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Preface

ing material and provides an introduction to the basic principles and

methods of human exposure assessment. It constitutes a complement to
Basic Epidemiology by Beaglehole et al (1993), and to Environmental Epidemi-
ology (Baker et al, 1999), previously published by WHO. The textbook is in-
tended for use in training courses, but also includes some fundamental informa-
tion for the interested reader. The target groups are:

T his book is part of a World Health Organization (WHO) series on teach-

® Environmental medicine and epidemiology students

® Environmental and occupational health professionals

® Risk management professionals

® People with a basic knowledge of environmental health and epidemiology
® Chemists, engineers and students of life-sciences

The purpose of this book is to present basic knowledge about human exposure
assessment and how it relates to other scientific specialities involved in public
health protection. The overall aim of human exposure assessment is to promote
and protect public health. It comprises all the methods available to describe,
estimate and determine, qualitatively and quantitatively, people’s contact with
hazardous agents. The character of exposure assessment is multidisciplinary
and therefore involves experts from various fields of science. Human exposure
assessment plays an important role in epidemiology, risk assessment and risk
management, as well as in status and trend analysis. The science of human
exposure assessment is a growing field and this textbook offers references to
more in-depth books and reviews which are provided at the end of this book
(Chapter 10: Continuing your education).

The World Health Organization and the United Nations Environment Programme
(UNEP) have been promoting improved human exposure assessment through
various activities for more than 20 years. One of these activities was the Hu-
man Exposure Assessment Location (HEAL) project which was implemented
by WHO and UNEP with support from US EPA, the Japanese Government and
other national agencies and which ran for more than 10 years (UNEP/WHO,
1986). The HEAL project was initiated to promote international collaboration in
development and harmonisation of exposure assessment methodology and qual-
ity assurance activities.



In 1995, in response to the recommendations from the United Nations Confer-
ence on Environment and Development (UNCED) held in Rio de Janeiro 1992,
the HEAL project was reorientated. The emphasis is now on the preparation of
training and promotion material with the aim of teaching appropriate methods
and technologies to assess human exposure.

Human Exposure Assessment. An Introduction has been prepared with a view
to strengthening education, training and decision-making in the field of public
health. The first draft of the book was discussed during a joint Workshop on
Human Exposure Assessment in Environmental Health Decision-making in
November 1996, arranged by the WHO and the Institute of Occupational Medi-
cine and Environmental Health in Sosnowiec, Poland. The final draft was dis-
cussed during a meeting in Stockholm in November 1998.
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After reading this chapter you will:

* Be aware of the development and current status of human
exposure assessment

* Understand the important role of human exposure assessment
in public health

* Recognise the increasing scientific basis for human exposure
assessment

* Be aware of the multidisciplinary character of human exposure
assessment

The origin of human exposure
assessment

Exposure assessment has been an integrated and natural part of human history
and civilisation. Different kinds of exposures, and various types of foods and
environments, were encountered by the early humans, who soon learnt what
could be eaten or not, and what kinds of environments should be avoided. It
was also experienced that human senses were not always sufficient to predict
what could be eaten, or what environments could be met, without risks of
health effects. Wild growing berries sometimes proved to be poisonous. Dur-
ing the Roman period, slaves, convicts, and political enemies who were sent to
the mercury mines in Almadén in Spain did not survive long due to exposure to
mercury vapour that they could not perceive. From harsh experiences humans
thus learnt that certain types of foods and environments should be avoided, if
possible.

Exposure assessment aims at prevention. Early professionals in the field of
exposure assessment were the tasters at the court of the Roman Emperors.
They had to consume part of the food to be served to the Emperor in order to
reveal if the meal was poisonous or not - if they survived, the meal was ob-
viously not poisoned, and it was safe for the Emperor to eat it. The Italian




physician Bernardino Ramazzini (1633-1714) took a more scientific approach.
He was the first to realise, and report, that there were associations between
occupation, exposure and particular diseases. Ramazzini realised that specific
exposures occurring in different occupations may cause the disease. Smoke and
white glowing iron gave the blacksmith sore and inflamed eyes. Potters became
anaemic and suffered from palsies from exposure to lead salts used for glazing.

John Snow (1813-1858) in London in the 1850s noted the apparent association
between the source of drinking-water and the risk of dying from cholera. Al-
though Snow was never able to see the cholera bacteria, he understood that the
disease was caused by exposure to a disease-causing agent in drinking-water.

Anoxia from odourless carbon monoxide in coalmines is a well-known hazard
for miners. Canary songbirds were introduced for monitoring the air quality in
the British mines in the 18th Century. If the miners observed that the canary
suddenly lay dead in the bottom of the cage, they knew that they should leave the
mine immediately in

order not to get killed by

carbon monoxide. Birds

have a much higher ba-

sal metabolism than hu- T
mans and are thus in-
toxicated faster than hu-
mans from carbon mon-
oxide. Canaries were
kept in British mines
until recently.

At the end of the 19th =
and the beginning of the

20th Century, there was considerable interest among health professionals in the
associations between environmental factors and disease. However, when knowl-
edge about the role of bacteria was obtained, and antibiotics became available,
the interest of most health professionals, in particular physicians, moved from
prevention to treatment.



The role of human exposure assessment in

public health

Eventually, the interest moved from treatment to
prevention again. In the 1950s and 1960s, the
systematic analysis of occupational exposure and
health effects began. At the same time a series of
disease outbreaks that were associated with en-
vironmental factors, such as the London fog epi-
sode and the Minamata Disease, drew attention
to relationship between environmental hazards
and the health of human communities (Box 1).
This brought a renaissance to the realisation of
the importance of environmental factors for the
development of diseases. Since then, the need for
environmental protection and awareness of the
links between environmental protection and hu-
man health have been subject to growing con-
cern and increasing interest among health pro-
fessionals, politicians and the public.

Exposure assessment is crucial for the identifi-
cation, evaluation and control of health risks in
the workplace as well as in the general environ-
ment. The basis for the control of health risks is
guidelines and standards (Box 2, p. 5).

] ‘\.
Disease outbreaks associated

with environmental
pollution

The London fog episode
During a week of unusually se-
vere fog in London in
December 1952, a several-fold
increase in deaths from lung
and heart diseases was regis-
tered. The atmospheric
conditions resulted in a
temperature inversion, which
can be compared to a lid being
placed on top of the city. Air
pollutants were concentrated
under this lid. Routine
measurements of ambient air
concentrations of sulphur diox-
ide and total suspended
particulate (TSP) at that time
made it possible to conclude a
close relationship between the
increased morbidity and mor-
tality, and the exposure to air
pollutants.

Mercury poisoning of the
general populations in Japan
and Iraq

Epidemics of accidental methyl-
mercury poisoning occurred in
Minamata and Niigata, Japan
in the 1950s and in Iraq in

cont.



1955, 1960 and 1972.

Intake of methylmercury causes
neurological symptoms such as
sensitivity disturbances, ataxia,
impairment of speech, const-
riction of the visual field and
hearing loss. Prenatal exposure
causes psychomotor retarda-
tion, and in severe cases un-
specific infantile cerebral palsy.

When metallic mercury, used
as a catalyst in the acetaldehyde
plant near Minamata Bay, was
discharged into the bay as waste
sludge, the aquatic plant life
converted the metallic mercury
to methylmercury. This methyl-
mercury was taken up by the
fish and shellfish and the local
inhabitants, many of whom
were fishermen, were poisoned
by the contaminated seafood
(Tsubaki and Irukayama, 1977).
The neurological syndrome that
affected the people in the area
was called the Minamata Dis-
ease.

In Iraq, seed grain treated with
an organomercurial antifungal
agent was used by peasant farm-
ers to make bread during years
of bad crop. Intake of the
contaminated bread caused epi-
demics at multiple sites (Bakir
et al, 1973). The relationship
between health risks and intake
of methylmercury has been de-
veloped from data mainly ob-
tained from studies of these
epidemics.

The role of human exposure
assessment in occupational
health

Hazardous agents in the occupational setting,
such as asbestos, radon, soot, metals and ben-
zene, were first recognised to cause health effects
among workers. Despite rather crude methods for
measuring exposure, it was possible to link
exposures with observed health effects since the
excess risks were large.

Increasing sensitivity of measurement equipment
and the development of personal monitors for
measuring exposure to air pollutants on the indi-
vidual level have made it possible to detect haz-
ardous agents at much lower concentrations than
before and also to follow up changes of exposure
over time and to link human exposures with
various health effects. This has resulted in de-
creased standards for occupational exposures in
many countries.

A study from Finland on carbon disulphide ex-
posure and risk for cardiovascular disease shows
the impact on workers’ health after monitoring
and reducing the exposure to a hazardous sub-
stance at the workplace (Nurminen and Hernberg,
1985). The initial evidence for the cardiovascu-
lar disease risk from carbon disulphide exposure
was provided in an epidemiological study pub-
lished in 1970. Because exposure control meas-
ures had been gradually improving over the years
up to 1970, no new action was taken until a 5-
year follow-up study demonstrated persistence of
the excess risk of death from cardiovascular dis-
ease. New and intensive control efforts were
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Guidelines and standards

The primary aim of guidelines and standards is to protect human health in the occupa-
tional as well as in the general environment, and to eliminate or minimize exposure to
hazardous agents. The guideline values are based on scientific evaluation of existing
data such as toxicological and epidemiological data, and most often include expert
judgement. An adequate margin of safety should exist between the guideline values
and the concentrations at which toxic effects will occur. The guideline values are in-
tended to give background information and guidance to governments and regulatory
authorities in making risk management decisions, particularly in setting standards,
but their use is not restricted to this.

Governments and regulatory authorities set standards. Before standards are adopted,
guideline values (if available) and additional human health information must be con-
sidered in the context of prevailing exposure levels and environmental, social, eco-
nomic and cultural conditions, as well as technical feasibility.

An occupational standard is the administrative limit for the allowable concentration
of a hazardous agent that is handled or produced in an occupational setting (for exam-
ple, concentrations of organic solvents in workroom air), for protection of workers’
health. Repeated measurements have to be carried out in the regulated occupational
setting for compliance with the occupational standards.

Environmental quality guidance values such as the WHO Air Quality Guidelines
(WHO, 1999) and the WHO Guidelines for Drinking-Water Quality (WHO, 1993;
1996a; 1998 a,b) provide a basis for protecting the general population from adverse
effects of environmental pollutants. Environmental quality guidelines assist govern-
ments to carry out local control measures in the framework of environmental quality
management. For example, air quality guideline values are levels of air pollution below
which lifetime exposure or exposure for a given average time does not constitute a
significant health risk; short-term excess do not mean that adverse effects automati-
cally occur; however the risk of such effects increases. Of course, guideline values and
standards should not be regarded as implying that the quality of that medium may be
degraded to the recommended or legally binding level. Indeed, a continuous effort
should be made to maintain media quality at the highest level possible.

More information on WHO environmental quality guidelines and standards is avail-
able on the WHO web site (http://www.who.int).




initiated and 10 years later a further follow-up study was undertaken. The re-
sults showed dramatic evidence of risk reduction (Figure 1). The authors
suggested, in fact, that the fraction of prevented or postponed cardiovascular
deaths among the exposed workers was in the order of 70 %.

Measuring hazardous agents in workroom air, and keeping air concentrations
below permissible standards, is not always sufficient for protection of workers’
health. In heavily contaminated industrial settings, workers are exposed to haz-
ardous substances not only via the respiratory system, but also via the
gastrointestinal tract due to contamination of food, cigarettes etc., leading to
peroral exposure (intake via the mouth). It is not unusual for workers to eat their
food at the workplace without having time to wash their hands, thus getting dust
from the environment on the food. For some chemicals, such as organic solvents
and pesticides, dermal exposure and uptake through the skin can contribute
substantially to the received dose. Workers wearing protective clothing may also
be exposed due to inadequacy of the protective gear, for example gloves that do
not prevent organic solvents from penetrating, leading to dermal exposure and
uptake through the skin. By the use of biological monitoring (Chapter 5, p. 85),
that is, measurements of hazardous agents in human biological media such as
blood or urine, it has been possible to measure the total exposure, and the result-
ing dose, to a specific agent from inhalation, intake via the mouth and dermal
uptake. It has been demonstrated that there are great differences in actually
received doses among workers, due to variations in personal habits and activi-
ties. Analyses of blood and faeces of workers exposed to metal dust have shown
that industrial exposure often takes place both through inhalation and ingestion
(Hassler, 1983). If the workplace is contaminated with dust it can be expected
that workers’ hands, foods and cigarettes will also be contaminated, and dust
thereby reaches the mouth of the worker.

The role of human exposure assessment in
environmental health

The severe fog period in London, in 1952 (Box 1, p. 3), showed that exposure to
air pollutants was indeed not merely a problem within the factory walls (United
Kingdom Ministry of Health, 1954). Measurements of ambient air pollutants
have routinely been carried out in many countries for several decades, with the
purpose of monitoring air quality. The data acquired make it possible to study
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Figure 1. Decreasing concentrations of carbon disulph-
ide (mg/m?3) in workroom air and the corresponding risk
reduction of ischemic heart disease (data from Hernberg
and Nurminen, 1985).

status and trend of some common air pollutants. In general, stationary air moni-
tors are located in urban areas, often several metres above ground, and often in
highly polluted spots. Based on these data, ambient air standards have been
established (Box 2, p. 5).

In 1974, the Global Environment Monitoring System (GEMS/Air) was imple-
mented by the United Nations Environment Programme (UNEP) and the World
Health Organization (WHO). GEMS/Air was later renamed to Air Monitoring
Information System (AMIS). Through AMIS, internationally comparable urban
air pollution data are collected in about 100 cities of 40 countries from different
parts of the world. Generally, sulphur dioxide (SO,) and total suspended
particulate (TSP), and more recently carbon monoxide (CO), nitrogen oxides
(NO,), and lead (Pb), are monitored in three stations of each city, representing
industrial, commercial, and residential zones.

The techniques used for exposure assessment in the occupational setting are also
applicable to the general environment. In many cases, monitoring techniques
used in industrial hygiene have been modified to enable studies of human expo-
sure in the community environment. For example, sensitive personal air moni-
tors that are able to measure environmental concentrations of air pollutants in



the ’breathing zone” of an individual have become available (Chapter 5, p. 79).
Biological monitoring has also been used in studies of the general population,
especially in studies of exposure to metals such as lead, cadmium, and mercury.

Environmental exposures are generally more complex to assess than occupa-
tional for various reasons, such as:

® Concentrations of pollutants are usually much lower in the general environ-
ment than in the occupational environment, which requires more sensitive
measurement techniques

® In the occupational setting, there are usually well-defined groups of people
who are exposed, often healthy male workers, while the general population
includes children, the elderly and people with different diseases, who may
be more susceptible to exposure and effects

® Inthe occupational setting there is generally a limited set of hazardous agents
to be considered, while in the general environment there is often a variety,
and a mixture, of potentially hazardous agents to be examined

® Workers are exposed within a reasonably well-defined occupational setting,
while the general population is exposed in different environmental settings
with various concentrations, outdoors and indoors, in urban and rural areas,
and at home, school or work, etc.

® The general population is exposed intermittently throughout a whole life-
time, over periods of days, months, years, or decades, whereas a worker is
exposed during working hours. Of course, the worker is also a member of
the general population

Thus, exposure assessment in the general population usually deals with long-
term, low-level exposure in many different environmental settings compared to
occupational exposure assessment which is characterised by short to medium-
term, medium to high level exposure in relatively well-defined settings.



One example of environmental health achievement in the control of en-vironmental
exposures is possibly the decrease in lead exposure in the general population due
to the reduction of lead in petrol and the introduction of unleaded petrol. Health
risks resulting from lead pollution of the general environment have been exten-
sively discussed in the last decade. The debate has especially focused on the
health risks (neurobehavioural effects) to young children and foetuses. One of
the major achievements by environmental exposure assessment studies has been
to clearly establish the association between environmental lead pollution and the
actual received dose in humans.

Lead is a multimedia element, present in ambient air, drinking-water, food, soil
and dust, and human exposure may originate from many different environmental
sources. In recent years a number of measures have been introduced to decrease
exposure to lead in the general population of many countries.

In Sweden, legislation against lead in petrol lowered the highest permissible level
from about 0.80 g/l in 1963 to 0.15 g/l in 1981. Unleaded petrol has been avail-
able at most filling stations since 1987 and today, leaded petrol has been almost
totally phased out. From 1978 to 1994, yearly blood samples were collected
from children in schools and nurseries in the area of Landskrona in the south of
Sweden (Stromberg et al, 1995). Since 1944, there has been a secondary lead
smelter located about 1 km from the town centre. In 1984, another secondary
lead smelter was built close to the first one. The children were divided into three
groups according to their residence area: near the smelter (0.5-1 km from the
smelter and urban area), other urban area and rural area. There was a remark-
able decrease in blood lead levels during the study period, irrespective of place
of residence, as shown in Figure 2 (p.10). Thus, the blood lead decrease should
mainly be attributed to a factor that affected all the children, most likely a decrease
in the lead concentration in ambient air. A probable cause of the decreased air
lead pollution was the extensive reduction in lead emissions from automobile
exhausts due to the reduction in the use of leaded petrol. And indeed, the decrease
in blood lead concentrations followed the decrease in petrol lead (tonnes) sold in
Sweden during the same time period, from 1400 tons of petrol lead in 1978 to
100 tons in 1993. Atthe same time the airborne “import” of lead pollution from
traffic and industry in other parts of Europe decreased. The results from rural
areas indicated that the impact of traffic lead was manifested in both rural and
urban areas. The reason may be that there was indirect/secondary exposure via



80

—o— Near smelter

ECh —m— Other urban area

—a—Rural area

10 4

Blod lead concentration pg/I

1977 1981 1985 1989 1993
Year

Figure 2. Blood lead concentrations in children living in
the vicinity of a smelter situated 1 km from the town
centre of Landskrona (near smelter, 0.5-1 km from
smelter), in the urban area of Landskrona (other urban
area), and in the rural area of Landskrona (data from
Stromberg et al, 1995).

food due to contamination, and that most foodstuffs consumed in both urban and
rural areas are not grown locally. Therefore, the effect is not dependent upon the
area of residence.

Several other studies on the relationships between use of lead in petrol and lead
exposure measured as blood lead level have been published. These studies verify
the finding that reductions in petrol lead levels have been a major causal factor in
the observed reductions in population blood lead levels (Thomas et al, 1999).
Adecrease in the use of lead in petrol and, consequently, decreased lead emissions
to the atmosphere is probably the most important contributory factor to decreased
exposure. The results from these studies show clearly the beneficial public health
effects of the legislation against lead in petrol.
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Developments in human exposure
assessment

The science of human exposure assessment has become substantially more com-
plex over the past decades as the demand for relevant and accurate human expo-
sure information has increased in all the scientific fields related to public health
protection. It has become more and more obvious that human exposure data
must be collected and processed in a standardised manner in order to improve
information on exposure. The number of potentially harmful agents has increased
enormously during recent decades (Table 1, p.13). However, knowledge and
awareness of occupational and environmental exposures as causes of human
disease have increased the possibilities for its prevention.

Traditionally, measurements of human exposure to environmental pollutants have
focused on industrial point source pollutants and their concentrations in
environmental media, most often the concentrations of sulphur dioxide, nitrogen
dioxide and soot in ambient air.

For certain chemicals, however, industrial point sources make negligible contri-
butions to human exposures, whereas indoor sources of pollutants may be of
much greater importance (Box 3). Furthermore, many people spend a majority
of their time indoors. Thus, human behaviour and activity may influence expo-
sure substantially. Development of equipment ( -
and methods for measuring individual exposure £
(for example, personal air monitors) and dose (for || Examples of indoor sources of
example, biological monitoring of lead in blood) | exposure
in the general population have made it possible _
to move from source-oriented to receptor-oriented | Gas stoves and other fossil-
exposure assessment, and the concept of humans fuellgd furnaces for cooking and
. heating

as receptors for environmental pollutants has been i .

h . Building materials — evapora-
established (Figure 3, p.12). Receptor-based | .. .

tion of volatile compounds

approaches to human exposure assessment are § oo oo obacco smoke
designed to determine if individuals are actually § (gTs)
exposed to hazardous agents, at what level, and | Particles and dust
from what activities or sources. For effective pol- || Pesticides and other household
lutant control and exposure reduction, the most | chemicals
significant exposure sources and situations have § Consumer products

11
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Figure 3. Humans are exposed to chemical pollutants, as well
as physical and biological agents, at home, at work, in the
community and in the general environment. Personal
(receptor-oriented) exposure assessments take into account all
the different sources and locations of exposure.

to be identified. If not, pollutant control activities may be misdirected, leading to
high costs without any substantial exposure reduction. Individual exposure data
combined with activity information, have provided more information on per-
sonal and activity-related exposure to air pollutants.

