up treated or wastewater containing nano-TiO, or by growing in soil that contains
nano-TiO,, for example, as a result of application of sludge from water treatment facilities. No
empirical data on the potential for such exposures to terrestrial organisms have been located.

4.2. Humans

As noted at the beginning of this chapter, exposure is a complex function of not only the
amount of a substance in the environment but also a function of various temporal and spatial
dimensions of contact with the substance. At this early stage of investigation and understanding of
human exposure to nano-TiO,, however, even basic information on the potential for and amount of
human contact with this material is limited. Moreover, exposure characterization encompasses not
just the primary material but the secondary waste and transformation products related to the entire
life cycle of nano-TiO; in various applications. These indirect and secondary aspects of exposure are
even less well understood and therefore not discussed here. Their potential significance, however,
should not be discounted.

The potential for human exposure to nano-TiO, depends first on the production and use of this
material in the applications under consideration here. Generally, exposure related to life-cycle stages
leading up to actual use appears more likely to occur in occupational situations, whereas exposure
related to the use and disposal stages of the life cycle could occur in either occupational or
nonoccupational settings. Although not absolute, this distinction provides a basis for discussing
exposure with reference to either the general population or the occupational population, both of
which are essential in examining the broad implications of nano-TiO; use in drinking water
treatment and in topical sunscreens.

4.2.1. General Population

4.2.1.1. Drinking Water Treatment

Although the actual use of nano-TiO, in water treatment facilities appears to be limited at
present to pilot testing (Section 2.4), the potential for general population exposure to nano-TiO, if it
were to be used widely could involve sizeable numbers of people, given the number of U.S.
community water suppliers that currently treat drinking water to reduce arsenic levels. As discussed
in Section 2.4.1, such water suppliers serve roughly 13 million people in the U.S. alone.

If nano-TiO, were present in potable water, exposure could involve more than just ingesting
the water. Such water could be used for bathing, including showering, which could imply exposure
not only by dermal contact but by inhalation of water droplets and even contact through the eyes.
Also, the general population includes infants and other individuals who could have relatively greater
exposure to water and thus possible vulnerability if the water were contaminated. For example, on a
body weight basis, 1- to 3-month-old infants consume far more water directly and indirectly than
18- to 21-year olds. The 90th percentile consumption rate is 151 mL/kg-day for these infants versus
17 mL/kg-day for the older age group (see Table 3-9 in U.S. EPA, 2008, 196062). Children also
have a greater water intake while swimming, so they may be more vulnerable to contaminated water
in that respect as well (U.S. EPA, 2008, 196062).

4-3


http://cfpub.epa.gov/ncea/hero/index.cfm?action=search.view&amp;reference_id=196062
http://cfpub.epa.gov/ncea/hero/index.cfm?action=search.view&amp;reference_id=196062

4.2.1.2. Sunscreen

As discussed in Section 2.4.2, iVillage survey data from 2007 suggest that sunscreen might be
used on a daily basis by 33 million people in the U.S. and on an occasional basis by another
177 million. Moreover, sunscreen use appears to be increasing. According to the Skin Cancer
Foundation (2008, 594955), the percentage of people who use sunscreen at least occasionally rose
from 39% to 59% between 2003 and 2007. Sunscreen use is presumably greatest during the warmer
months of the year, in warmer climates, or during outdoor recreational activities at various times
during the year. No information was found regarding the proportion of use associated with water
recreation and other specific venues or activities.

Topical sunscreens are available as traditional lotions, in spray-on form, and as wipes (Jeffries,
2007, 157682). Nano-TiO, sunscreen powders are also available, according to the Project on
Emerging Nanotechnologies at the Woodrow Wilson Center’s nanotechnology-based consumer
product inventory (Woodrow Wilson International Center for Scholars, 2006, 196083). Another sun
protection option available to consumers is “cosmeceuticals,” cosmetics that incorporate active
sunscreen ingredients (Davis, 1994, 157946). In the mid-1990s, up to 30% of lipsticks and 20% of
makeup were estimated to have SPF ratings, sunscreen claims, or both (Davis, 1994, 157946). Other
products with active sunscreen ingredients include hair care products (e.g., hair spray, gel, mousse,
and conditioner), alpha-hydroxy skin treatments, nail polish, and bath products. Sun-protective
clothing is also available (Davis, 1994, 157946).

For the general population, the principal exposure route to nano-TiO; in sunscreen is through
the skin. When sunscreen is applied by spray, inhalation presents another route, although it is not
clear that the primary nanoparticles as such would be inhaled. Ingestion is also conceivable through
hand-to-mouth contact and mucociliary clearance of inhaled nano-TiO,.