It is often not practical to measure exposure for every person in a population.
Therefore, there is a need to collect exposure information that can be used to
model exposure in larger populations. Models may allow for extrapolation from
relatively few measurements to estimates of exposures and doses for a much
larger population (NRC, 1991a). Monitoring data should be used to validate
modelled exposures, to ensure that the modelled data accurately reflect the real
personal exposures.

12



Table 1. Examples of various types of potentially harmful agents.

Type of agent Examples

General chemicals produced in Food additives, pesticides,
industries and released to the envi- pharmaceuticals and chemicals
ronment

Hazardous agents formed in the
environment:

® In combustion processes Nitrogen dioxide, sulphur
dioxide, particulate matter

® By chlorination of drinking-water ~Trihalomethanes

® In atmospheric reactions Ozone

Biological agents Bacteria, fungi, allergens
from mites and pollen

Physical agents Noise
Radiation:
* lonizing Radon
radiation
* Non-ionizing UV light
radiation

Biochemical indicators of exposure and dose, biomarkers, are increasingly being
used in exposure assessment. Biomarkers integrate exposures from all sources
and pathways. Thus, biomarkers are usually not source specific so it is not
possible to determine which source contributed the most to the total exposure.
Concerns relating to the chemical specificity of biomarkers, the ability to detect
the markers at environmental levels and baseline variability in the general popu-
lation have been raised (NRC, 1991b). An understanding of the mechanisms
underlying the interaction of chemicals with biological systems is necessary for
the development of effective biomarkers. An understanding of the relationship
between biomarkers and disease is also important.

Important requirements for improvement of human exposure information are
outlined in Chapter 4.
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After reading this chapter you will:

» Befamiliar with the definitions of exposure

* Realisethe difference between exposure source, environmental
concentration, exposure concentration and dose

* Recognise how chemical and physical propertiesare
important for transport and fate of chemical pollutants

* Understand how exposure and dose are influenced by
interacting factors

Definitions of exposure

The key word in the definition of exposure is contact. People are in contact
with, exposed to, potentially harmful chemical, physical and biological agents
inair, food, water, soil, dust, products, etc. Exposure does not result only from
the presence of a harmful agent in the environment. There must be contact
between the agent and the outer boundary of the human body, such as the
airways, the skin and the mouth.

Exposure may be defined as* the contact of achemical, physical, or biological
agent with the outer boundary of an organism”. Exposureisoften defined asa
function of concentration and time: “An event that occurs when thereis con-
tact at aboundary between a human and the environment with a contaminant
of aspecific concentration for an interval of time” (NRC, 1991b).

There are four important aspects (main characteristics) for determination of

exposure:
® The nature of the agent Chemical, physical and biological
properties
® Theintensity of exposure How much (concentration) of the agent?
*® The duration of exposure For how long atime?

* Thefreguency of exposure How often?

15




Exposure is quantified as the concentration of an agent in a medium in contact
with the human body, averaged or integrated over time (duration) of contact.

Varioustime frames of exposure are:

® Short-term exposure Seconds, minutes, hours, days

® Long-term exposure Weeks, months, years, lifetime

® Cumulative exposure Total exposure over agiven period of
time

One must distinguish between environmental concentration, exposure concen-
tration, and dose (Figure 4). The environmental concentration of an agent refers
toitspresenceinaparticular carrier medium (for example, PAH inambient air),
expressed in quantitative terms (for example, ug/m?). Similarly, the exposure
concentration of an agent referstoits presenceinitscarrier medium at the point
of contact (for example, PAH in breathing zone air) expressed in quantitative
terms (for example, pug/md). Finally, the dose refers to the amount of apollutant
that actually entersthe human body, i.e. istaken up through absorption barriers.

The mathematical relationship for exposure as a function of concentration and
time can be represented by the equation:

_ (b
E_hcmm

inwhich Eistheintensity of exposure, C(t) isexposure concentration asafunction
of time, and t,-t, isthe duration of exposure (NRC, 1991b).

A number of variables can influence the exposure and dose. These include
physiological factorssuch asage, gender, physical condition, diseaseand genetics,
aswell asexposurefactorsrelated to human behaviour and activities (for example
how much time is spent commuting to work each day), and contact rates (for
example how much drinking-water is ingested per day). Exposure factors that
can be used to calculate exposure and dose have been summarised by US EPA
(1997). Exposurefactors are of course also dependant on physiological factors.
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Figure 4. The relationship of environmental concentration, exposure concentration,
and dose, as well as factors that influence the exposure and dose.
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The environment-health chain

Exposure to potentially harmful agents may lead to a wide range of adverse
health effects, ranging from discomfort, dysfunction, injury, and illness (morbid-
ity) to death (mortality). The relationship between source activities, exposure
and health effectsisillustrated in the environment-health chain (Figure 5).

Sources and emissions

The potentially harmful agents may be natural in origin, for example, emana-
ting from vol canic outbreaks, but the majority derive from human activitiesand
interventions, such asindustrial activities, transportation, or energy production.
Driving forces are population growth, economic development and technol ogy.
There are different types of emission sources, for example point sourcessuch as
industries, releasing pollutantsto air or water, line-sources such as power-lines
and roads, area sources such as run-off from agricultural lands and landfills.
Emissions of various pollutants from different sources result in environmental
concentrations of pollutantsin environmental or carrier mediasuch asair, water,
food, soil and dust.

Transport, transformation and fate

The dispersion and eventual fate of the pollutants depends on various factors
including the pollutants' physical and chemical propertiesand on environmental
factors such as water-flow and meteorol ogical conditions.

Pollutants are transported over short or long distances, and from one environ-
mental medium to another. The transport of a pollutant in the environment is
influenced by anumber of factors, including volatilisation and sorption to soil.
For example, pollutantswith high vapour pressure, such as benzene, will tend to
volatilise and partition into the atmosphere. The pollutants may then be moved
throughout the atmosphere through air movements or precipitation, or they can
re-enter other environmental mediathrough fallout with precipitation (wet depo-
sition) or particulate matter (dry deposition). Pollutants may also sorb to soil
particles. They may then be transported through soil erosion, or be taken up by
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Figure 5. The environment health chain: the relationship of source activities,
environmental concentrations, exposure, dose, and health effects (adapted from
Briggs et al, 1996).

19



plants. The adsorption to soil particles can be expressed as an adsorption coeffi-
cient (K ), the extent to which an organic chemical partitions between a solid
phase (for example soil or sediment) and aliquid phase (for example water). For
example, the K ; is expressed as the mass of the chemical (in mg) adsorbed per
unit mass of soil (g) divided by the concentration of the chemical in water (mg/
ml). Chemicalswith high K ; values (>10,000) will have a high tendency to ad-
sorb to soil, while those with low values will tend to dissolve in water.

Pollutants may also undergo transformation or be degraded. A transformationiis
achangeinthemolecular structure of the pollutant. Thisincludesrearrangement
of themolecules, and the addition or loss of certain chemical groups. Degradation,
on the other hand, is the breakdown of the pollutant either through the loss of
certain chemical groups or the fragmentation of the pollutant. Biodegradationis
the biological breakdown of chemicals by microbes. Some of the processes
involved in transformation and degradation include oxidation, hydrolysis and
photolysis. Oxidation often, but not always, involvesthe addition of oxygentoa
chemical. Hydrolysisis the fragmentation of a chemical through the action of
water. Thisoften resultsin fragmentsthat contain additional hydrogen or oxygen
atoms. Photolysis, on the other hand, occurs when a chemical absorbs sunlight
and breaks apart into fragments known as photo-degradation products. The pre-
vailing environmental conditions like temperature and the presence of water,
oxygen and other pollutants may influence these processes. Some chemicalsmay
resist any changesin structure through transformation processes or degradation.
These chemicalsare usually described as being persistent. An example of sucha
group of chemicalsisthe polychlorinated biphenyls (PCBs).

Exposure pathways and routes

The physical course a pollutant takes from the source of an agent to the organ-
ism exposed is often referred to as an exposure pathway. The way a chemical,
physical or biological agent enters an organism is referred to as an exposure
route. The three major exposure routes to humans are:

® |nhalation

® [ngestion
® Dermal contact
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Other important exposure routes are placental
exposure of the foetus, exposureto noiseviathe
ears, and exposureto UV-radiation viathe eyes.

The relationships between environmental and
exposure media, and exposure pathways and ex-
posure routes are given in Figure 6 (p. 22).

Dose

Theamount of apollutant that may enter the body
is usualy only part of the exposure, and is re-
ferred to as the dose (Figure 4, p. 17). The
absorbed dose (or internal dose) is the amount
of an agent that passesinto atissue or organ over
atimeinterval, for examplethe concentration of
asolvent inblood during, or shortly after, awork-
shift. The absorbed dose can also be the amount
of an agent accumulated in one or several body
compartments. For example, the concentration of
polychlorinated biphenyls (PCBs) in blood is
proportional to the amount accumulated in the
main sites of deposition, mainly fatty tissue.
Thetarget organ dose is the integrated concen-
tration of the agent in thetarget organ, that isthe
organ where the particular agent may cause an
adverseeffect, over atimeinterval. The biologi-
cally effective dose is the integrated quantity af-
ter subtraction of the non-contributing fraction
of the dose, for exampl e the biotransformed pro-
portion of a substance that may cause an effect
(Box 4).
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Relationship between
environmental concentration,
exposure, absorbed dose,
target organ dose and
biologically effective dose:
Lead asan example.

High concentrations of lead in
soil arerecorded in the vicinity
of lead emitting industries such
as smelters. That is not an ex-
posure until the lead-contami-
nated soil in some way reaches
the human body. This may in-
deed happenif soil isconsumed
viahand-to-mouth behaviour or
so called pica (eating of sub-
stances other than food) which
isnot uncommon among young
children. Lead in soil may also
betaken up by edible plantsthat
are consumed. Soil may con-
taminate food with lead-con-
taining particles that are not
washed off before consumption.
The lead absorbed in the
gastrointestinal tract becomes
the absorbed dose. Lead isto a
great extent accumulated in
bone but the main target organ
in young children is the central
nervous system (CNS). Thus,
the amount of lead in the CNS
isthetarget organ dose, and the
fraction of lead that gives rise
to neurobehavioural effects in
children is the biologically ef-
fective dose.
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Figure 6. The relationships of environmental and
exposure media, and exposure pathways and routes.
Bold arrows indicate one example of an exposure
pathway (adapted from McKone and Daniels, 1991).

Toxicokinetics

Toxicokinetics describe the processes by which apotentially harmful substance
isdistributed, metabolised, and excreted, and the fraction that reachesthe target
tissue. Toxicity isdemonstrated in one or several organs. For example, mixtures
of chemicals, such as cigarette smoke, affect several organs. After entering the
body viathe lungs, skin or gastrointestinal tract, the substance is transported to
the site of action/target organ. The agent isusually dissolved and transported in
blood. The agent may reach the target organ in its active form or it may be
activated there. In many cases, the agent is metabolically activated in the liver.
Theactiveform bindsto cellular macromoleculesor iseliminated by detoxification
processes, and is excreted in urine, faeces, bile or sweat. The excretion of the
agent itself or of adetoxification product, for examplein urine, makesit possible
to measure or estimate the exposure or dose (Chapter 5, p. 87).
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The relationship between exposure or dose and health
effects

In Sir Bradford Hill’sclassical guidelinesfor determining causation of diseases,
onecriterionisthe‘biological gradient’, i.e. the dose-responserel ationship (Hill,
1965). Exposure assessment iscritical in establishing causality. When exposure
and doseincrease, any adverse effect will usually become more pronounced and
alarger number of individualsmay be affected. Therel ationship between exposure
and effect is expressed as an exposure-effect relationship and the relationship
between dose and type or severity of effect is expressed as a dose-effect
relationship (Figure 7). The relationship between exposure and response is
expressed as the exposure-response relationship and the relationship between
the dose and the proportion of the exposed population that is affected is known
as the dose-response relationship (Figure 8, p. 24). These concepts are crucial
when differentiating between variationsin type and degree of effect, and numbers
of individualswith defined effects. It should be noted that the terminol ogy used
in publications does not alwaysfollow thisimportant conceptual distinction.

Degree of
effect

Death *

Uncon-
sciousness *

Nausea,
blackouts *

Headache,
dizziness

slight

headache <

0 20 40 60 80 100
Carboxyhaemoglobin in blood (%)

Figure 7. An example of a dose-effect relationship, as
the dose increases so does the degree of effect, from
dlight headache to death (Beaglehole et al, 1993).
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Figure 8. Relationships between dose or exposure and prevalence in
percent (response) of individuals, as the dose or exposure increases, so
too does the prevalence of individuals experiencing minor dysfunction,
minor effects and major effects (response), from a few to almost 100
percent (Elinder et a, 1994).

The scope of human exposure assessment

The aim of human exposure assessment isto identify and quantify past, present
and future exposuresto chemical, physical, and biological agentsthat may cause
health effects.

Human exposure assessment comprises all the methods available to describe,
estimate and determine, qualitatively and quantitatively, the agents' contact with,
and entry into, the body. Exposure assessment includes:

® |dentification and evaluation of sources of hazardous agents (type, amount
released, geographic location)

* Determination of concentrations of agentsin environmental mediasuch as
air, water, food and soil

® |dentification of (major) pathways and routes of exposure

* Determination of intensity, duration and frequency of exposure

® Determination of dose resulting from exposure
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® Estimation of number of persons exposed
® |dentification of high-risk groups (highly exposed or more susceptibleto
effects)

For prevention of disease it is essential to know who are exposed, what the
exposure sources and levels are, which the health effects are, the subgroups of
the popul ation with the highest risk, and the proportion of the popul ation affected.
Using this information, measures to reduce exposure and effects can be taken.
Human exposure assessment is a complex process, involving many different
specialists, such asindustrial hygienists, chemists, environmental health physi-
ciansand toxicologists.

Key considerations of human exposure
assessment

Time and location

Timeand location play important rolesin human exposure assessment in several
ways. Individuals are exposed intermittently throughout awhole lifetime, over
time periods of various lengths and of various intensities, depending on what
they do and wherethey spend their time.

Exposureduration and frequency

The duration and the frequency of exposure are both important determinants of
total exposure. The minimum duration of exposure causing adiseaseisoften not
known. Therefore, it can be important to evaluate exposure over both long and
short periods. When health effectsfrom long-term exposure (months, years) are
to beevaluated, exposure and dose are usually integrated over the time period of
interest. For shorter periods, such as minutes, hours, or days, exposureisusually
averaged over the specific time period. Theintegrated (cumulative) exposureis
defined as the area under the curve, determined by exposure concentration and
timeasillustrated in Figure 9 (p. 26). Cumulative exposureis often used asthe
exposureindex in epidemiological studies, but it may not give acompletepicture
of the exposure potentially associated with a health outcome. For example, a
study of the association between lung cancer and smoking have suggested that
lung cancer risk increases with the square of smoking intensity but with the

25



Threshold for acute effects

[J Subject A
E] SubjectB

Concentration

Time

Figure 9. Two individuals experiencing different
exposure patterns but the same cumulative dose. During
the time period shown subject A encountered considera-
bly higher concentration of the pollutant than subject B,
but the cumulative exposure (area under the curve) was
the same for both individuals.

fourth or fifth power of smoking duration (Doll and Peto, 1978). Thus, smoking
two packs of cigarettes a day for 10 years would not confer the same risk as
smoking one pack a day for 20 years, the latter is worse.

If high (peak) exposures in a short time interval cause more harm than an equiva-
lent amount over a protracted period, an index of peak exposures may be useful.
For example Enterline (1976) noticed that intermittent exposures to asbestos
carried a higher risk than continuous exposures when average exposures were
similar. Peak exposures may also cause adverse effects that may be distinct from
those of cumulative exposure. Intensity, frequency and duration should be con-
sidered in the definition of peaks.
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Timebetween exposureand effects

Thetimebetween initial exposure and the occurrence of ahealth effect can vary
from instantly to decades depending on the agent and the type of effect. Thisis
important to know in order to assess exposure for arelevant period of timein
relation to the expected effects. For hazardous agents that cause acute effects
more or less immediately after exposure starts, the current level of exposure
should be measured. An example is carbon monoxide (CO) causing predomi-
nately acute cardiovascular effects due to decreased binding and transport of
oxygen in the blood. However, other environmental agents, for example cad-
mium and lead, can cause health effects after long-term exposure at relatively
low levels. They accumulate in the body because of their low rate of excretion
(i.e. long biological half-time), and adverse health effects may occur when the
concentration has reached a critical level. For carcinogenic agents, the time
between exposure and the appearance of atumour isoftenin the order of decades,
which often makes it necessary to estimate exposure retrospectively, since
prospective studieswould take too long to compl ete.

Time-activity patternsand exposur e settings

Concentrations of potentially harmful agentsdiffer inrelation to time of the day,
week, or season, etc., and between different settings. | nformation on how people
use their time, and where they spend it, may influence exposure considerably.
Human behaviour and use of timeisreferred to asthetime-activity pattern of an
individual or apopulation.

Peopl e are moving between various exposure settingswith different concentrations
of hazardous agents. An exposure setting may bereferred to asamicroenvironment.
A microenvironment isawell-defined surrounding such asthe workplace, home,
vehicle, kitchen, store, restaurant, etc., that can be treated as homogeneous (or
well-characterised) with regard to the concentration of ahazardous agent (Duan,
1982). Exposure assessment can be based on measurements of hazardous agents
intypical (or al) microenvironmentswhere peopl e spend time, and of the amount
of time spent there, i.e. concentration x timefor each microenvironment (Box 13,
p. 97).

Knowledge of thetype of activities performed can assist inidentifying sources of

exposure, activities contributing significantly to exposure, and in investigating
rel ationships between exposure and health effects (Box 5, p.28).
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Timeactivity data

Time-activity data in combination with microenvironmental concentration
measurements or personal measurements can be used to identify sources of
exposure and activitiesthat contribute significantly to exposure. For example,
measurements of personal exposure to nitrogen dioxide (NO,) were carried
out among children in acommunity of Sweden where high ambient levels of
NO, had been measured repeatedly at the outdoor fixed monitoring stationin
the centre of an urban area. However, it became evident from diaries kept by
the children that the most significant source of NO, exposure wasindoor ice-
skating arenas. Childen visiting indoor ice-skating arenas showed extremely
high exposures (Figure 10). It was concluded that the source of NO, wasthe
iceresurfacing machine.
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40 400
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(@) (@)
z = 2 =
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10 100
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Day of theweek Day of theweek

Figure 10. Example of day-to-day variations of NO, exposure (ug/mq) in rela-
tion to activities for two children: one living in an urban area (left) and one
livinginarural area(right). Notice theten-fold difference on the y-axis. Left: On
Monday this child went skating for 2 h in the indoor ice-skating arena. Saturday
she spent 3 hin the downtown area, indoors (2 h) and outdoors (1 h). Sunday was
spent at home. Right: Wednesday (1.5 h) and Sunday (2 h) were spent in the
indoor ice-skating arena by thisboy (datafrom Berglund et al, 1994b).
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Additional factors modifying ex-
posure and dose

Additional factorsinfluencing the exposure and
dose, and which haveto be considered in human
exposure assessment, include persona habitsand
preferences of the individual, often referred to
as life-stylefactors, aswell as socio-economic
and cultural factors, nutritional status, and level
of physical activity.

In epidemiological studiesit is very important
to adequately deal with potential confounders
and effect modifiers. A variable associated with
the outcome of interest aswell aswith the expo-
sureunder study isaconfounder, in other words
it may distort the associations under investiga-
tion (Box 6). A variable is considered to be an
effect modifier if the association between
exposure and the investigated outcome are not
the samefor different level s of thiseffect modi-
fier. Confoundersand effect modifiers should be
measured and quantified in asimilar way to the
exposure of primeinterest.

Life-stylefactors

\§
- (@®
Example of a confounder

that should be considered
and quantified

Passive smoking or environ-
mental tobacco smoke (ETS)
isarisk factor for respiratory
symptoms. Indoor air pollu-
tion from the use of gas for
cooking is also arisk factor
for respiratory symptoms. If
the association between
asthmasymptomsin children
andindoor air pollution from
gas stovesis to be assessed,
exposurefrom passive smok-
ing must also be measured. If
those cooking with gas have
different ETS exposure
patterns than those not cook-
ing with gas, the association
with asthma symptoms may
be confounded.

Life-style factors such as food choice and smoking habits will influence the
exposure and dose. For example, individuals habitually eating adiet richin shell-
fish had a much higher intake of cadmium than individuals eating a fibre rich
diet (vegetarian diet) or a mixed diet (Figure 11, p. 30). However, their blood
cadmium concentrationswere not significantly different, indicating differences
inthegastro-intestinal absorption of cadmium depending on nutritional and dietary
factors.

Someindividuals consume much moredrinking-water and beveragesthan others.
Living in hot climates makes it necessary to drink a lot of water. The risk of
excessve exposureto fluoride, which may cause osteofluoross, istherefore higher,
for example, in Indiathan in Scandinaviaeven though the fluoride concentration
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Figure 11. Intake of cadmium via different types
of diets (medians and 95-percentiles, ug Cd/10
MJ; data from Berglund et al, 1994a; Vahter et
al, 1996).

in drinking-water is similar. Some people may consume only bottled water.
Therefore, it isimportant to investigate the actual water intake in a population
when performing a study of the exposure via drinking-water, instead of using a
default value of, for example, 2 litres/day for an adult.

Socio-economicand nutritional status

Socio-economic and nutritional status may affect exposure and dose. L ow socio-
economic status (measured by income, education, housing or occupation)
appearsto increase both the environmental exposure and the susceptibility, for
exampledueto poor nutrition. However inrelatively high socio-economic classes,
low nutritional status such as iron deficiency in women is also common. For
example, in Swedish women of childbearing age (including all social classes), it
was shown that 10-40 % of the women had depl eted body iron stores (Hallberg
et a, 1993). Iron deficiency has been shown to increase the absorption of cad-
mium in the gastrointestinal tract, leading to increased blood cadmium concen-
trations and increased body burden of cadmium (Berglund et al, 1994a; Akesson
et al, 2002).
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Deteriorating leaded paint in old housing is a
significant source of |ead exposure, especialy in
young children, due to their hand-to mouth
behaviour. Lead paint exposure is particularly
common in deprived areas with alarge propor-
tion of old houses. L ead concentrationsin house-
hold dust and garden soil may bevery high, lead-
ing to high exposures.

Polychlorinated biphenyls (PCBS) - synthetic hy-
drocarbon compounds once used as insulating
materials and capacitors - are among the most
persistent and ubiquitous environmental contami-
nants. Environmental emissions of these
compounds have given riseto amarked accumu-
lationinthefood chain, including certain species
of edible fatty fish. If the contaminated fish is
consumed, thismay cause significant human ex-
posure. In utero exposureto PCBshasbeen linked
to adverse effects on the devel opment of children
(Box 7). Interestingly, and in contrast to
environmental lead exposure, exposureto PCBs
in the study by Jacobson and Jacobson (1996)
was not related to poverty or deprived social
circumstances.
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Intake of contaminated fish
gaveriseto developmental
effectsin children.

Jacobson and Jacobson (1996)
have studied women and their
children who consumed fish
from the contaminated Lake
Michigan. PCBs and a number
of other pollutants were deter-
mined in maternal and umbili-
cal cord blood, breast milk, and
in blood samples from the chil-
dren at ages4 and 11. The cog-
nitive function of the children
wastested at age 11. Therewere
significant negative associa-
tionswith perinatal exposureto
PCBs and several of the cogni-
tive function tests. Various
confounders such as educa-
tional level of the mother were
considered, but the overall find-
ing that early PCB exposure
may affect the intellectual de-
velopment remained.



Physical activity

Physical activity has effects on uptake, metabolism and distribution of agents
inhaled. For example, someonewho isexercising heavily may inhale morethan
ten times as much air per minute as a person at rest. Differences in individual
ventilation patterns, for example mouth and nose breathing, a so influence depo-
sition and absorption of inhaled substances. Astrand and co-workers (1983) have
examined the effects of exercise on the uptake, metabolism, and distribution of
solvents. They observed that even mild exercise might increasetherate of uptake
and changethe pattern of blood flow through thetissues. Because of these changes,
the relationship between target tissue concentration and exposure level may also
changedramatically.

Figure 12 shows how the time course of ethylene oxide (EtO) concentrations
varied in the three main tissue groups as a function of different levels of light
exercise: 10 watts sedentary work versus 50 watts light work. The increased
respiration and cardiac rates associated with 50 watts of work resulted in twice
thelevels of EtO in the tissues as those associated with 10 watts of work. The
skin/muscle group displayed the largest increase because of theincreased blood
flow in thesetissues. Thus, two exposure situationswith identical air concentra-
tions of EtO resulted in amore than twofold differencein the individual dose.

Exposure distributions and high-risk groups

There arelarge variations in exposure between and also within individuals due
tovariation in behaviour, activity patterns and other factors modifying exposure
and dose. Thus, not everybody in the general populationisequally exposed and
not everybody in the general population is at the samerisk, given somelevel of
exposure.

Identification of high-risk subgroupsisimportant from apublic health perspec-
tive (Figure 13). Certain individuals may be at higher risk becausethey are more
exposed than the averageindividual; that is, they are at the high end of an expo-
suredistribution. For example, vegetarians are potentially more exposed to agri-
cultural pesticides and cadmium than the general population, because of their
higher intake of vegetables, fruit, and rice. Other individuals may be at higher
risk because they are more susceptible to exposure; thus, they may develope
health effects at lower exposures than the average person. Potential causes of

32



Figure 12. Physiological model estimated tissue concentrations of
ethylene oxide in the three major tissue groups for two identical
periods of inhalation exposure but different levels of exercise

(adapted from Astrand et al, 1983).
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Figure 13. Hypothetical exposure distributions illust-
rating the relationship between the general population
and population subgroups (adapted from Sexton et a,

1995).




enhanced susceptibility are genetic predisposition, age, gender, pre-existing dis-
ease (for example, asthma, diabetes), inadequate nutrition and stress. For ex-
ample, foetuses and young children are more susceptible to lead because of
their immature blood-brain barrier and central nervous system.



After reading this chapter you will:

» Beaware of the principal applications of human exposure
assessment

» Beabletoidentify the requirements of exposure assessment in
environmental epidemiology, risk assessment/management
and documentation of status and trend

» Understand the importance of appropriate exposure
information in health prevention and promotion

Exposure assessment dataare used mainly infour interrel ated disciplines, that is
epidemiology, risk assessment, risk management and status and trend analysis
(Sexton et al, 1992).

Epidemiological studiesexaminethelink between human exposures and health
outcomes. Risk assessment estimates the likelihood, magnitude, and uncertainty
of health risks associated with exposures. Risk management dealswith thelevel
of health risksin the society, and what to do about them. Satus and trend studies
evaluate historical patterns, current status and possible future changesin human
EXposUres.
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Occupational and environmental epide-
miology

Epidemiology isthe study of the occurrence of disease and its determinantsin
human populations. For morethan acentury, epidemiological studieshaveplayed
an important part in investigations of infectious disease. Today, epidemiological
methods are increasingly used to study effects of chemical and physical
environmental agents.

Epidemiological studies often concern chronic diseases (such as cancer) with
long latency periods, for which the time between actual exposure and onset of
disease may be very long, sometimes in the order of decades. Thus, previous
rather than current exposure |l evel smay be associated with the disease. To study
the associations between previous exposure and current diseaseisthus one of the
major challengesin modern epidemiology.

Retrospective or historic exposure assessment isvery important in many epide-
miological studies. Sometimes retrospective exposure assessment is relatively
easy. Lead, for example, accumulatesin bone and teeth, and analysis of lead in
thesematerialsmay thusprovide agood estimate of the accumulated dose (Chapter
5, p. 93). Inmost situationsit is, however, much more difficult to assess previous
exposures.

Indicesof historical exposures may includefor instance duration of employment
in a plant (occupational exposure) or period of residency in a polluted area
(environmental exposure). The most important factors for determination of
historical exposuresare duration (time) and intensity (concentrations).

Occupational or environmental epidemiological studies examine associations
between exposuresto occupational or environmental agentsand associated dis-
eases. Occupationa exposures have been very high in many industries in the
Western world, but have continuously decreased during recent decades. In devel-
oping countriesin the beginning of industrialisation, occupational exposure may
still be high. In the devel oped countries, environmental exposures are often low
and not specific, but in many other countriesin theworld environmental exposures
aredtill relatively high.
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The objective of an epidemiological study isto assess whether an exposure has
an effect on health, by comparing the health effects of exposed to unexposed
persons (Baker et a, 1999).

The following table (Table 2) illustrates different exposure assessment related
problemsencountered in occupationa and environmental epidemiological studies.

Table 2. Differences between occupational and environmental exposure assessment.

Issue

Exposure prevalence

Occupational

Confined to specific
occupational settings

Environmental

Often commonly occuring,
but not specific

Exposure range

Wide range of exposures
within an industry is
relatively common

Limited range of exposures,
that is “high exposure” is not
very different from “low
exposure’

Exposure
characteristics

Single (or afew) exposure
common

Often multiple exposures
(complex mixtures) but
usualy only a single expo-
sure included in study

Individual exposure
data

Often lacking, but data
from representative work
places may be good
surrogates

Often lacking, group or
community based data may
be less good surrogates

Public hedlth
importance

Limited
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As study design and methods are essential for sound environmental epidemiol-
ogy, werefer to the abundant epidemiol ogical literature. Thefollowing sections
giveonly abrief overview of the most important study designs. The appropriate
strategiesto deal with the above mentioned challenges of environmental epide-
miology depend on the chosen study design, the research question and the meth-
ods.

Exposure assessment in various types of
epidemiological studies

Depending on the study design and purpose of the epidemiological study, vari-
ous types of exposure data are needed.

Cohort studies
Cohort studiesfollow health events occurring in exposed subjects over time. One
example of acohort study is given in Chapter 9 (The Bhopal disaster).

Prospective cohort studies require basic documentation of present exposure.
Since most exposures vary over time, it may be necessary to measure exposure
repeatedly during the follow-up period. For example, in the cohort study of male
British doctors initiated in 1951 by Doll and Hill, doctors were re-surveyed
regarding their smoking habitsin 1957, 1966 and 1972 (Doll and Peto, 1978).
Over the study period the prevalence of current smoking in the cohort decreased
markedly. Disease incidence and mortality pattern could be extensively studied
asafunction of individual smoking histories.

Retrospective cohort studies have been commonly used in the study of work
environment related diseases. Historical occupational exposure data may be
obtained from many different sources. Theinitial step isusually to identify the
potentially toxic agents. Sometimes this is arelatively easy task, for example
when the concern is exposure to agents with known toxic properties, such as
asbestos or arsenic.

In other cases both type of exposures and their concentrations may vary over
time. Commonly, itisnot only asingle agent which isof interest for the outcome
under study. Instead, complex mixtures of compounds may be responsible for
the causation of disease. Such mixtures are, however, rarely studied, partly due
todesign difficulties. Inrelatively few studies hastheinteraction been analysed
between two toxic agents, for example between arsenic and smoking, or asbestos
and smoking, asrisk factorsfor lung cancer.
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It is also important to identify confounding ex-
posuresto be able to compute potential exposure
response relationshipsin an accurate way.

Records of employment are commonly used in
occupational epidemiology, sometimes supple-
mented by measurements of specific substances
in the work environment. A rarely used alterna-
tive to records is the reconstruction of previous
work place environments in which actual mea-
surements can be performed.

One of the most commonly used retrospective
exposure estimatesin occupational epidemiologi-
cal studiesisduration of employment, which does
not take into account levels of concentration of
the agentsunder study. An exposure profile over
timefor theentire plant addsfurther information
to the exposure assessment. Combining such a
profilewith theindividua worker’semployment
records yields cumulative exposure values for
each worker, but does not take into account air
concentration variations within the plant.
Nevertheless, this rather crude cumulative
exposure estimate may yield strong associations
between exposure and disease as shown in the
examplegiveninBox 8.

If more detailed information is available with,
for example, different exposure concentrations
indifferent plant areas or workshops, the degree
of mis-classification of exposure naturally
decreases and thus the precision of the study

- @D

Cumulativecadmium
exposure and prevalence of
kidney dysfunction

Cadmiumisaheavy metal with
avery long biological haf-time.
The critical organ isthe kidney
and the first sign of cadmium
induced renal damage is a uri-
nary excretion of low molecu-
lar weight proteins, such as
beta-2-microglobulin, due to
decreased reabsorption in the
renal tubules. The prevalence of
tubular proteinuriawas studied
in a cohort of 900 nickel-cad-
mium battery workersin Swe-
den. A rough estimate of the
cadmium concentrations in
workroom air over time was
used as a surrogate for indi-
vidual exposure. The cadmium
concentration for each time pe-
riod was linked with the work
files and cumulative exposure
indiceswere computed for each
worker. Using these rather
crude estimates of exposure, it
was possible to establish expo-
sure response relationships for
cadmium exposure and the
prevalence of tubular proteinu-
ria (Table 3; Jarup et al, 1988).

increases. A goal for retrospective exposure assessment isto possibly reach this
level of refinement, but the work is very time-consuming and thus expensive.
Therefore, rather few studies have been published using such refined exposure

estimates.
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Table 3. Exposure-response relationship between cumulative exposure to cadmium
in work room air and the prevalence of tubular proteinuria in Swedish nickel cad-
mium battery workers (Jérup et al, 1988).

Cumulativeexposure Cases of tubular Total number of  Prevaenceof

tocadmiuminair proteinuria exposed subjects  tubular proteinuria %
Hg/m?® year

<359 3 264 11

359 - <1710 7 76 9.2

1710 - <4578 10 43 23.3

4578 - <9458 10 31 323

9458 - <15000 5 16 312

15000 + 5 10 50.0

Another way of assigning exposures to individual workersis by so-called Job
Exposure Matrices (JEMS). A matrix consisting of job titles and relevant expo-
sure levels can be estimated. Often exposure has changed over time and com-
monly JEM sthereforeinclude several time periodswith varying exposurelevels.
Typically, in the early years of a factory operation the exposures were much
higher thanin later years, when various control measures had been implemented.

Useful data sources for generating a job-exposure matrix have been suggested
and are listed below (Checkoway et al, 1989):

* Industrial hygiene or health physics sampling data

® Process descriptions and flow charts

* Plant production records

® |nspection and accident reports

* Engineering control and protective equi pment documentation
* Biologica monitoring results

Historical archives containing information on, for example, industrial processes
and control measures are useful but rarely found in smaller industries. Evenin
large industries such records may be hard to obtain. In a few cases, measure-
ments of toxic agents have been made throughout plant operation. Even if his-
toric files exist the task of developing a JEM al so includesinterviews with, for
example, former employees, trade unionists and occupational health physicians.
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Case-control studies

A case-control study (or case-referent study) ex-
amines the association between exposure and a
health effect by comparing individual swho have
developed the disease (cases), with individuals
who have not (controls or referents), and who
are from the same popul ation as the cases (Box
9). In case-control studies, exposure assessment
should allow inferences about past exposure,
usually along time before onset of disease. Such
studiestherefore most often rely on personal in-
terviews, self-administered questionnaires and
availablerecordsabout the study personsand the
exposuresthey may have encountered. Informa-
tion on present exposure datais sometimes used
in case-control studies, but assumes stability of
exposure over time. Thisisrarely the case how-
ever and therefore mis-classification of exposure
islikely. Asking anindividual about present smok-
ing habitsalone may thusyield completely wrong
information about previous smoking, since the
respondent may have quit smoking recently.
Another exampleistheuseof current air pollution
datato describeretrospective exposureto air pol-
lution. Changes in heating systems and the de-
velopment of road traffic over time would most
likely be considerable, eventually leading to
substantial mis-classification of exposure.

The so-called nested case-control design uses a
previously existing cohort. For cases of a dis-
ease under study and anumber of controlswithin
the cohort, additional detailed information of rel-
evant exposuresand confounders may be obtained

\.
£

A case-control study of lung
cancer in Stockholm

In a case-control study of lung
cancer in Stockholm, exposure
to air pollution was assessed
through a postal questionnaire
combined with dispersion mod-
elling of relevant air pollutants
(Nyberg et al, 2000). Casesand
controls (or their next of kin,
when the respondent was de-
ceased) were asked questionson
their previous and current
residential addresses. This in-
formation was combined with
information on air pollution
dataderived fromthedispersion
modelling to get individual cu-
mulative air pollution esti-
mates. Questions were also
asked about other potential risk
factorsfor lung cancer, smoking
being the most important. Ex-
posure to environmental to-
bacco smoke was assessed, as
well ascertain dietary habits, in
particular consumption of veg-
etables with potentially protec-
tive properties. The study
showed an increased risk for
lung cancer associated with ex-
posure to road traffic generated
air pollutants.

for example through questionnaires sent to cases and controls. Thus, data on
exposures and other risk factors will be required only for the cases and their

controls, and thereby costs can be cut.
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Cross-sectional studies

In cross-sectional studies, data on exposure and health outcome are collected at
the sametime (Box 10). The association between exposure and prevalence of the
health outcomeis studied. These studies may use the current exposure situation
and sometimes, al so past exposure. In thelatter case, the same methods as used
in retrospective studies may be applied. Direct measurements of current expo-
sure are often convenient to perform and, in fact, are an advantage of the cross-

C

TheCadmibel study

Studies on kidney damage (tu-
bular proteinuria) after (long-
term) cadmium exposure have
mostly been cross-sectional. A
good example of alarge cross-
sectional study that has had
great impact on consequent re-
search as well as on public
health action is the so-called
Cadmibel study (Buchet et al,
1990). In this study, 1699 sub-
jects aged 20-80 years were
studied as a random sample of
four areas of Belgium with
varying degrees of cadmium
pollution. After standardisation
for several possible confound-
ing factors, several urinary
markers of tubular dysfunction
were significantly associated
with the urinary excretion of
cadmium (a marker of cad-
mium body burden). Theresults
suggested that subclinical
changes in tubular function
might occur in the general
popul ation above athreshold of
urinary cadmium as low as 2
po/24h.

sectional study design. A major disadvantage of
concurrent assessment of exposure and healthis
the inability to establish the temporal sequence
of exposure and health outcome. This is
particularly true for situations where a disease
may cause a change in the exposure pattern, for
example asthmaticstend to give up smoking due
to the disease.

Ecological studies

The collection of individual exposure data is
expensive. Ecological studies make use of often
easily available aggregate data such as average
exposure or proportion of population exposed,
for examplethe prevalence of smokingin acounty
(“exposure’), and the mortality rates (* outcome”)
for the same population. The statistical correla
tion of aggregate data may strongly differ from
the true exposure-effect association. Due to the
lack of individual data, control of confoundingis
not possibleand, in contrast to studieson thein-
dividua level, it cannot be anticipated whether
ecological correlations are stronger, weaker, or
similar to the individual level associations. For
that reason, truly ecological studiesareinadequate
sources for etiological inference. It must be
emphasised that for example cohort and cross-
sectional studies, although collecting individual
data, may use “aggregate” exposure data rather
than individually measured exposures. Examples
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may bejob titlesin occupational epidemiology or the average level of ambient
air pollution in the region of residence. Such a design may be termed * semi-
individual” (Kinzli and Tager, 1997).

However, ecological studiesmay be useful for hypothesis generation. Routinely
collected data on exposures (such as air pollution levels) and health outcomes
(such as mortality, cancer incidence and hospital admissions) may be used for
ecological analysis. Theresultsfrom such analysis may indicateif further more
detailed epidemiological analysis is warranted. An example of how routinely
collected data have been used successfully to assess potential health risks asso-
ciated with environmental exposures is the Small Area Health Statistics Unit
(SAHSU) in the United Kingdom. SAHSU was established in 1987 to respond
to environmental health risks, following the alleged association between expo-
sureto radiation from the Sellafield nuclear power plant and childhood leukae-
mia. To be able to make a first assessment quickly, which is often essential,
SAHSU has developed a technique, using Geographic Information Systems
(Chapter 5, p. 98), which computes relative risks around a potential source of
environmental exposure (Aylin et al, 1999). These initial analyses can be per-
formed in a few hours, and may give an indication of potential health risks,
enabling further stepsto be taken without delay.