Dermal Exposure

Potential nano-TiO, dermal exposure from sunscreen use can be estimated by the amount of
applied sunscreen. Although the recommended sunscreen application rate is 2 mg/cm” of skin
(roughly 1.5 ounces or 3 tablespoons for the entire body of an average adult), most consumers use
0.5-1.5 mg/cm? skin (Srinivas et al., 2006, 157734). Assuming sunscreen is applied to all areas of
skin exposed to sun on a day at the beach or exposed to water while swimming, an adult would use
an estimated 10-46 g sunscreen/application, and a 3-year old would use an estimated
3-15 g/application (Table 4-1). Assuming that a sunscreen contains 5% nano-TiO; (the mass percent
concentrations of nano-TiO, in sunscreens range from 2% to 15%; see Table A-1 in Appendix A), the
amounts of nano-TiO, applied on the skin could range from 0.5 to 2.3 g/person/application for an
adult, and 0.17 to 0.76 g/person/application for a 3-year old (Table 4-1). These exposure estimates
are in line with estimates made by Hansen et al. (2008, 157560). Sunscreens, including the water-
resistant or water-proof types, should be reapplied every 2 hours, regardless of the SPF values.
Exposure to nano-TiO, from sunscreen could range from 1.0 to 4.6 g for an adultand 0.33to 1.5 g
for a 3-year old for a half day at the beach (2 applications in 4 hours). As shown in Table 4-1, the
ranges of applied nano-TiO, would be 12 to 55 mg/kg of body weight/application for a 3-year old
and 8.0-37 mg/kg of body weight/application for an adult. This relatively higher exposure in young
children could be noteworthy in relation to indications that the skin of infants and young children
might have less barrier function than matured skin (Hostynek, 2003, 193435), although this contrasts
with another report indicating that human skin is mature both structurally and functionally at
2-3 weeks of age (Makri et al., 2004, 193537). Although not everyone applies sunscreen at the
recommended dose and frequency in real life, parents reported greater use of sunscreen on their
children than on themselves (Weinstein et al., 2001, 191128).
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Table 4-1. Estimated dermal exposure to nano-TiO; from sunscreen containing 5% nano-TiO- for
adults and 3-year-old children

: b
a Applied sunscreen Applied sunscreen Applied Applied nano-TiO;
. Surface areg” of . amount nano-TiO;
Subject ; 2 surface density (mg/kg BW/
skin (cm?) (mg/cmz) (mg/person/ (mg/person/ application)
application) application)

3-yr-old child, total body surface 6,640 0.5 3,320 166 12.0
(50th percentile)

15 9,960 498 35.9

2 13,280 664 47.9
3-yr-old child, total body surface 7,640 0.5 3,820 191 13.8
(95th percentile)

15 11,460 573 41.3

2 15,280 764 55.1
Adult, body surface area 20,000 0.5 10,000 500 8.0
subjected to water contact in
swimming (50th percentile) 1.5 30,000 1,500 24.0

2 40,000 2,000 32.1
Adult, body surface area 23,000 0.5 11,500 575 9.2
subjected to water contact in
swimming (95th percentile) 1.5 34,500 1,725 276

2 46,000 2,300 36.9

®Body surface area values are based on Tables 6-6 and 6-16 of U.S. EPA (1997, 594981).
°Actual concentrations of nano-TiO, in commercial sunscreen on the market vary, with the high at nearly 15%. (Table A-1in Appendix A.)

BW - Body weight. The body weights used in the calculation were 14 kg, the median for 36-month old females (2000, 157982), and 62 kg, the median for adults 18-74 years
old; Table 7.5 of U.S. EPA (1997, 594981).

Inhalation Exposure

Consumers could inhale water aerosol while showering or from nebulizing room humidifiers.
Spray sunscreen products also present an inhalation exposure scenario. For such products and for
treated water containing nano-TiO,, the characteristics of the resulting aerosol have not been
documented in the published literature. Section 4.2.2 discusses inhalation exposure from nano-TiO,
for several occupational scenarios.

Oral Exposure

Nano-TiO, from sunscreen could be ingested by accident or as a result of routine hand-to-
mouth contact (from residual sunscreen on hands), particularly for young children. If nano-TiO,
were inhaled, mucociliary clearance could lead to uptake through the gastrointestinal tract. Although
no estimates of this type of nano-TiO, exposure are available, dietary intake of all sizes of TiO, from
all sources (food, pharmaceuticals, etc.) has been estimated. The estimation was based on 7-day food
diaries and records of pharmaceutical, dietary supplement, and toothpaste use of 182 people in the
United Kingdom. The amounts of TiO, were calculated or estimated from product labels (the listing
of food-additive TiO; is required by British law in most foods), manufacturer reports, and laboratory
testing. The total median dietary intake of nano-TiO, and micro-TiO, (0.1-3 um) has been estimated
between 2.5 and 5.4 mg/individual/day (Lomer, 2000, 635672; Lomer et al., 2004, 157382). Food
was the main source of dietary TiO,, followed by pharmaceuticals, dietary supplements, and
toothpaste. Individual TiO, intake varied widely (0-112 mg/individual/day), and no parti