Timeseriesstudies

Time-seriesanalyses have been commonly applied to studiesof air pollution and
acute health effects. A well-known example of atime-series study isthe London
fog episode of 1952 (Box 1, p. 3). Time-series studies analyse exposures and
associated short-term outcomes repeatedly in the same group of people over
time. An advantage of thisdesignisthat individual life-stylefactors (for example
diet and smoking) which may be confounders do not influencethe analysessince
the study individuals are their own controls. However, time dependent factors
such astemperature and other meteorol ogical factors may confound associations
intime-series studies, and must therefore be controlled for. Several recent large
studies of ambient air pollution and acute health effects have found an almost
linear association between increasesintheair pollution levelsand increaseinthe
daily number of deaths on the same day or over the next few days. Although the
relativerisksarelow, for particlestypically inthe order of a0.5-1 % (RR=1.005-
1.01) increment for a 10 ug/m® change in PM_, statistically significant and
consistent results have been observed in cities around the world (Dockery and
Pope, 1994). Although these studies show that mortality (and hospital admissions)
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increaseif theair pollution levelsincrease, thetime-series design cannot estimate
the prematurity of these events. Air pollution episodes may thus“harvest” death
among those so severely ill that they would have died within days even without
any increased air pollution levels. To establish thefull impact of air pollution on
life expectancy, it isnecessary to perform cohort studieswith long-term follow-
up (Dockery et al, 1993).

Risk assessment and risk management

Exposure assessment and exposure control are important toolsin the processes
of risk assessment and risk management. Risk assessment gives a quantitative
estimate of therisk of a specific health effect based on available exposure data,
and risk management uses thisinformation to set priorities, improve decision-
making, and produce more efficient risk (exposure) reduction strategies.

Scientific resultsfrom health effect studies associated with environmental expo-
sures have frequently been interpreted differently by scientistsand lay persons.
It isthus very important that scientists produce not only scientific measures of
such health risks but also make efforts to disseminate the results so that lay
persons will understand the significance of the findings. Thisis referred to as
risk communication and is not always an easy task. It may be wise to consult
experts from the social science field to assist in the dissemination strategy. A
number of social science research methods have been used to investigate risk
perceptions, risk communication and public participation.

Risk assessment

Risk assessment isaformal process used to estimate the likelihood and magni-
tude of adverse health effects caused by a hazardous agent in humans. The as-
sessments of risksto human health involvesthe scientific examination and evalu-
ation of information in three areas:

* The hazardous nature of agentsin the environment
® The degree of human exposure to such agents
® Theimpact of such exposure on people's health



A basic framework for the process of risk assessment for human health effects
has evolved through national and international consensus and is now well ac-
cepted. Risk assessment process can be divided into four parts (NRC, 1983;
Risk Assessment and Toxicology Steering Committee, 1999):

* Hazard identification
® Hazard characterisation (dose-effect and dose-response assessment)
® Exposure assessment
* Risk characterisation

Hazar d identification

Hazard identification is based on data from human and animal studies, in vitro
test systems, structure-activity relationshipsand other relevant datato determine
whether exposure to an agent can cause adverse health effects in humans
(qualitative estimate). For exampl e, can exposure to benzene causeleukaemiain
humans? The amount of toxicity data available for risk assessments varies
considerably depending on the type of substance and the intended use. For risk
assessments of substances that are specifically regulated, such as drugs, pesti-
cides, and food additives, thereis usually a complete set of toxicity data avail-
able. However, for pollutantsformed in the environment, or unintentionally pro-
duced and released to the environment, the available data may be scarce.

Hazard characterisation

Hazard characterisation is the quantitative eval uation of the adverse effects ob-
served, usually by dose-response assessment, the eval uation of mechanisms of
action, and speciesdifferencesin response. If available, environmental epidemi-
ology studies may provide the most relevant dose-response estimates for envi-
ronmental exposures, established under “real life” conditions. However, with
few exceptions, there are no empirical human data concerning relationships
between dose and effect or response at low exposure levels. High exposure
situations, such asthe chemical accident in Bhopal (described in Chapter 9) or
poisonings, such asthe mercury poisoning of the general populationsin Minamata
and Irag (Box 1, p. 3), and experimental animal data are often the only data
available. Therefore, extrapolationsfrom high to low doses and from animalsto
humans are necessary, which make the estimates highly uncertain. Mathematical
models are often used to predict the effects at low-dose levels. Still, regulatory
authorities need those estimatesin order to establish, for example, guidelineval-
uesfor drinking-water quality and threshold limit values for work-room air.
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Exposureassessment

Exposure assessment identifies and defines the exposure that occurs, or is
anticipated to occur, in human popul ations. Quantitative measures of exposure
areessential toimprove validity and to reduce uncertainty in risk assessment and
management. However, all types of exposure data have to be considered in the
processes if there is alack of quantitative data. Ideally, exposure data should
include eval uation of sources of pollutants (pollutant type, amount released, geo-
graphic location), pollutant concentrationsin air, water, soil and food, exposure
routes, intensity, duration and frequency, and resulting doses (absorbed doses,
target doses, concentrations of biomarkers). The exposurelevel and the number
of persons exposed should be estimated for different groups of the genera
population, in particular susceptible groups and highly exposed groups. Further-
more, therelative contributions of all important sources and exposure pathways
to the associated target dose should be determined. If all those datawere avail-
able, risk assessment and management would be arel atively easy task. However,
thisis never the case. Instead, exposure assessment often have to be modelled
based on environmental concentrations of apollutant in aspecific environmental
media (for example the concentration of a drinking-water pollutant) and
assumptions about the average intake of that medium in apopulation (for example
a default value for daily intake of water. In risk assessment, conservative
assumptions about exposure aretypically used in order not to underestimate the
risk (Table 4). This will of course lead to an overestimation of the risk for a
number of people, and in some cases to an underestimation of the risk. More
detailed exposure information would in most cases lead to amore effectiverisk
assessment.

Table 4. Examples of default values, which can be used in exposure assessment.

Drinking-water Adults 1-2 litres/day
Children < 1 year About 1 litre/day
Air inhaled Adults 10-20 m3/day
Soil intake Children 100 mg/day
Food Adults 25 g/kg body weight and day
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Risk characterisation

Risk characterisation is the summary of the en-
tire risk assessment process. The summary in-
cludes an estimation of the probability of an ad-
verse effect in a human population based on the
hazard identification, the dose-response and the
exposure information. For example, how many
cases of leukaemiaare caused by adefined expo-
sure to benzene in a specific population? The
uncertainty of the risk estimate and the severity
of the effect should be taken into account.

Risk management

Therisk estimate and asummary of the relevant
biological information, the assumptionsused and
their limitations, as well as a discussion of the
variability and uncertainty in therisk assessment,
are used in risk management decisions. Risk
management involves three basic types of
decisons:

® Determination of “ unacceptable” risks

* Selection of the most cost-effective method
for prevention or risk reduction

* Evaluation of the success of exposure and
risk reduction efforts (exposure and risk
control)

Risk managers often have to decide which health
effects are unacceptable, based on crude data.
For example, regulatory action may have to be
taken based on exposure data long before
epidemiologists have quantified the health
impacts. As new information becomesavailable,
risk management decisions should be re-
evaluated. In the absence of good exposure
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Determination of athreshold
valueor NOEL, and itsusein
calculating an acceptable
daily intake, ADI

A threshold value, or the so-
called No-Observed-Effect-
Level (NOEL), can be deter-
mined in experimental animal
studies. Groups of animals are
given different doses of the sub-
stance to be tested, for exam-
ple, afood additive. A number
of para-meters are measured,
according to the toxicological
testing guidelines for food ad-
ditives, in order to detect any
adverse effect to which the sub-
stance administered could have
given rise. The highest dose
tested without effectsin the ani-
mal experiments (NOEL ) isdi-
vided by an (arbitrary) uncer-
tainty factor. The uncertainty
factor approach has often been
used to cal culate acceptable (or
tolerable) daily intakes (ADIs
or TDIs):

ADI = NOEL/Uncertainty factor

Although arbitrary, the uncer-
tainty factor isintended to com-
pensate for the uncertainty and
variability inherent in the
NOEL value. Often an
uncertainty factor of 100 is
used, allowing for a 10-fold
differencein sengitivity between
animals and humans, and a 10-
fold difference in human
variability.



information, policy makers may make erroneous assumptions about risks, which
may result in overly costly control measures. For political reasons, despite an
increasing knowledge about potentially harmful exposures, preventive actionis
often slow to materialise. Thisisespecially truein developing countries, where
environmental and occupational exposures can exceed national and international
guidelines considerably without any preventive action being taken.

Risk managers should understand the quality of the data (validity and uncer-
tainty) before determining itsappropriatenessin decision making. The basicissues
that should be considered are, according to Burke et al (1992):

® Samplingissues
Arevalid methods used?
Isthere an adequate number of samples?
Isthelevel of detection appropriate for therisk being investigated?
Arethelaboratory methods for quality assurance and quality control
adequately documented?

°® Populationissues
Can highly exposed subpopulations be identified?
Isthe exposure of sensitive subpopul ations measured?
Isthe variability of exposure in the popul ation measured?
Do the methods provide a representative sampl e of the popul ation?

® Exposure data issues
Arethedatarelevant geographically?
Arethe data correct temporally (i.e. current, seasonally appropriate)?
Aretherelevant pathways of exposure measured?
Do the data measure trends in exposure that can be used to evaluate the
effectiveness of risk-management efforts?

The severity and costs of the effectson health, thefeasibility of reducing therisk,

the cost of taking action (including considerations of benefits and alternatives)
andthesocid attitudestowardstherisk need to be considered in risk management.
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Status and trend evaluation

Evaluation of the current status and the historical trendsin environmental expo-
sures is an important component of epidemiology, risk assessment and risk
management. Eval uation requires collection of exposureinformation for arela-
tively long period of time so that temporal and spatial trendsin the data can be
identified and understood. Historical exposure data can beinvaluablefor identi-
fying new or emerging problems, recognising the relative importance of emis-
sion sources and exposure pathways, assessing the effectiveness of pollution
controls, distinguishing epidemiological research opportunities and predicting
future changesin exposures and effects (Sexton et al, 1992).

Important aspects of status and trend studies are:

® Consistency over time, both in sampling and analytical methods, including
differencesin detection limits of the analytical methods used over time

* Appropriate frequency of sampling to detect possible changes and to cover
variations dueto time of day, seasonal variation and age-dependant changes

® Representativity of the samples

Infacilitating exposuretrend analysis, the creation of biological specimen banks
has proven very useful. Archived samples may enable trend analysis of new
environmental pollutants as they emerge and are recognised as problems, and
evaluation of exposure reduction efforts. One example of atrend study is the
analysesof pesticides(p, p’ - DDT and p, p” - DDE) and polychlorinated biphenyls
(PCBSs) in archived Swedish human milk samples (Figure 14, p. 50). The positive
effect of the prohibition of DDT in Sweden in 1970 is noticed in the decrease of
the concentrationsin milk. One advantage of analyses of banked samplesisthat
development in analytical techniques, such asincreased sengitivity of the methods
and decreased analytical detection limits, does not haveto be corrected for inthe
trend analysis. On the other hand it should be realised that reduction and/or
degradation of the agent in the sample may take place during storage. For example,
reduction of an agent in asample may take place due to evaporation or binding
of the agent to the storage material. Degradation may take place due to high
temperature or instability of the agent. Therefore, banking of samplesrequires
specific considerations regarding sampling materials and storage conditions.
Furthermore, ethical considerations need to be addressed (Chapter 8, p. 123).
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Figure 14. Concentrations of some organochlorine contaminants
in human milk 1972-1992 (data from Lundén and Norén, 1998).




After reading this chapter you will:

* Be familiar with basic strategies for assessing exposure,
including use of existing data, and direct and indirect
approaches

* Recognise the methodological limitations in exposure
assessments and their effects on study outcomes

* Recognise the needs for improving the information gaps
in the exposure information data base

Different approaches to human exposure
assessment

Human exposure assessment may be carried out directly or indirectly (Figure
15, p. 52). Indirect methods involve questionnaires and diaries (personal and
home characteristics, time-activity patterns and exposure factors), environmental
(or area) monitoring, and modelling. Emission inventories and models of the
transport and fate of pollutants in the environment may also be used, although
they are generally not primarily designed for exposure assessment. Direct
methods involve personal exposure monitoring and biological monitoring. The
choice of method and strategy depends on the purpose of the study and the data
quality that is needed to address the questions to be answered. Indirect methods
generally provide exposure information at a lower cost than direct approaches.
However, indirect methods do not link pollutant concentrations with internal
doses as personal and biological monitoring do. This does not mean that personal
exposure measurements by default are superior to environmental measurements.

It is often useful to combine two or more methods to gain as much information
as possible, and to test the robustness of the results. For example, personal
exposure measurements are often combined with information from
questionnaires and time-activity diaries, and may also involve measurements
of biomarkers.
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Human exposure assessment

Indirect methods Direct methods
Questionnaires Environmental Emission inventories Personal Biological
monitoring and models monitoring monitoring

Exposure models
Pharmacokinetic
models

Figure 15. Different approaches to human exposure assessment
(adapted from NRC 1991Db).

The most important route of exposure may not always be easily ascertained.
Therefore, it may be important to consider the potential contact with all media
and routes, that is to conduct a fotal or a multimedia, multipathway exposure
assessment study. For total exposure assessment, data should be gathered for all
environmental media and routes of entry, and from personal measurements (Lioy,
1990). These data are useful for determination of the most important sources
and routes of exposure, estimation of the intensity and duration of exposure as
well as assessment of the relationship with known health effects. Individual
exposure data can also be used for validation of human exposure models. Methods
of assessing exposure and dose are described in chapter 5.
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Planning a human exposure assessment
study

The first consideration of a human exposure study should be the purpose and
objectives of the study. Hypotheses should be established prior to study start,
and the end use of the data should be considered. For example, the study may:

® Examine long-term effects of emission control strategies on the exposure to
a contaminant in the general population

® Provide information on exposure magnitude and variance in order to plan
and design additional studies

® Compare exposure levels between various groups of a population

® Identify high-risk groups

There may be more than one objective, which is why it is important to choose
study parameters that properly address the questions to be answered.

Secondly, the study parameters should be defined. Study parameters include the
population to be studied, pollutants to be studied, measurement techniques and
the time frame of interest. Several aspects of the contact between people and
hazardous substances have to be considered in the planning of an exposure study,
and in the following exposure analysis. These have been summarised in Table 5
(p- 54). A study plan, describing what, where, when and how data shall be collected,
as well as a detailed sampling protocol should be developed.

Furthermore, procedures for quality assurance and quality control should be
outlined (Chapter 6, p. 101). Quality data should be reported together with the
exposure data to make it possible to compare the results with other studies.
Finally, statistical considerations should be addressed (Chapter 7, p. 115); ethical
implications have to be considered (Chapter 8, p. 123); necessary approval from
ethics committees must be obtained, and the study has to be financed before it is
started.
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Table 5. Different aspects of the contact between people and pollution that are
potentially important when planning a study, and in the following exposure analysis

(adapted from Sexton et al. 1995).

* Biological
* Chemical
* Physical

* Single agent
* Multiple agents
* Mixtures

e Air e Dust
e Water e Food
* Soil ¢ Product/Item

* mg/kg (food)
* mg/L (water)
* pg/m’ (air)

* pg/em?
* % by weight
* Fibers/m? (air)

 Seconds e Weeks
e Minutes e Months
* Hours * Years
* Days * Lifetime

* Occupational/Nonoccupational
* Residential/Nonresidential
¢ Indoors/Outdoors

* Site/Source specific * National

* Local ¢ International
* Regional * Global
* Days

* Anthropogenic/Nonanthropogenic
* Area/Point

* Stationary/Mobile

* Indoor/Ourdoor

* Eating contaminated food
* Breathing contaminated air
* Touching contaminated surfaces

¢ Dermal contact
* Multiple routes

¢ Inhalation
* Ingestion

e Random
e Rare

¢ Continuous
¢ Intermittent
* Cyclic

* General population
* Population subgroups
e Individuals

e Past e Trends
¢ Present e Lifetime
e Future




Study population

Who should be included in the study?

There are basically three main types of study design to consider when choosing
a population to study (Lee at al, 1989). Comprehensive studies include all
members of the study population; a survey (or probability sample study) is based
on arandomly selected, representative sample of individuals; anecdotal studies
consist of a convenient (non-random, non-probability) sample of the population.

Comprehensive studies are typically carried out when the total population is
small since the costs would be too high in a large population. A survey, or prob-
ability sample study, aims to remove selection bias and is useful for generalising
results beyond the persons studied and to the general population. A random sample
of the study population should be investigated in order to get exposure distribution
data. For information on random sampling strategies, the reader is referred to the
specialized literature (Kalton 1983; Kollander 1993; Callahan et al, 1995). The
anecdotal, non-probability sample, study design is often used for description or
exploration of a given situation. The sample is usually formed from volunteers,
making it difficult to generalise the results to the general population. There is a
risk that people taking part in such a study are different in some way than those
who choose not to participate. One strategy could be to choose individuals from
particular subgroups of the general population that are at risk, because they are
highly exposed or more susceptible. The selection of a reference or control group
should be considered. A reference group should be chosen from a comparable
population of unexposed persons who do not differ from the exposed group in
any substantial way in relation to age, gender, smoking, etc.

Sample size and power considerations

Sample size and power calculations should be carried out in the design phase of
a study in order to increase the abilities to test the desired hypotheses of the
study. The sample size refers to the minimum number of persons needed to be
able to show that there is a statistical difference between exposed and unexposed
or less exposed people. The smallest difference in exposure that is scientifically
worth detecting based on measurement limit or scientific principles, must be
determined and used to decide the sample size required. The smaller the difference
in exposure between groups, the larger the number of people required in the
study to be able to distinguish this difference. In some studies, the investigators
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may be satisfied with rough estimates of the number of individuals having elevated
exposures to certain pollutants. It may not matter whether the estimates are wrong
by 5 or even 10 %. In other studies the researchers may need much more precise
and accurate information. Generally, the way to get more precise and accurate
exposure estimates is to increase the sample size.

In practice, there is a further trade-off between the ideal sample size and the
expected cost of the study. There is thus no simple rule for selecting a sample
size that can be used for all exposure assessment studies. A rule of thumb some-
times used is that for a human exposure study, the total sample should contain at
least 50 individuals from the target population. Suppose, however, that the in-
vestigators want to focus only on people who have high exposures to a specific
pollutant, perhaps because of their occupations or use of cooking fuels. If 10 %
of the overall population were highly exposed to this pollutant, a sample of 50
individuals would only include about 5 persons with high exposures. This would
not be a large enough group to draw valid conclusions about their characteris-
tics. Rather, in this particular example, a sample of 500 persons would be needed
to produce 50 highly exposed individuals. Another approach would be to specifi-
cally choose the potentially highly exposed people and study their exposure char-
acteristics.

The power of a study refers to the ability to detect a difference in exposure
between groups with a defined level of confidence (usually 95 %). It depends on
the alpha (@) level (the acceptable probability of incorrectly concluding that
there is a difference), the size of the difference to be detected, the underlying
population variability and the sample size. A power of at least 0.80, which means
that there is an 80 % chance of detecting a specified difference in exposure with
1-a confidence, i.e. a 95 % level of confidence when a is 0.05. Generally, the
larger the sample size, the greater the power of the study.

Sample size and power calculations can be performed using statistical computer
software, such as EPIINFO, developed for and distributed by WHO. It is often
wise to consult a statistical expert to accurately determine these parameters for a
particular study. Readers wishing to study the subject further should consult a
statistics/epidemiology textbook containing information on study size and power
calculation. A practical manual on how to determine sample size in health studies
has been published by WHO (Lwanga and Lemeshow, 1991).
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Study plan

What should be measured?

Identification and assessment of which specific hazards the population may be
exposed to should be carried out. Existing data should be explored and considered
in the study plan. Hazard assessments of several agents are for example given in
the International Programme on Chemical Safety (IPCS) Environmental Health
Criteria Series, published by IPCS/WHO (chapter 10, p. 171).

What is the source(s) of the hazard? Is the agent to be measured chemical, bio-
logical, or physical? Is there a single agent to be measured, or multiple agents, or
a mixture? The investigator needs to decide what data should be collected, for
example environmental or personal samples, and which exposure routes should
be considered, for example inhalation, ingestion or dermal uptake. Perhaps all
routes of exposure should be measured in order to decide which exposure route
is the most important. For some agents, a multimedia, multiple pathway exposure
assessment approach may be needed. Surrogate (or proxy) exposure variables
can sometimes be used when true exposure cannot be measured. A surrogate
exposure variable could be the distance from a source of exposure, for example
aroad or an industry. It could also be the presence of a specific source at home,
such as a gas cooker emitting nitrogen dioxide, or the presence of smokers in the
household, or indoor lead-based paint. This type of information is often collected
via questionnaires.

Where should the study take place?

Is the study to be performed local, regional, national, international or global? Is
the exposure that is to be assessed source-specific or site-specific? Where do
people live or work in relation to the source? Parameters such as geographical
position, altitude and meteorology might have to be considered. For example,
people living in warm regions of the world need to drink more water or other
beverages than the average person in the more temperate parts of the world, and
therefore may be more exposed to drinking-water contaminants.

When should the study be carried out?

There may be for example daily, weekly or seasonal variations in exposure pat-
terns that need to be considered. Furthermore, the time-span of the exposure
assessment must be long enough to cover the time period of interest for the
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potentially associated health effects. Is the issue acute effects from current expo-
sure or long-term effects from cumulative exposure? [s long-term exposure, av-
eraged over months or years, or short-term peaks more relevant for the health
outcome?

How should samples be collected?

A strategy for sample collection should be developed. A decision should be made
on how to collect the specific media, the process of sampling, and timing of
sample collection. Should samples be collected repeatedly over time? Should a
composite sample be created, for example soil samples from a contaminated
area? There are certain limitations in analytical equipment that should be recog-
nised. Are techniques available to detect the agent of interest? Are the sensitivity,
accuracy and precision of the available analytical technique high enough? Is the
analytical method sensitive enough to measure the concentration levels present
in the study area? It is important that the investigators understand the basic
concepts behind collecting various media and the limitations of different sam-
pling methods and strategies. It is equally important to understand the para-
meters that influence the actual exposure from specific media (Chapter 2, p. 25).
The investigator must also consider the representativity of the collected samples,
i.e. whether the collected samples represent the actual exposure.

Data preparation

An often-neglected part of the data collection procedure is the preparation of
data files for further analysis. It is often useful to include data preparation pro-
cedures at an early stage in the study design. Nowadays, personal computers are
commonly used for the data entry and analyses. The process of feeding the data
into the computer should therefore be considered in the study plan. Usually data
are keyed into the computer by the field staff. To avoid errors in the data entry,
the forms used should be easy to understand and the data logging personnel
should not be required to perform interpretations. Interpretations made at the
data entry stage are bound to introduce errors, unless the investigator prepares
the data.

In large studies it may be of great advantage to automate data entry. Large sur-

veys using questionnaires may benefit greatly from the use of the OCR (Optical
Character Recognition) technique, in which the questionnaire forms are auto-
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matically scanned into the computer and the text translated into a form suited for
further analyses. The design of the questionnaire forms must be adapted for the
OCR procedure. Measurements of environmental pollutants or laboratory analyses
of biological specimens may be directly logged by the measurement instruments,
thus avoiding the manual element in the data entry procedure.

It is often recommended that every data record is associated with a personal
identification number (PIN) so that appropriate records (from for example ques-
tionnaires, laboratory analyses, etc.) can easily be linked together. Some coun-
tries (such as the Scandinavian countries) have the benefit of a unique PIN assigned
to all citizens. In other countries, similarly, social security numbers or insurance
identification numbers may be used. If these possibilities do not exist, specific
PINs may be constructed for the particular study.

Pilot study

It is often wise to conduct a pilot study prior to a full-scale study. A pilot study
may include a relatively limited group of people selected from the most exposed
population and perhaps a small reference group of unexposed persons.
The pilot study is useful for evaluation of the procedures in the field and to
establish if there are any elevated exposures of concern.

It is also important to consider if the exposure data collected from a group of
individuals are generalisable to the study population (which may be an occupa-
tional cohort or the general population in a specific geographical area). If the
sample is not randomly selected, it may not be representative of the study popu-
lation.

If a well-designed pilot study does not reveal any probability of elevated expo-
sures, there is no need for a full-scale study. If high exposures are certain,
immediate action to reduce exposures should be initiated. An evaluation of the
impact of the intervention in reducing exposure should be made.
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Limitations and sources of errors in
human exposure assessment

The total uncertainty or variance in the derived estimates of exposure consists of
several components:

® Population sampling error. The mean of the population sample is not
identical to the mean of the total population from which the sample was
drawn.

® Monitoring error. Refers to the error in the concentration measurements of
an agent to which a subject has been exposed. The issue of analytical errors
is discussed more in depth in Chapter 6.

® Non-participation error. The exposure of non-participants can be
significantly different from that of the participants. This error cannot usually
be estimated, and can only be minimised by increasing the participant rate.
However, a study of non-responders can often give a good picture of the
magnitude of error introduced by a low participation rate.

® Information error. The study subjects may provide incorrect information on
questionnaires and time-activity diaries. This leads to an error in predicting
their exposure. For example, a diary may incorrectly state that between 5
and 6 p.m. the study subject was in a home where a gas cooker was being
used. If, in fact, a microwave oven was used, the exposure to combustion
pollutants such as NO, would be overestimated.

® Mis-classification error. Failure to correctly classify exposures in epidemio-
logical studies will almost always reduce the observed relative risk if the
mis-classification is random (not dependent on the health outcome under
study). If mis-classification is systematic, the error in relative risk may be
either positive or negative.

e Selection bias error. If subjects enrolled in a study are not representative of
the target population, bias may result. A rigorous sampling procedure and
strict supervision can eliminate this. For example the survey design may call
for three repeat visits on different days at different times to a home before
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If subjects enrolled in a study are not representative of the

target population, bias may result.

another subject is chosen to replace the unreachable occupant. If an inter-
viewer is lazy, the home is hard to reach or the neighbourhood is unsafe, they
may skip the second and third visits, saying that they were made and that
none was at home. This could reduce the inclusion of people who live in a
certain area, or who work at night and were not at home on the evening
when the interviewer made the first visit. The more demanding the participa-
tion in an exposure study, the less representative the population will be and

results have to be adjusted for such biases.

Participant performance (Hawthorne effect error). When a subject car-
ries a personal monitor or collects a duplicate diet he may alter his activity
pattern either deliberately; “I wonder what would happen if I stand behind an
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idling car?” or subconsciously: in a restaurant, a choice of food for lunch and
duplicate diet collection that does not need refrigeration of the duplicate
sample. The subjects’ activities and diets may be different than their normal
patterns, but may be incorrectly interpreted as normal. If one person in a
hundred intentionally stands behind an idling car to obtain a high exposure,
it may be estimated that 1 % of the study population has such a high expo-
sure. This error can be minimised by giving strict instructions to the study
participants that they should make no changes in their normal behaviour,
and by explaining to them how failure to do so can bias the study outcome.

It is important to note that the impact of errors depends on the question to be
addressed and the study design chosen to answer the question. For example: to
establish the association of personal PM, , exposure on the frequency of respira-
tory symptoms, the use of a non-representative selected population may be a
valid approach. The assessment of population exposure distributions for PM, .,
however, may suffer considerably from selection bias, requiring respective ad-
justments.

Important requirements for improvement of human exposure information have
been outlined by Graham et al (1992; Table 6).
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Table 6. Important requirements for improvement of human exposure information

(Graham et al, 1992).
There is a need to:

Collect data over time

In order to:

Establish a baseline to which future data
can be compared

Establish standard methods and
protocols for data collection and
for quality assurance/quality control

Make possible comparisons between
datasets

Develop statistically representative
sampling data

Allow extrapolation beyond the
individual study

Collect more measurements of
exposure

Develop, validate and refine
human exposure models

Collect data over appropriate time
frames

Support epidemiological studies. Exposure data
must be collected over time frames that are
consistent with the health effects of concern.

Characterise total human exposures

Allow evaluation of total exposures to
individual and multiple pollutants, and to
allow identification (and relative contribu-
tion) of key sources of exposure

Characterise exposures to pollutant
mixtures

Understand exposures to pollutant mixtures

Identify high-risk groups

Identify biologically susceptible subpopula-
tions, and those with the highest exposures

Address environmental inequities

Identify regional, ethnic, or socio-eco-
nomic differences in exposure and health
effects for identification of subpopulations
likely to receive high exposures

Develop distributions of exposure

Allow characterisation of variability and
uncertainty in exposure parameters,
estimates, and measurements, instead of
being forced to rely on conservative
assumptions
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Intentionally blank
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After reading this chapter you will:
* Be able to describe different approaches to assessing exposure
and dose
* Be familiar with the advantages and disadvantages of different
methods for assessing exposure and dose
* Understand the special features of using different human
indicator media

Questionnaires

Questionnaires have been used extensively for exposure assessment in the past
and will continue to be used. Questionnaires can be used to obtain information
of individual characteristics as well as relevant exposure factors and time-
activity patterns. Questionnaires can provide information on the existence of
exposure sources and other characteristics in a community or an industry, and
can also be used to categorise exposure - for example asking subjects if they
ever were exposed to environmental tobacco smoke (ETS). An example of a
questionnaire is given in Chapter 9, p.136. To design a questionnaire is not an
easy task. Standardised questionnaires, including questions that have been tested
and validated, are often available and should be used whenever applicable.
This saves a lot of work and money, and is important for comparability of
study results. If previously validated questions cannot be used, questionnaire
validity should be assessed. If there is no gold standard available to test the
validity, a test-retest study may at least provide information about the reliability
of'a questionnaire. Investigators involved in questionnaire design issues should
study the subject more in depth, see for example Armstrong et al (1992). This
section is to some extent based on that book and gives only the basic ideas of
the considerations to be made when designing a questionnaire. One of the
most common methods for exposure assessment in epidemiological studies is
the self-administered questionnaire. Studies using questionnaires can be per-
formed at a relatively low cost and do not require a large staff.

65




On the other hand, the questionnaires must usually be short (to increase partici-
pation rate) which decreases the amount of information that is possible to col-
lect. The participation rate is crucial to the usefulness of the questionnaire. If a
questionnaire yields a low participation rate, there is always a risk of selection
bias, inthat the individuals who have participated may have done so for specific
reasons. If for example, the participants have filled in the questionnaire because
they know that they are exposed to a certain environmental hazard, the answers
may not be representative of the study population.

In another situation, some individuals may have chosen not to participate, be-
cause of certain life-style factors (heavy smokers or drinkers), which similarly
will compromise the representativity of the study and may grossly distort the
exposure assessment. The participation rate to mailed questionnaires varies greatly
between countries. In the USA the participation rate for mail surveys is commonly
near 75 % and in Sweden often over 80 %. In developing countries, on the other
hand, the participation rates are usually lower.

The existence of an efficient postal system is of course necessary if mailed ques-
tionnaires are to be used. In the absence of a good postal system, personal inter-
views may be a feasible alternative. The participation rate increases considerably
if the survey is carried out by personal interview, but as a consequence the costs
naturally increase. Self-administered questionnaires work best in educated
populations but are less useful in uneducated groups and in elderly people. In
some populations such as children, direct observation of exposures and activity
patterns can be useful for validation of the collected data.

Questionnaire design

The questionnaire should be designed to obtain relevant and accurate exposure
estimates. The questionnaire form should be easy to understand to ensure a high
degree of participation in the study. Only questions that are necessary for the
study should be included in the questionnaire form. Questions that could be
answered by means other than the questionnaire (for example through available
records) should be excluded. When many researchers with different interests are
involved in the design, the initial questionnaire may be very long, since it is
tempting to include questions covering all the various research interests of the
participating scientists. The project manager must ensure that only questions
relevant for the present study are included in the questionnaire.
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How long should an ideal questionnaire be? It has been suggested that
self-administered questionnaires should not exceed 12 pages. The length of the
questionnaire is, however, highly dependable on the specific study, but the objec-
tive should be to keep the form as short as possible. If the data are collected by
an interviewer, the length of an interview should also be kept as short as possible
and generally not exceed one hour over the telephone or two hours in a personal
interview situation.

Questions should be detailed enough to allow translation into exposure data.
Each relevant exposure should be possible to distinguish from other exposures
that may be correlated to, for example, a disease under study. The nature and
complexity of the questions may also create difficulties in getting the informa-
tion from the participants. If the participants are asked about events in their lives
that happened a long time ago, the risk of recall problems is great. Complex
questions are naturally more difficult to answer than simple ones and add to the
uncertainty of the answers. Some types of questions may make the participant
unwilling to give correct answers, for example questions about sex life and drug
use. Both the length of the questionnaire and the nature of its questions may give
rise to lower participation rates and/or less good data quality if, for example, the
respondent chooses to disregard part of the questionnaire.
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Types and contents of questions

The questions asked in a questionnaire may be open-ended or closed-ended. Open-
ended questions provide no given answers in the form, whereas closed-ended
questions are questions for which a range of possible replies is given. Open-
ended questions should be used for recording simple facts when there are a large
number of possible answers (e.g. age, number of cigarettes smoked per day).
Many researchers prefer, however, to use categorised closed-ended questions as
an alternative (for example <10,10-19, 20+ cigarettes per day). The main
advantage of using open-ended questions is that information loss is avoided. The
loss of information is, however, usually negligible. An advantage of using closed-
ended questions is that recording of the data may be made easier, for example,
through computerised scanning of forms. If closed-ended questions are used, the
answer alternatives should be clear and mutually exclusive if only one answer is
to be selected. Open-ended questions may be used in a pilot phase to create
reasonable closed-ended questions.

It is important that the investigator knows what he or she is asking questions
about. This may seem obvious, but the researcher may not know all aspects of
the possible exposures. In such cases the researcher should discuss the matter
with experts in the particular field to ensure that the questions asked in the
questionnaire are relevant.

Question language and format

The language used in a questionnaire should be clear, easy to understand and
familiar to the respondent. This is particularly important in occupational epide-
miology, where the correct names of industrial processes and manufacturing
procedures are necessary to get the correct exposure information. Leading ques-
tions should be avoided so as not to give the impression that a particular answer
to a certain question is the “correct” one. Double negative questions should also
be avoided. The answers should be easily transferable into a computer with a
minimum risk of errors in the data entry. The standards for checking boxes in a
questionnaire vary between countries. In the English-speaking countries, boxes
are usually checked using tick-marks, whereas in Scandinavia, crosses are used
for the same purpose. If possible, the answers should be directly readable by an
optic scanner, which greatly increases the speed and security of data entry. Scan-
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ners can usually read checked boxes and numbers without difficulty, while open-
ended questions resulting in free text are more difficult to read, categorise, ana-
lyse and interpret.

Questionnaire structure

An introductory letter explaining the study should accompany the questionnaire.
The letter should assure the participant of confidentiality and point out that
participation in the study is voluntary, which is usually a demand from the ethics
committee approving the study. The respondent is assumed to have given his or
her informed consent if he or she answers the questionnaire. Questions should be
grouped in logical sets. Most questionnaires start with a number of socio-
demographic questions. Then the questionnaire should focus on each agent under
study, in an effort to assess the exposures for each relevant time interval. It is
then often necessary with a detailed section on smoking history. Finally, a group
of health related questions should almost always be included.

It is often wise to test the questionnaire on friends or relatives and then try itin a
more elaborate field test, using a subset of the study population before launching
the questionnaire in the main study. As a result the questionnaire may be revised
if some questions seem to be difficult to answer and/or give misleading replies.

Time-activity data

In order to assess human exposure to environmental or occupational contami-
nants accurately, it is necessary to get an estimate of where, and how, the study
subjects spend their time, so-called time-activity patterns. Time-activity data are
collected via questionnaires, diaries, or interviews, or by direct observations or
video recording, or by the use of electronic loggers. Time-activity patterns naturally
vary between countries with different climates and levels of economic development.
Until now, however, most studies using time-activity data have been performed
in industrialised countries.

Time-activity data have most commonly been used in studies of health effects of

air pollution, and of physical factors such as solar UV radiation and electrical
and magnetic fields. However, time-activity data are also applicable when as-
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sessing food, soil and dust, and water ingestion. For example, a farmer is obvi-
ously more or less exposed to agricultural pesticides depending on his use of
pesticides, but also for example depending on the type of activity performed, the
type of machines and technical equipment used, the use of protective gear or
clothes, the season and the climate.

Using questionnaires

Commonly, exposure varies over time and thus the questionnaire should take
into account different time periods and assess the correct exposure for each
appropriate time interval. The most common variable recorded in this way is
smoking. Usually, the investigator asks for the start of the daily smoking period
and the number of cigarettes smoked per day for various time periods (often ten-
year intervals). If average long-term time-activity patterns are of importance,
subjects may be asked retrospectively for longer periods.

Using diaries

Diaries may be used where the subjects state how they spend, for example, each
15-minute period during the work-shift or during their leisure time. Time-activ-
ity data can be combined with microenvironmental measurements to estimate
personal exposure integrated over a certain period of time (Box 13, p. 97).

Environmental monitoring

Environmental monitoring refers to repeat observations, measurements and evalu-
ation of pollutant concentrations in environmental media such as air, water, foods,
soil and dust. Environmental monitoring can be regular, such as national
monitoring networks, or occasional, for specific studies. It may cover one site or
a geographic area. National monitoring networks often include air, water and
food. Environmental monitoring may be undertaken for several reasons:
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® To assess compliance with exposure standards

® To observe changes over time in pollutant concentrations

® To monitor the effectiveness of environmental or industrial control meas-
ures, such as changes in process or ventilation, in reducing exposures

® To assess the degree of current approximate human exposure to certain
pollutants

Probably the most common reason for obtaining environmental samples is to
determine whether concentrations of the measured substances are within current
standards. Estimates of human exposure to environmental pollutants are based
on concentrations of the pollutant found in the environmental media and
assumptions made about how much of the media or the pollutants gets into peoples’
bodies.

Usually in exposure assessment, data collected for some purpose other than a
specific study have to be used, but sometimes environmental monitoring is car-
ried out for a particular study. If this is the case, the strategy of data acquisition
can be planned accordingly. In addition to air, water, food, soil and dust, other
sources may have to be considered in a sampling protocol. Exposure to certain
pollutants may arise from the use of household products such as lead-glazed
ceramics used for foods, and chemicals such as pesticides, medicines, and cos-
metics, which may have to be included in the study plan.

It is advantageous to use standardised guidelines for environmental sampling
procedures for various environmental media, if available, in order to achieve
comparability between studies. Number and distribution of sampling points, as
well as sampling duration and frequency, must be determined in order to ad-
equately cover a study area and to receive representative samples. The number
of sampling points depends on the size of the area to be covered and the expected
variability of the pollutant concentrations. Some pollutants are more uniformly
distributed through the environment than others and could be measured with
relatively few sampling points. For example, respirable suspended particulate
matter is more homogeneously distributed in a city than total suspended particulate
matter.
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Air

Monitoring in air requires sampling of the particulate and/or gaseous phase of
the agent under study. Usually, fixed-location monitors are used. The location
should be chosen carefully, with particular consideration being given to distance
from emission sources, direction, and speed of airflow. Fixed-location monitors
are often placed high above the ground (3-10 m) to avoid contamination for
example during street cleaning.

In many countries, environmental concentrations of various air pollutants are
regularly monitored. Monthly and yearly averages are usually reported. Such
data are very useful for examining status and trends, and for national and inter-
national comparisons. As an example, Figure 16 displays the decreasing trend
for some air pollutants in Stockholm, 1980 - 1995.
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Figure 16. Trend of decreasing concentrations of some air pollutants in
Stockholm 1980-1995.

However, the average outdoor concentration of an air pollutant may not reflect
true exposure. People usually spend most of their time indoors, and sometimes
have additional exposure at their work place or at home. Nevertheless, relatively
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crude data on ambient air quality have been used in several epidemiological
studies to link exposure and effects.

In urban air there is a great number of potentially harmful agents, such as sul-
phur dioxide, nitrogen oxides, carbon monoxide, volatile organic compounds
and ozone. Some of the potentially harmful substances in ambient air may not be
measured or may not even be known. Under such circumstances it may be useful
to measure a surrogate, which acts as an indicator reflecting the level of the air
pollutant concentration, for example particulate matter. Indeed, an association
between the average concentration of airborne particulate matter and mortality
has been observed, even at relatively low levels of air pollution. Cohorts of adults
living in six US cities, The “Six Cities Study”, were followed for approximately
16 years (Dockery et al, 1993). The cities were characterised by different levels
of long-term exposure to airborne particulate matter. Even though the levels of
particles having an aerodynamic diameter of less than 10 pm (PM, ) met the US
Air Quality Standards in each of these cities, mortality in the most polluted cities
was found to be higher than in the least polluted. As data on potential confounders
such as smoking and occupational exposures were available for each individual
in the study, the analysis took into account confounding from these factors. Figure
17 shows the relationship between mortality and long-term exposure to PM,  in
the six cities examined.

I

1,3
*
1,21
] ¢
= -
&
L 11
<
I~ *
z %
T o1 "
=}
=
09 ; ; ; )
0 10 20 30 40

Fine particles (PM,  pg/m®)

Figure 17. Estimated adjusted mortality rate ratios in
six US communities in relation to concentrations of
fine particles in air (data from Dockery et al, 1993).
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Microenvironmental air monitoring

Microenvironmental monitoring involves measurements of air pollutant concen-
trations in the locations where exposure takes place (NRC, 1991b). These locations
may be:

® Qutdoors - urban, suburban or rural

® Indoors - work places, industrial or non-industrial

® Indoors - residential (homes), commercial (shops), public (sport arenas) or
institutional (schools)

® Indoors — transportation, private (cars) or public (buses, trains, aircraft)

Often, the physical and chemical factors (for example, meteorological condi-
tions and ventilation rates) that control air pollutant concentrations in
microenvironments are measured, although this is not necessary to determine
exposure. Monitoring studies can use long-term sampling at one location, or
spot samples in several locations. A wide range of active and passive samplers is
available.

Food

The main reasons for monitoring foods are regulatory and for dietary intake
assessment. Surveillance of food contaminants is a priority of national authori-
ties and international organisations. Identification and monitoring of critical points
in the food chain is high on the list of recommendations (FAO/WHO, 1984a).
Food monitoring data can be used to (Gheorghiev, 1991):

® Prevent contaminated food from reaching the consumer

® Indicate the need for measures to reduce food contamination or keep it
below specified statutory limits

® Localise sources of food contamination

e Establish or check maximum residue limits for chemicals in food

® Estimate the intake of contaminants via food

® Correlate levels in the environment or body fluids with the amount in food

Food monitoring for dietary intake assessment is described at p. 81.
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Drinking-water

Contamination of drinking-water may occur by percolation of toxicants through
the soil to ground or surface water used as drinking-water supplies. Addition of
substances to treat water (for example chlorination) and leaching of materials
from plumbing systems may also contaminate drinking-water.

In assessing the exposure to substances in drinking-water, a distinction can be
made between substances unlikely to change within a distribution system and
those likely to change. For substances unlikely to change (e.g. pesticides con-
taminating the water supply), it is sufficient to sample water entering the distri-
bution system, while for substances likely to change (e.g. metals from the plumbing
system), sampling at the consumer’s tap is necessary. The selection of taps for
sampling is not straightforward. If systematic variations are not suspected, random
sampling should be employed. If systematic effects are expected they should be
taken into account in designing the sampling programme.

When drinking-water is sampled from the consumer’s tap, the concentration of
chemicals may depend on the residence time of water in the pipe, on the type of
pipe material and on the water flow rate during sampling (Dobbs and Hunt,
1991). Thus, the timing and manner of sampling is critical. For example, lead
samples in domestic plumbing taken after overnight stagnation will give higher
lead concentrations than samples taken after prolonged flushing. Thus, neither
of these samples reflects true potential exposure, and random daytime sampling
will most likely give the most valid exposure estimate.

In cases where random fluctuations in concentrations occur, the variations often
follow normal or log-normal distributions (Chapter 7, p. 116). For normally
distributed fluctuations, the time of sampling is relatively unimportant, and the
number of samples is determined by the required confidence limit of the mean
and by the magnitude of the random variations. When systematic variations occur,
the sampling frequency should not be a multiple of the frequency of any cyclic
systematic variation, in order not to bias the mean. If a measure other than the
mean is required, for example the 95th percentile, the number of samples re-
quired will be much higher to provide an equivalent measure of confidence.
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Soil

Soil may be a source of exposure to many toxic substances, particularly in children
due to their normal oral behaviour. Soil can contain many different types of
pollutants, for example persistent agents such as metals or PCB, which can
contribute to exposure via ingestion or dermal uptake, or volatile organic
substances which can contribute to exposure via inhalation. Some contaminants
are firmly bound in the topsoil level (e.g. lead), and are thereby available to
humans via ingestion or dermal contact. Others are transported downwards
through the different soil layers and may thereby contaminate groundwater, or
they may be taken up by plants (e.g. cadmium and caesium). Surface soil samples
are collected at contaminated sites to estimate the degree of contamination of soil
available for contact or uptake by plants. Soil core samples are collected to
provide information on the degree of soil contamination, and how pollutants are
transported in soil.

A contaminant in soil is generally not homogeneously distributed, which makes
it difficult to collect representative samples. There are not yet any general guide-
lines for soil sampling collection. Basically, there are two possibilities:

® Grab sampling
® Composite sampling

Grab samples are taken at a particular time and place, and analysed individually
to cover variations in soil contaminant concentrations. Composite samples are
pooled samples taken from a predefined area. Usually five samples are taken in
a standardised manner from an area of one square metre and the composite is
analysed.

Measurements of contaminant concentrations in soil combined with information
on contact rates (e.g. soil ingestion rates in children) provide estimates of exposure
(p- 83). It is important to investigate the chemical and physical properties of
various soil pollutants and also their bioavailability, i.e. how efficiently they are
absorbed in the gut after ingestion, in the lung after inhalation, or through skin if
applied.
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Dust

House dust may be a significant source of exposure to many toxic substances,
particularly in children due to their oral behaviour. Unintentional ingestion of
house dust has been shown to contribute substantially to children’s lead expo-
sure in contaminated areas (WHO, 1995). Toxic substances in house dust can
originate from activities in the home or can be tracked into the home from road
dust, soil, or work sites. House dust may contain many toxic substances such as
metals (e.g. lead), pesticides (from outdoor sources or household products such
as insecticides), fibres (e.g. asbestos), biological matter (e.g. bacteria or aller-
gens), or other material.

Many dust sampling methods have been described in the literature, but there has
been little standardisation of methods. Thus, there is as yet no standard for
sampling dust. This means that results from one study using one method of dust
sampling are not comparable with the results of another study using another
method. Therefore, it is important that sampling methods are well described
when results from dust sampling are reported.

There are three main categories of dust sampling:

® Wipe sampling
® Vacuum sampling
® Sedimentation methods

The most commonly used wipe sampling method uses pre-moistened paper tis-
sues (Kleenex or similar), to wipe a defined area of typically 0.1 m?. The person
collecting the sample should wear a clean disposable glove on the hand holding
the paper. The paper tissue is then sent to the laboratory and analysed for the
substances in question. In some studies, pre-weighed wipe material has been
used. The material is re-weighed after the wiping procedure, and the weight of
total dust can be calculated.

Dust can be collected using commercial household vacuum cleaners or specially
designed vacuum sampling devices. A specified area is vacuum cleaned and the
dust collected in the bag or on a filter inside the vacuum cleaner is analysed,
before or after fractionation of the dust. The rationale for fractionating dust is
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that the small particles are more likely to stick to children’s hands and thereby
reflect the agents to which children are potentially exposed.

Sedimentation methods involve measuring the amount of dust that settles on a
clean, pre-weighed surface over a given period of time. A clean, flat plate or a
pre-weighed section of carpet is placed on a shelf, a window sill, or on the floor.
After a specified period of time, the settled dust is analysed in a laboratory.

The exposure to a substance in dust depends on the total amount of dust avail-
able for exposure and the concentration of the substance in the dust, as well as
the actual amount of dust ingested or inhaled.

Microorganisms and biological particles

Human exposures to microorganisms (e.g. fungi, bacteria, and mites) may result
in allergic, toxic or infectious diseases. Humans are continuously exposed to
microorganisms through airborne dispersion, ingestion or direct contact.

There are three basic approaches for the exposure assessment of microorganisms
and biological particles:

® Observational sampling,
® Reservoir sampling
® Air sampling

Observational sampling uses sensory perception to collect data about potential
sources of exposure to biological particles (e.g. visible fungal growth). Reser-
voir sampling refers to the collection of bulk material (e.g. dust, soil, and water)
to estimate the potential exposure.

Air sampling or reservoir (dust) sampling have been used to measure levels of
house dust mites and their allergens, allergens from cockroaches and pets, fungi,
bacteria and pollen. At present no reliable information is available that will sup-
port adoption of a standardised method for air sampling of these microorganisms
and biological particles. Dust sampling for measurement of the level of mite
infestation is accepted and recommended. Standardised sampling procedures to
measure house dust mites and their allergens in house dust have been proposed
(for example, Commission of the European Communities, 1993; Dreborg et al,
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1995). The same methods can be used for allergens derived from cockroaches
and pets, fungi and spores, bacteria and pollen grains.

Personal monitoring

Personal monitoring refers to repeated observations, measurements and evalua-
tion of pollutant concentrations in samples collected from an individual’s imme-
diate environment. Personal measurements of an individual’s exposure to a
contaminant or a class of contaminants have been used extensively by industrial
hygienists in occupational settings for air contaminants. Personal monitoring
provides measures of exposures across the various microenvironments where
individuals spend their time, as well as data on variations in exposure concentra-
tions between and within individuals. When combined with biological monitor-
ing, personal exposure data can link exposure concentrations with internal dose.
For example, air CO concentrations can be linked with blood carboxyhaemo-
globin levels, and air nicotine concentrations with blood, urinary, or salivary
levels of cotinine, which is a metabolite of nicotine. If the toxicokinetics of the
pollutant measured are known, the absorbed dose and the target organ dose may
be estimated. Personal monitoring is usually time-consuming and expensive to
carry out.

Air

A personal air monitor carried by an individual provides much more detailed
information about the exposure than fixed site monitoring. The personal sampler
is usually placed close to the mouth in the breathing zone and provides
measurements of the concentrations of the air contaminant inhaled. Samplers
can be active or passive and can directly record the concentrations in breathing
zone air or collect time-integrated samples of specific contaminants for specific
time intervals (from hours to days). Active samplers use small pumps either to
draw air (usually at a rate of two litre/min) through a collection medium (for
example filter or vapour trap) or to draw air through a direct-reading detector.
Active samplers are useful when measuring respirable particles. Recent advances
in active personal monitors include miniature denuder monitors for assessing
personal exposures to acid particles and gases. Electrochemical sensors for active
personal monitoring have recently been reported in use for nitrogen dioxide, CO
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and ozone. Passive gas samplers use diffusion or permeation to concentrate
gases on a collection medium. Passive samplers (badges or tubes) for air con-
taminants such as volatile organics, formaldehyde, nicotine, nitrogen dioxide and
other gases have been developed. Many of these monitors provide the sensitiv-
ity and specificity necessary to conduct personal air-monitoring exposure as-
sessment at a reasonable cost.

The drawback with personal samplers is obviously that they may be somewhat
uncomfortable, and therefore cannot be used for long periods. This is particu-
larly true for active samplers, which are rather noisy. It is also possible that a
person carrying a portable device becomes more aware and as a result behaves
differently than he or she does under normal circumstances (Chapter 4, p. 61).

Sometimes the monitored pollutants may be surrogate measures rather than esti-
mates of the exposure directly associated with the health effect, which is often
the case for complex mixtures. For example, traffic exhaust is a mixture of a
variety of potentially hazardous agents, but ambient NO, measures are excellent
indicators of traffic related pollution even if the measured concentrations of NO,
are well below toxic concentrations. In an indoor environment, NO, is a good
indicator of the level of exposure to gas cooking related agents. Thus, the NO,
concentration collected on a passive sampler over a time period reflects total
NO, exposure, which may partly be due to traffic, and partly due to gas cooking
or other sources of NO, exposure. The relevant contribution of each is
indistinguishable. Therefore, in such a study outdoor and indoor NO, assess-

Table 7. Strengths and weaknesses with stationary and personal air sampling.

Type of monitoring Strengths Weaknesses
Stationary/Area Sophisticated equipment can = Does not necessarily
be used. Large volumes of air| represent the true personal
can be collected, for long exposure

periods of time

Personal Represents personal exposure, Weight of equipment must be
low. Restrictions on volume,
small sample volumes.
Cannot be used for long
periods
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ments may be more informative than personal exposure monitoring. Even more
information is gained if both environmental and personal monitoring are carried
out simultaneously.

Table 7 summarises some of the strengths and weaknesses of stationary and
personal air monitoring.

Food and drinking-water

Monitoring of food for the estimation of actual dietary intakes of contaminants
is characterised by randomised representative sampling in a country or a given
area in the country, and is linked closely to food consumption data (WHO, 1985;
Gheorghiev, 1991). Three basic approaches for sampling food are used:

® Sampling of individual food products
® Total diet (market basket) studies
® Duplicate portions

Individual food products are the simplest to analyse and have been used exten-
sively to estimate intakes. The basic disadvantage with this method is that the
effect of cooking on the contaminant and the consequent disposal of waste from
culinary preparation and incompletely eaten portions cannot be taken into con-
sideration.

In total diet or market basket studies, food representative of the diet of an “aver-
age” person or age/sex group is purchased, and sometimes prepared for table
consumption either individually or, more often, combined in groups (compos-
ites), and analysed for specific contaminants.

The duplicate portion approach is a direct sampling technique in which an exact
duplicate of the food being consumed by a person is obtained and analysed. This
method is suitable for the estimation of the intakes of individuals and small
groups. It provides the most accurate estimates, because it combines results for
each contaminant with the actual food consumed. However, it is limited to small
population groups and it is also expensive and requires a high degree of co-
operation from the study population. Storage of samples may affect unstable
contaminants and create new ones.
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Frequency of sampling should be timed to cover seasonal variations in the sup-
ply of certain foods or seasonal variations in contamination patterns.

It is relatively easy to measure the concentration of a pollutant in water and
various foodstuffs, but it is difficult to estimate the amount of food and bever-
ages actually being consumed. Methods to calculate the dietary intake of
populations and individuals (food consumption data) include:

® Food diary. Recording of types and amounts of specific foods eaten, their
quantity or weight, often during a 24-h period or repeated 24-h periods.
Four to ten days should give a reasonable record of the actual intake

® Dietary recall interview. Answering questions about food and beverages
consumed during a particular period

® Food frequency. Answering questions about the usual patterns of food
intake (how much bread do you usually eat per day?)

The food diary is a prospective method, which may interfere with the study
subject’s everyday life, and cause a change in the food choice and food intake.
The dietary recall interview is a retrospective method. In recalling past diets,
ingested food items may easily be forgotten.

Food sampling and food consumption data are combined to give appropriate
information on individual or population levels.

Population intake estimates can be based on data from individuals to provide an
average and a range of consumption for particular food items in the population.
A crude assessment of the population exposures can also be derived from food
consumption of households, or areas, based on the type and quantity of food
available compared with those at a later point in time. Using such methods,
animal protein intake (or any other intake) in different countries and groups can
be compared. The ‘food balance’ or ‘national food disappearance methods’ pro-
vide only limited information if the concentration of the contaminant of interest
in basic foodstuffs is not well known. If a researcher is interested in investigating
the possible association between exposure to nickel in food and the risk for
oesophagus cancer, the investigator will soon learn that data on nickel in most
foodstuffs are not very well known or even detectable. If detection limit values
are used as tentative actual concentrations, the estimated daily intakes will be
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too high. These errors, when mul-
tiplied by the average consump-
tion of these products, may mark-
edly affect and bias the estimated
intake.

Estimation of oral exposure from
drinking-water and other
beverages requires assessment of
the amount of water consumed
and the concentration of the pol-
lutant. Two litres of water per day
for adults and one litre per day for children (weighing less than 10 kg) are often
used as default values for drinking-water intake. In hot climates, and in people
with a high physical activity, the drinking- water intake may be much higher.

In addition to direct consumption, it should be recognised that tap water may be
used to prepare hot beverages, during which changes in concentrations of chemi-
cals may occur, and for cooking food, to which the chemical may be transferred
from the water. The tap water supply may also be used for washing and launder-
ing operations for example, and these may offer other exposure routes.
Furthermore, assumptions must be made about the amount of tap water ingested
by individuals, the amount of bottled water consumed, and changes occurring as
a result of different forms of domestic water use. Questionnaire data may be
unreliable for assessment of drinking habits. It has been noted in several studies
that about twice as many alcoholic beverages are sold in many countries compared
to what people in those countries report to consume. Obviously, people under-
report their true consumption of certain foods and beverages.

Ingestion of non-food substances

Ingestion of non-food substances may significantly contribute to total exposure,
which is particularly true for many metals. The frequency and quantity of expo-
sure via the non-food route are usually very hard to determine. However, if the
concentration of a metal in faeces is higher than would be expected solely as a
result of the metal concentrations in food, exposure via non-food items is plausi-
ble. Examples of non-food items are medicines, toothpaste, cosmetics (e.g.
lipstick), soil and dust.
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Soil and dust (particles)

As mentioned earlier in this section, the ingestion of soil and dust is a potential
source of human exposure to toxicants, particularly in young children. Adults
may also ingest soil or dust particles that adhere to food, cigarettes, or their
hands. Deliberate soil ingestion is defined as pica and is considered to be rela-
tively uncommon. Soil and dust ingestion can be estimated by measuring the
amount of dirt present on children’s hands using hand-wipes, and making gener-
alisations based on behaviour. Soil intake studies have also been conducted using
amethodology that measures trace elements in faeces and soil. Certain rare earth
metals present in soil, which are only present in very small amounts in food, and
are poorly absorbed in the gastrointestinal tract, may be analysed in faeces to
give an estimate of the amount of soil and dust ingested (Calabrese et al, 1989).

Dermal exposure

Dermal exposure may occur during a variety of activities in different environ-
mental media and microenvironments. Exposure to water may take place during
washing, showering and swimming, exposure to soil during outdoor activities
and exposure to various liquids and fumes during use of commercial products.
The major factors to be considered when estimating dermal exposure and uptake
include the agent concentration in the media in contact with the skin, the extent
of skin surface area exposed, the duration of exposure and the rate of absorption
of the agent.

Dermal wipe samples or dermal pads are used for personal monitoring of
exposures via the dermal route. Hand-wipe sampling and analysis procedures
involve wiping of the entire hand with a paper or sponge, which may be wetted
with a dissolving agent, and analysis of the agent recovered from the wiping
material. Dermal pads are used to collect the agent for a specific period of time,
e.g., during work shift, and the pads are then analysed. These methods have been
used for pesticides and metals.
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Ionising radiation

Personal radiation monitoring devices are used for continuos occupational expo-
sure and dose monitoring. The most widely used dosimeter is the
thermoluminescent detector known as the “film badge”. It measures ionizing
radiation, which includes x-rays, and p- and y-rays. The radiation dose is inte-
grated over a period of time, usually a month.

Biological monitoring

Biological monitoring refers to measurements of concentrations of biological
markers (biomarkers) in human indicator media such as blood, urine, faeces,
hair or breast milk. Measurements of concentrations of potentially harmful agents
in a critical organ (the organ where adverse effects are seen at the lowest concen-
trations) such as the brain, liver, kidneys or the skeleton, are rarely possible
unless an autopsy or surgery (biopsy) is carried out. Instead, a biomarker re-
flecting the exposure may be measured in human indicator media. As a rule,
biological monitoring of a particular agent should not be carried out without
knowledge of the relationship between exposure and internal dose. Ideally, bio-
logical monitoring mirrors the concentration of the hazardous agent in the criti-
cal organ. For example, carbon monoxide bound to haemoglobin reflects recent
exposure and critical concentration at the same time (Lauwerys and Hoet, 1993).

Biological monitoring provides information on the absorbed or internal dose,
and the total exposure of the individual, integrated over all sources and routes of
exposure. It also takes into account inter-individual and intra-individual differ-
ences in intake and uptake, as well as differences in metabolism and physical
activity. Biological monitoring can therefore identify high-risk individuals or
groups of individuals. The disadvantages with biological monitoring are related
to the invasive sampling, the kinetics and timing of exposure, and ethical consid-
erations. The risk for contamination during sampling and sample treatment is
also quite high, due to small sample volumes and/or low concentrations of
contaminants (Chapter 6, p.102).

Biological monitoring has proved to be particularly useful for assessing expo-

sure to metals (Elinder et al, 1994) but also for more than 50 organic substances
(Lauwerys and Hoet, 1993). New techniques, such as in vivo neutron activation
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and X-ray fluorescence, have made it possible to measure metals in situ: lead in
the skeleton and cadmium in the liver and kidneys. However, these techniques
are still quite crude and usually offer no improvement over traditional exposure
assessment methods. Further development is needed before the so-called ‘in vivo’
methods can be used for low level exposure assessment.

The advantages and limitations of biological monitoring in exposure assessment
should be considered during the planning of a study. In situations where
environmental hazards exist in complex, partly unknown, mixtures of pollut-
ants, the focus on biological monitoring may be misleading, capturing only a
specific part of a problem. In such cases, environmental monitoring may be the
more appropriate approach. However, biological monitoring is important and
usually more efficient at identifying the biological mechanisms and pathways of
specific exposure-effect associations. Biological samples may be stored in speci-
men banks for future analysis.

Biomarkers

Biomarkers can be subdivided into three areas, biomarkers of exposure, of ef-
fects and of susceptibility.

® Biomarkers of exposure are indicators of exposure to a chemical and the
internal dose resulting from the exposure. Biomarkers can represent past
exposure, since many pollutants remain in the body for a considerable time,
but they may also reflect recent or current exposure. In special cases
biomarkers may even represent future endogenous exposure due to release
of agents accumulated in bone or adipose tissue. The biomarker could be the
contaminant of interest, its metabolites, or products of interactions between
a xenobiotic and some target molecule or cell. Ideally they are specific
metabolites or adducts indicating interaction with the biological system,
although the parent compound will have to be measured if it remains
unchanged. Adducts can be formed with protein such as haemoglobin, or if
genotoxic agents are activated into reactive forms in the cells, they may bind
to the DNA, forming DNA adducts. DNA adducts can be measured in blood
cells, but the specificity is low. The level of DNA adducts depends on the
rate of adduct formation and the rate of elimination by DNA repair processes
or cell death.
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® Biomarkers of effect are indicators of biochemical change of potential toxi-
cological importance to an organism, such as beta-2-microglobulin as a marker
of early renal damage. The ideal biomarker of effect should detect early
changes after exposure before irreversible health effects occur.

* Biomarkers of susceptibility may be used to detect individuals with certain
susceptibility to exposure. Genetically determined enzyme polymorphisms,
such as the slow and fast acetylator phenotypes in humans, may be used as
biomarkers of susceptibility.

Common media used in biological monitoring

Urine and blood are the media most commonly used in biological monitoring,
but other media that are relatively easy to obtain, such as hair, faeces, or breast
milk have also been used (p. 92). It is important to consider the timing of sam-
pling when interpreting data: a blood sample may represent 10 seconds of blood
flow; a urine sample may represent 10 hours of collection in the bladder; and a
hair sample, 10 cm in length, represents 10 months of hair growth.

Urine

Urine samples are often used in biological monitoring. They are easy to collect in
large volumes, and the procedure of sampling is non-invasive. For many
xenobiotics, urine is an important route of excretion, and frequently the pre-
dominant one.

The concentration of a substance in urine is influenced by a number of factors:
the degree of dilution, the kidney function, the body burden of the substance, the
metabolic and kinetic pathways, and current or past exposure. Urine is produced
continuously by the kidneys as part of a complex process of water and electrolyte
control. The kidney’s glomeruli produce at a rate of 125 ml/min an ultra-filtrate
(the primary urine) consisting of water, salts and small molecules. Large molecules
such as immunoglobulins and albumin, as well as blood cells, do not pass through
the glomerular filter but remain in the blood. A total blood volume of about 300
litres is filtered every day. If the glomerular filtration rate (GFR) is decreased,
the capacity for eliminating toxic substances also decreases. The concentration
of a substance in the urine will become lower while the body burden increases.
This is the case for aluminium, a pollutant that is normally excreted in the urine,
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but which accumulates in the body of those suffering from severe renal impair-
ment.

Essential fluids and substances, for example some salts, amino acids, sugar and
small proteins, are reabsorbed from the primary urine (more than 99 %) in the
kidney tubules.Substances that are not reabsorbed remain in the concentrated
urine and are eliminated from the body. Some substances are actively excreted
from the blood into the urine, making the total elimination of waste products still
more effective.

Many toxic substances and drugs are bound to small proteins, and are reabsorbed
in the tubules. However, if reabsorption fails due to kidney tubular damage, the
urinary excretion of the substances increases. This has been shown to occur for
cadmium and copper, for example.

If possible, all urine produced during a defined time period, for example 24
hours, should be collected. The excretion (pg/hour) of a substance can then be
calculated and related to the exposure or body burden. If stable results are to be
obtained, the urine must be collected over a reasonably long time period. This
may of course be difficult. For pratical reasons, a spot urine sample is typically
collected, often first morning urine, and the concentration (e.g. pg/l) is determined.
The concentration of a substance, rather than the excretion rate, can be a useful
measure, provided it is adjusted to a defined specific gravity, or to the concentration
of creatinine in the sample to compensate for the degree of dilution (Box 12).

Blood

Blood is a transport medium. After absorption in the gastrointestinal tract or the
lungs, substances are transported via the blood to different tissues and organs
where they are stored, accumulated, or metabolised. Substances that have been
absorbed by tissues will be released and degraded by normal tissue metabolism
and once again transported in the blood, and eventually eliminated from the
body. The blood concentration of a substance is influenced by the exposure and
the concentrations in the tissues (the body burden). The relative importance of
these two factors varies according to the substance in question and the exposure
level.

A substance in the blood is bound to the red cells or to plasma proteins. For most
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Adjustment of urine samples

To evaluate the concentration of a substance in urine it is often necessary to con-
sider the degree of concentration of the urine. This is of particular importance
when the urine sample is used for measuring exposure or dose, as well as the
effect, for example in the form of urinary excretion of proteins. The composition of
urine is usually compatible with maintenance of body water and solute content
within physiological limits. A short time after consumption of a large volume of
fluid, the urine will become diluted, with a low solute content. When water is
evaporated, for example due to perspiration as a result of high environmental
temperature or hard physical work, the urine concentration increases. The concen-
tration of a substance in urine can be related to creatinine or specific gravity to
compensate for the degree of dilution.

Creatinine (MW 113) is a metabolic product of the muscles and is excreted in the
urine in fairly constant quantities. The excretion rate is higher in males, muscular
individuals and those who eat a lot of meat. Young and middle-aged men excrete
between 1.4 and 1.9 g creatinine/day, while the excretion in women is usually 40
% less. If the excretion is reported as microgram (or mole) per gram (or mmole)
creatinine, it is possible to calculate an approximate 24-hour excretion of the
substance, by multiplying it by the normal 24-hour excretion of creatinine.

The other alternative to compensate for the degree of dilution is to adjust to a
defined specific gravity. If a urine sample has a specific gravity of 1.012, which is
fairly diluted urine, and is to be adjusted to a urine with a more normal specific
gravity (1.022), the following calculation should be made:

The concentration in the urine sample x (1.022-1.000) / (1.012-1.000)

The factor of 1.000, which is the specific density of water, must be subtracted from
both the numerator and denominator. The other decimals approximately represent
the solute concentration, i.e. the degree of concentration of the urine. Independent
of the method used for correction of diluted urine samples, the result is unreliable
if the urine sample is very diluted (specific gravity less than 1.010 or creatinine
concentration below about 0.3 g/l). A new sample should preferably be collected
(Lauwerys and Hoet, 1993). The importance of adjustment for dilution is illus-
trated in Figure 18 (p. 90).
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Figure 18. Urine concentrations of 3-2-microglobulin versus mercury
(U-Hg), unadjusted and adjusted. Without adjustment for dilution of urine
(left figure) there was a significant but erroneous correlation between
urinary excretion of mercury and B-2-microglobulin

(data from Langworth et al, 1992).

essential metals, such as iron, copper and zinc, the body has special transport
proteins, such as transferrin, ceruloplasmin and alpha-2-microglobulin. Certain
non-essential and toxic substances, metals in particular, bind preferentially to
the red cells. Cadmium and lead are almost completely bound to the red cells.
Sometimes it may be necessary to adjust for the haemoglobin concentration, or
hematocrit, when the metal concentrations between individuals or groups are
compared. The concentration of contaminants in plasma is of particular interest,
since it constitutes the fraction of the substance in blood that is readily available
for transport in and out of the tissues. However, for many toxic substances con-
centrations are so low that they are very difficult to measure. Highly lipophilic
compounds, for example PCB, in blood should be adjusted to cholesterol, trig-
lyceride or low density lipid (LDL) concentration.

Sampling strategy

The concentration of a substance in biological media such as blood and urine
usually varies with time. When selecting a correct marker of exposure, know-
ledge of the toxicokinetics of the compound or its marker is essential. Develop-
ment of physiologically based multicompartment models has improved the un-
derstanding of the dependence of external exposure and the concentration profile
of the compound, or its metabolites, in the body. Elimination half-time is, in
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general, the most important determinant for selecting the correct sampling strat-
egy. For low, but constant, exposure to substances eliminated with first order
kinetics, the steady state concentration in the body is reached after four to five
half-times. Table 8 classifies time until steady state after continuous exposure

. _____________________________________________________________________________________________________|
Table 8. Classification of compounds by elimination half-time, time to reach steady

state after continuous exposure and resulting sampling requirements (from Heinzow
and McLean, 1994).

Elimination (t,,) Exposure until steady state Sampling time
<2h Recent Very critical
2-5h Day Critical

5-48 h Week End of exposure
>48 h Months-years Not critical
Months-years Lifetime Not critical

and the importance of an appropriate sampling time.

Pharmacokinetic parameters may vary according to differences in volume of
distribution. The amount of body fat affects the steady state exposure at a given
rate, so that the elimination of lipid soluble compounds decreases with increas-
ing body fat. A fat individual exposed to a certain concentration of a solvent
will attain a lower blood concentration than a lean person. On the other hand,
due to uptake and slow elimination from fatty tissues, the absorbed amount of
solvent will be retained for a longer period of time. Exposure to halogenated
dioxins can be detected several decades after the exposure due to retention in
adipose tissues and an extremely slow elimination.

Figure 19 (p. 92) shows the excretion of cobalt in urine for a group of hard-metal
workers. The urinary levels increase considerably during the working day.
However, due to rapid excretion and a short half-time, the urinary concentration
of cobalt decreases, and is considerably lower by the next morning. There is a
certain accumulation of cobalt at the beginning of the week, as can be seen from
the increase in morning concentrations. During the weekend, urine concentra-
tions decrease. The exposure can be evaluated by comparing the cobalt excretion
before and after work shifts. The accumulation of cobalt in the body can be
evaluated by analysing cobalt in urine before and after a period without expo-
sure, such as a weekend or vacation. These observations are similar to those
concerning several other metals, such as arsenic, chromium and nickel, all of
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Figure 19. Excretion of cobalt in urine in a group of
hard-metal workers, before and after their work-shift,
during one work-week and the following weekend
(Elinder et al, 1994).

which are eliminated rapidly via urine. If the substance (e.g. cadmium or lead) is
firmly bound to and mainly recovered in the red blood cells, which have an
average life span of 120 days, the timing is less crucial. On the other hand,
timing is more crucial when monitoring a metal such as aluminium, which is
transported mainly in plasma.

Other human media that can be used for biological
monitoring

Hair

Hair has been used to some extent to assess exposure to metals. As the hair
grows, metals from the blood and glands become incorporated in it. The major
problem with biological monitoring of hair is the risk that metals from the envi-
ronment have become trapped in it. For most substances, it has proven impossi-
ble to eliminate external contamination of the hair, and several studies have shown
that the correlation between metal concentrations in hair and blood is poor.
However, if the exposure is exclusively from food, there will be no problem of
external contamination. Methylmercury, for instance, is found in high
concentrations in certain foodstuffs, particularly fish. In populations consuming
fish with a high methylmercury content, methylmercury is absorbed from food
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into the blood and subsequently incorporated into the hair during the growth
phase. A close relationship has been found between mercury in whole blood and
in hair. Analysis of mercury in hair has also been of great value in studies which
have correlated methylmercury exposure during pregnancy with foetal damage.
By analysing methylmercury in hair, it has been possible to reconstruct the
methylmercury exposure experienced by the mother during her pregnancy. Hair
normally grows at a rate of 10 mm/month. Therefore analysis of different sections
of a hair strand 100 mm in length will give a good indication of the blood mercury
levels of the mother during the different months of her pregnancy.

Skeleton

Some metals, such as aluminium and lead, accumulate in the skeleton. By ana-
lysing bone tissue, it is therefore possible to estimate long-term exposure and
total body burden. Concentrations in bone may be reported per gram wet weight,
dry weight or ash weight, or sometimes in relation to the calcium content of the
bone sample. It is obviously more difficult to obtain bone samples than blood
and urine samples. A bone biopsy can be performed with a special instrument,
under local anaesthetic. This method has been shown to be of value for estimat-
ing the body burden of lead resulting from lead exposure earlier in life. It has
also been used to study aluminium accumulation in the skeleton of dialysis patients.
Techniques for measuring exposure, but which do not require a bone sample,
have also been developed (p.85).

Tooth enamel

Tooth enamel is of special interest as it is formed over several years during
pregnancy and childhood. There is only a very small exchange of minerals after
that period. By analysis of the mineral concentrations of enamel from shed
deciduous teeth (milk teeth) exposure has been estimated retrospectively. Teeth
are useful tissues for assessing long-term lead accumulation from prenatal
exposures to the time of shedding of the tooth.

Faeces

For some substances, in particular metals, that are absorbed only to a limited
extent from the gastro-intestinal tract, faeces can be used for an overall quantifi-
cation of oral exposure. Skare and Enquist (1994) found that the average faecal
elimination of mercury in normal humans in Sweden was 58 pg/day, ranging
from 1 to 190 pg/day. These figures are much higher than the estimated daily
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intake of mercury from food and water, about 2 pg. The reason for the high
concentrations of mercury in faeces are losses of mercury from amalgam fill-
ings. A linear relationship was found between the number of amalgam fillings
and faecal excretion of mercury.

The faecal content of lead and cadmium can be used to estimate the total daily
intake, since the gastrointestinal absorption of these metals in adults is low (about
10-15 % and 5 %, respectively; Vahter et al, 1991). The concentrations of the
metals in faeces are multiplied by the amounts of faeces produced, for example
per 24-hour period. A faecal marker can be used to indicate the beginning and
end of faeces collection.

Breast milk
Analysis of breast milk has been very useful for following time-trend in human
exposure to lipophilic chemicals, such as organochlorine contaminants as dis-
played in Figure 14, p. 50 (Lundén and Norén, 1998). Monitoring of breast milk
has generally been carried out to estimate the exposure of the child, rather than
that of the mother, but the content of lipophilic substances in the milk also
represents the body burden of the contaminants

in adipose tissue of the mother. Breast milk is a —
useful medium since most newborn children ob-

tain all their nutrition from mother’s milk. The ffr =40
concentration of a contaminant in breast milk is Tt
a function of parity (number of children), age, A, -
body mass, time of sampling, nutritional status, 4 B
lactation period, and fat content of the milk. e T 1"_'-—,‘:“__.
g -\-'I- H'|'. !
Modelling exposure o -

Direct exposure measurements are the only way
to establish unequivocally whether, and to what
extent, individuals are exposed to specific agents.
However, it is usually neither affordable nor practical to measure exposures for
everyone in the population of interest. Instead, a model can be used to describe
quantitatively how contact occurs between individuals and hazardous agents.
Basically, such a model estimates exposure by combining concentrations of the
agent in a carrier medium (for example, CO in air) with individual contact time
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(for example time spent in various microenvironments; Box 13, p.97). However,
exposure is also dependent upon a number of influencing factors such as age,
climate, type and place of home, food habits, etc. Inclusion of the most impor-
tant influencing factors in the model makes it possible to evaluate relationships
between pollutant exposure and explanatory variables. This can be done for
example by use of statistical methods such as regression analysis.

Exposure models can sometimes provide estimates of distributions of popula-
tion exposure. Monte Carlo and other statistical techniques are increasingly being
used to generate and analyse exposure distributions for large groups (US EPA,
1992). Model results can be used to evaluate exposures at various points of
population distributions, for example for the individuals in the high end of the
exposure distribution. However, a description of statistical modelling is beyond
the scope of this text.

Physiologically based pharmacokinetic (PBPK) models have been developed that
quantitatively describe the process of uptake, distribution, metabolism, and
excretion of substances within the body (Masters, 1991). Basically, the body is
divided into various compartments, representing various types of tissues or organs.
The models are used to calculate the delivered dose of a substance to a target
organ by use of assumed absorption rates, metabolic level, tissue volumes,
partition coefficients, elimination rates, etc.

A model needs to be validated in order to evaluate if the resulting data are accurate
for the population it describes, or if the model results are to be used to predict
exposure for another population or envorinmental setting. Basically, validation
is done by comparing model predictions with field measurements independent
from these used to develop the model. Validated exposure models can be used as
an alternative to expensive measurement programmes by providing estimates of
population exposures based on a small number of representative measurements.
The challenge is to develop appropriate models that allow for extrapolation from
exposure measurements for relatively few individuals to a much larger population.
Validated exposure models can also predict the reduction in exposures that would
occur after implementation of control strategies and regulatory approaches.

The advantage of modelling exposure is that it enables assessors to make esti-
mates of exposure and dose with very limited data. On the other hand, the uncer-
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tainty introduced by the need to make assumptions because of the limited data is
a major disadvantage.

Nowadays, easily accessible and powerful statistical packages for personal com-
puters make it feasible to examine different forms of single, combined and multiple
exposure measures. This increases the possibility of disclosing true associations
between exposure and effect, but also involves a risk of obtaining spurious,
albeit significant, associations.

Table 9. Time spent in different microenvironments with different CO
concentrations (WHO, 1982).

00-07 Home 1 7 7
07-08 In transit 17 1 17
08-12 Office 4 4 16
12-13 Restaurant 9 1 9
13-17 Office 4 4 16
17-18 In transit 18 1 18
18-20  Shop 3 2 6
20-24 Home 4 4

Total 24 93
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The time-weighted integrated exposure model

The time-weighted integrated exposure model uses microenvironmental concen-
trations and time-activity data to calculate the exposure in each microenvironment
and the total exposure from all microenvironments. The input data can be point
estimates, actual data, or one can use distributional data. The equation used to
calculate time-weighted integrated exposure from microenvironmental monitoring

data is: J
E.= Z C/ l
J

where £ is the time-weighted integrated exposure for person i over the specified
time period; C;is the pollutant concentration in microenvironment j, 7, is the
aggregate time that person / spends in microenvironment j; and J is the total
number of microenvironments that person / moves through during the specified
time period (Duan, 1982).

The concept of a time-weighted integrated exposure is illustrated in Table 9. It
shows that a person passing through different microenvironments during a 24-
hour period will be exposed to different concentrations of carbon monoxide (CO).

It should be noted, however, that the concentration of an air pollutant in a
microenvironment may not be homogeneous, but may change with the time a
person spends there, for instance at home, because of smoking, opening and clos-
ing of windows etc. In addition, individuals sensitive to tobacco smoke are likely
to leave a room where people smoke, or may avoid such microenvironments
entirely. It may not be clear which microenvironments to study in order to include
all significant sources of exposure.
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Geographic Information Systems (GIS)

Geographic information systems (GIS) have increasingly been used for expo-
sure assessment in epidemiological studies during recent years. A GIS can be
described as a method of analysing spatial data. All spatial data can be geocoded,
that is described by x and y co-ordinates in a geographical co-ordinate system. A
modern GIS is computerised and uses database techniques. Thus, in a GIS,
different data in databases with geocoded observations can be analysed and visu-
alised. Maps are essential parts in a GIS and may be used for both input and
output of data.

An early example of how GIS techniques may be used for environmental health
studies is the famous London cholera study by Dr John Snow in the 1850s.
Although John Snow did not have access to modern computers, he plotted chol-
era cases on a map of Soho and found that there was a clustering of cases around
one of the water pumps. When the pump was closed, the number of cholera cases
decreased dramatically and John Snow deduced that contaminated water from
that particular pump was the cause of the cholera epidemic in Soho. A GIS was
very useful in this example, since it was clear that the inhabitants of Soho drank
water from the local pumps and since the latency time between intake of con-
taminated water and the outbreak of cholera was short.

Sometimes the use of GIS has been less well considered. A common mistake is
the neglecting of the time factor, in that GIS is used to assess present exposure,
which is then linked to present disease prevalence, even if the disease under
study has a long latency period, like most chronic diseases. Using GIS for exposure
assessment for diseases with short latency periods should be more relevant, but
selection problems may lead to grossly erroneous results. For example, some
studies have found a negative relationship between air pollution and asthma.
However, asthmatic persons may have left the study area due to the air pollution
and such a migration out of the area might well explain the apparent negative
association.

As emphasised in previous chapters, a key issue in exposure assessment is the
definition of exposure; a person is exposed only if there has been a contact between
the agent under study and a body surface. Several GIS exposure assessment
study designs have ignored this, in particular regarding water pollution. In contrast
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to ambient air, which we all breathe, it is not obvious that water pollution results
in exposure. Even if it can be established that water pollutants are present at the
tap, exposure may not occur if the tap water is not used for drinking.

GIS was used to study lung cancer incidence in Stockholm (Nyberg et al, 2000).
Lung cancer incidence is increased in urban areas, and it is well established that
smoking is the most important risk factor, but although smoking is more common
in cities this does not fully explain the excess risk. Other important risk factors
are domestic radon exposure and environmental tobacco smoke. There has also
been much discussion about the role of ambient air pollution in the causation of
lung cancer. In particular, motor vehicle exhausts may play an important role as
pollutants of ambient air and as occupational exposure among professional drivers.
Therefore an epidemiological case-control study was carried out, one aim being
to evaluate the importance of air pollution for the development of lung cancer. In
this study, 1,000 cases of lung cancer in men aged 40 to 75 diagnosed between
1985 and 1990 were identified in the regional cancer registry and 3,000 controls
were selected from the general population.

Information on individual exposure was collected with a postal questionnaire,
including questions on dwellings from 1950 and onwards. The home addresses
were then transformed into geographical co-ordinates using GIS computer soft-
ware in conjunction with a regional geographical database. The validity of the
geographical co-ordinates was assessed by a visual graphical method and by
comparison with another GIS method of assigning co-ordinates.

Exposure to air pollution was estimated from emission databases by dispersion
modelling of SO,, NO, and NO, . The air pollution data were then linked to the
individual address co-ordinates for the relevant time intervals, yielding cumula-
tive exposures for each of the three air pollution components.

The main finding of the study was that average traffic-related NO, exposure
(over a 30 year period) was associated with an increased lung cancer risk, after
adjustment had been made for smoking, socioeconomic status, residential radon
and occupational exposures (Nyberg et al, 2000).
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As noted in the section on ecological studies (Chapter 3, p. 42), GIS is a useful
tool in the analysis of routinely collected data. Several countries and the WHO
have produced large-scale maps of certain diseases, in particular cancers, for
many years. The interested reader should consult the IARC (International Agency
for Research on Cancer) web-site (http://www.iarc.fr) to study the GLOBOCAN
cancer maps, which give a good overview of the distribution of cancers worldwide.
Another web-site worth visiting belongs to the US National Cancer Institute
(http://www.nci.gov) and shows US cancer maps. GIS has also been increasingly
used for mapping of diseases at a small area scale, in particular in the UK.

For further studies of Geographical Epidemiology, the reader is referred to Elliott
et al, 2000.
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F 2
After reading this chapter you will: \)
» Beaware of the philosophy of quality assurance and quality
control
» Befamiliar with key conceptsused in analytical quality
control
» Beableto recognise sources of errorsin analytical quality
control and their consequences

Definitions and scope of quality assurance
and control

Quality assurance (QA) programmes are critical components of all exposure
assessment studies. Quality assurance should be integrated in all stages be-
fore, during and after collection of data. Quality assurancerefersto all proce-
dures used to ensure data reliability. It covers the utilisation of scientifically
and technically sound practices for the study design, the collection, transport
and storage of samples, the laboratory analysis, as well as the recording, re-
porting and interpretation of results (WHO, 1984). It also refers to training
and management designed to improvethereliability of the data produced. Au-
diting procedures should be used to control the quality of all stepstaken during
astudy, including the recording and reporting of data. Although non-quantita-
tive, such procedures will generally make the operator aware of possible er-
rors. In order to ensure reliable exposure data, quality assurance programmes
should always be implemented together with the exposure assessment study.

Quiality control (QC) refersmore specifically to the overall system of technical
activities aiming to measure and control the quality of the study results. The
internal quality control (1QC) isaset of procedures used by the staff for con-
tinuously assessing results as they are produced in order to decide whether
they arereliable enough to bereleased. The external quality control (EQC) is
asystem for objective checking by an external agency of thework performed.
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Pre-analytical quality control

Pre-analytical quality control refersto al steps to be taken to ensure correct
sampling, that is to get representative samples and to avoid contamination of
samples. Strategies for sample collection, transport and storage should be de-
cided on prior to study start. A sampling protocol should be prepared. Careful
training of all personnel involved in the study, aswell asinformation to partici-
pating subjects, is also needed.

A suitable number of al equipment and containers used for sampling and stor-
age of samples should betested for possible contamination (for example, blood
collecting tubes should be proved to be lead-freein ablood lead study). Instru-
ments and equipment for sampling should be routinely calibrated and checked
for deviations (for example, apersonal air sampler should be checked to keep a
constant flow rate throughout the sampling period).

Samples should be handled and stored at a temperature that keeps the sample
intact prior to analysis. All samples should be properly labelled and registered.

Analytical quality control

The analytical quality control refers to all activities aiming at measuring and
control the quality of the analytical results. It should include both internal and
external quality control. Theinternal QC includesanalyses of sampleswith known
concentrations of the substance to be measured. Commercially available refer-
ence materialsmay be suitablefor this, but usually only afew concentrationsare
available, especially in thelow concentration range. The purpose of theinternal
QC is to calibrate the analytical equipment and to check the analytical
performance. An external quality control programme should preferably evaluate
the accuracy and precision of the analytical methods used. If thisisnot possible,
the results obtained with the routine method may be compared with those of a
reference method, or another method using different analytical principles, pref-
erably at another laboratory. Inter-laboratory comparisons of analytical results
from analyses of the same sample are also useful.
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Analytical quality control samples

Analytical quality control samplesshould consist of the same medium asthe one
under study and the concentrations should bein the samerange asin the collected
samples. It has been shown that a satisfactory analytical result for one
concentration in one type of medium does not guarantee satisfactory resultsfor
another concentration in another type of medium. However, very few QC sam-
ples with useful concentrations are commercially available and therefore such
samples may need to be produced for agiven project. Ideally arelatively large
homogeneous quantity of material should be made available, so that the same
batch can be used throughout the study period. A sufficient number of samples
should be analysed by several laboratories to obtain the best possible reference
values. Thesereference values arelater used for comparison with the analytical
resultsfrom other |aboratories on samples of the same material. By the use of a
set of QC samples, covering arange of concentrations, analytical performance
can be evaluated by linear regression analysis of obtained analytical resultsver-
sus reference (or expected) values (Figures 22 and 23, p. 110 and 112). This
approach was taken in the UNEP/WHO HEAL study on lead and cadmium
(Vahter et al, 1991). Quality control samples for lead and cadmium in blood,
faeces, air filters, dust and diets were prepared since no suitabl e reference sam-
pleswerecommercially available (Lind et al, 1988; Jorhem and Slorach, 1988).
The QC samples were used as EQC samplesin the participating laboratoriesin
China, Japan, Sweden, and former Yugoslavia. Theresultsof theanalytical per-
formanceimproved during the analytical training phase, and during the monitor-
ing phase of the study all laboratories met the analytical quality criteria.
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BOX14.
(5
Some sour cesof referencema-

terials with general
cover age:

* BCR, Community Bureau
of Reference (CEC);
Contacts Address: 303 Rue
delaLoi, 200 B-1049,
Bruxelles, Belgium.

Fax: +32 2 235 8072

e |AEA, International Atomic
Energy Agency; Contacts
Address: Department of
Technical Cooperation,
International Atomic
Energy Agency,
Wagramerstrasse 5, PO.
Box 100 A-1400 Vienna,
Austria. Phone: 43 1 2060
(plus 5-digit extension)
Fax: +43 1 20607

« NIES, National Institute for
Environmental Studies,
16-2, Onogava, Tsukuba,
Ibaraki, Japan

e NIST, National Institute of
Standards and Technology.
Mail stop 2310, Gaithers-
burg, MD 20899 2310,USA.
Fax: 301 926 0416

These and other suppliers can
be found on the Internet.

Reference materials

The primary uses of reference materials are to
check the calibration, to document traceability
and for performance control. It is necessary to
differentiate between reference materials, the
contents of which are known and well-defined,
and intercompari son materias, for which the con-
tent is not known in advance. A certificate stat-
ing thevalue and aconfidenceinterval accompa-
niescertified reference materials. |dedlly, theref-
erence material should beascloseaspossiblein
chemical composition to that of the sample and
should a so contain the analyte at about the same
concentration asis present inthe sample. In many
cases, suitable reference materials do not exist,
but even if an exact match cannot be obtained,
the use of the closest availableis better than us-
ing none. A survey of organisations and
laboratories manufacturing, supplying or using
reference materials for environmental measure-
ments has been published by UNEP (1992). A
survey of commercially available reference
materials has been prepared by IAEA in co-op-
erationwith UNEP(IAEA, 1995; 1996). A search
for analytical (certified) reference materials on
the Internet may be useful, to find organisations
and producers of suitable materials. Thereisaso
alarge searchabledatabasefor certified reference
materials, COMAR (http://www.bam.de/comar),
with more than 200 producers of reference
materials throughout the world. Examples of
suppliersof reference materialsare givenin Box
14.
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Commercial external quality
assessment schemes

There are several external quality assessment
schemes (EQAS) commercially available (Box
15). These schemes cover a broad range of
analytes(trace el ements and organic compounds)
and matrices (blood, serum, urine), and have
devel oped different proceduresfor the eval uation
of laboratory performance. An evaluation of
twelve EQA Sin occupational and environmental
laboratory medicinein nine European countries
has been published (Taylor et al, 1996). More
information can be found on the Internet.

Record-keeping and data
validation

Detailed records, with dates, should be kept on
theintroduction of new batches of supplies, such
as filters, reagents, sample containers, plastic-
ware and pipettes. Likewise, changesin instru-
mentation or personnel should be recorded. Af-
terwards, when analysing the reasonsfor changed
analytical performance, this kind of thorough
record-keeping isof utmost importance.

Sometimes changesin theanalytical performance
are not abrupt but take place gradually (“drift”).
Such driftsaredifficult to perceivefromasingle
central result, but may become evident withtime
if the results of control samples are graphically
displayed. In acontrol chart, values of whatever
is being measured are plotted in time sequence.
The chart graphically displays the fluctuations

@

Some examples of EQAS
extending their services
world-wide

» Danish External Quality
Assessment Scheme
(DEQAYS), Danish National
Institute of Occupational
Health, Copenhagen,
Denmark

* FIOH externa quality
assurance scheme for
organic solvent metabolites,
Finnish Ingtitute of Occupa-
tional Health (FIOH),
Biomonitoring Laboratory,
Helsinki, Finland

e German external quality
assessment scheme in
occupational and
envorinmental medicine,
German Society for Occupa-
tional and Environmental
Medicine, Erlangen,
Germany

* Guildford Trace Element
Quality Assessment
Scheme, Robens I nstitute of
Industrial and Environmen-
tal Health, University of
Surrey, Guildford, UK

* Interlaboratory Comparison
Programfor Trace Elements
in Biological Fluids, Toxi-
cology Centre, Quebec,
Canada

of the measured values. A variety of control charts are in use, for example, the
CUSUM chart and the Shewhart chart (Figure 20, p. 107).
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Data validation usually consists of two parts:

® Dataentry procedures
* Acceptance procedures

Thereisalwaysarisk of introducing errorswhiletranscribing datainto computer
files. These are so-called clerical or human errors that may not only involve
numerical errors but also formatting errors, identification errors, etc., which can
lead to a serious bias in the analysis of data. Data should therefore be checked
either visualy or by use of computerised proceduresflagging potentially erroneous
data.

Acceptance procedures are designed to compare the reported data agai nst speci-
fied criteriain order to judge the reasonableness of the reported values. Accep-
tance procedures identify various types of anomaliesin the dataincluding im-
possiblevalues, individual and multiple outliers, and entire subsets of incorrect
data.

Quality control information should always be published together with the expo-
sure data in order to make possible evaluation of the validity and reliability of
the corresponding exposure data, and to ensure comparability of data. Also, re-
evaluation of data can be performed at afuture point.
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Figure 20. Example of the Shewhart chart. A) Data in control about the target
value. B) Data offset from the target value. C) Drifting data. D) Data with a steep
change (Prichard, 1995).




Sources of variation in analytical results

Concentrations of xenobiotics measured in exposure assessment studiesinvolving
the general population are often very low. Advanced analytical techniques as
well as sensitive methods for detection of systematic errors in the analytical
results are required in order to make possible detection of the small deviations
from baseline exposure that may cause health effects.

A quantitative measurement is always an approximation of atrue value. Many
factors contribute to thisdeviation. The analytical equipment may not be perfect,
the analytical method may not be specific or sensitive enough, and biases may
not beidentified and corrected for. An exposure assessment study should there-
fore alwaysreport the uncertainty of the exposure estimates.

When the concentration of a pollutant is determined repeatedly in the same
laboratory, acertain scatter of the measured quantitiesis always seen. Analyses
of the same sample by different |aboratories usually show even greater variation.
In both cases, the variations incorporate a component of analytical variation as
well as changes that may take place during sample collection, preparation and
storage (UNEP/WHO, 1986).

Collection of samples

A major problem in sampling is contamination. The highly sensitive analytical
methods used today permit analyses of small sample sizes, and the amounts of
pollutants are often very low in each sample. Therisk of contamination is par-
ticularly high for substancesthat are ubiquitousin the environment or substances
that are present in materials and tools that can come into contact with the sam-

ple.
Handling and storage of samples

The samples must be handled and stored in such a way that the level of the
substance to be analysed remains stable. The processes that are most likely to
decrease sample stability are precipitation, chemical deterioration, surface ab-
sorption and evaporation of the analyte. Another factor that might be important
ischangesin the matrix, leading to changesin the recovery of the analyte.
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Gross errors

These include sample mix-up, calculation errors, and sample/standard dilution
errors. Grosserrors, particularly if they lead to exceptionally high or low results
(so-called outliers), are difficult to deal with and the procedure should include
ways and meansfor detecting and accepting or rejecting them.

Analytical variation

Analytical variation may be divided into two major categories: accuracy which
refersto the agreement between the amount of analyte measured and the amount
actually present, and precision which refersto the uniformity of results of repli-
cate analyses, irrespective of the true concentration of the analyte, under agiven
set of conditions (Figure 21). The precision or reliability of an analysismay vary
depending on many factors, for examplethe skill and experience of the analyst,
the purity of the chemicals, the quality of measuring devices and thetimeinter-
val between replicate anal yses.

High precision Poor precision
Poor accuracy High accuracy
Poor precision High precision
Poor accuracy High accuracy

(i (%)

Figure 21. Graphical illustration of
accuracy and precision.
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Figure 22. Illustration of the ideal case and various types of bias (for
explanation see text; UNEP/WHO, 1986). The dotted line illustrates the
ideal line y=x.
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Accuracy or validity of an analysisisprimarily determined by the specificity of
the method and the analytical recovery. In addition, errors in calibration de-
crease accuracy. Low accuracy of an analysisindicates a bias.

Figure 22.A illustrates the ideal case where the reported values correspond ex-
actly to the expected (or reference) values. However, all analytical procedures
are subject to a variety of analytical inaccuracies or biases. Figure 22.B shows
the effects of aproportional biasinwhichthereported valuesare higher thanthe
expected values. The bias is called proportional because the amount of bias
increases in direct proportion to the concentration of analyte in the specimen.
Figure 22.Cillustratesthe effect of aconstant bias, in which each of the reported
values are higher than the expected values by a constant amount, at all
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concentrations of the analyte. The biases shownin Figures 22.B and C are posi-
tive biases, because the reported values are greater than the expected values.
Negative biases may also occur, and the reported values may fall along acurve
rather than astraight line. Figures22.B and C illustrate the two major classes of
biasesthat affect the accuracy of analyses. Many analytical procedures are sub-
ject to either constant or proportional biases, or to both. Figure 22.D illustrates
how combined constant and proportional biases may affect the correlation of
reported and expected values. It isworth noting that when combined biases are
present, thereisfrequently one concentration at which the reported value corre-
sponds exactly to the expected value. This phenomenon is commonly observed
and must be considered when interpreting quality control data. It is therefore
recommended that reference samples cover the range of expected measurement
values.

Theeffects of random variation on analysesareillustrated in Figure 23 (p. 112).
It shows how a laboratory’s results maybe fitted to an operational line with
certain limitsof variability. Figure 23.Aillustratesavariability that increasesin
proportion to the mean analyte concentration, while Figure 23.B illustrates a
variability that is constant at all concentrations of the analyte.

Knowledge of the kinds of bias and random variability that affect an analytical
systemishelpful inidentifying their causes. For example, proportional limits of
variability arecommonly caused by imprecision in volumetric dispensing of the
sample. An automatic pipetteisamechanical device and as such theremay bea
certain amount of play in the operation of its parts, which may increase as the
parts become worn. Variation in the amount of samples measured by such a
pipettewill introduce variationintheanalytical resultsproportiona to theanayte
concentration of the specimen. Thiswill cause proportional variability, asshown
inFigure 23.A. Similarly, constant limits of variability are commonly observed
in analytical procedures that are influenced by the turbidity of the specimen.
Sampleturbidity isusually independent of analyte concentration, but may vary
between specimens, causing results to be distributed between constant limits
(Figure 23.B). Thus, knowledge of how various sources of analytical bias and
variability affect the accuracy and precision of the operational line can be most
helpful inidentifying and in correcting analytical problemsasthey arise.
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Figure 23. lllustration of random analytical variability (for explanation see
text; UNEP/WHO, 1986).

Analytical method selection

A chemical compound can usually be analysed by avariety of different methods.
Somemethods emphasisethe quality of analysis, while othersare directed mainly
towards practicality and low cost. However, even the best method may give
incorrect resultsif improperly used. Methods are customarily classified according
to their main use in the analytical field into definitive, reference and routine
methods.

The best approximation of the true value obtained by analysisis the definitive
value, that istheresult obtained by the definitive method. The definitive method
is generally not considered practicable for daily laboratory use. It is generally
used to back up reference methods. The purpose of areference methodisto serve
as a basis for the determination of the accuracy of routine methods. Routine
methods are those used regularly in thelaboratory. They areusually not asprecise
and accurate asreference or definitive methods. Their useisjustified, however,
because the definitive and reference methods are too cumbersome and expensive.
For every routine method used, precision and biasrelating to the method should
be known. It should be pointed out, however, that additional bias might be
introduced as aresult of the application of the method.
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Quantitative estimation of analytical precision

Statistical analysis of environmental samples collected simultaneously in space
and time can be used to estimate the precision of a measurement method. Such
samples are often referred to as duplicates and are collected in pairs. The differ-
ence in the measurement parameter (e.g. concentration) between a duplicate pair
isindicative of the precision of the collection and analysis methodol ogy. Descrip-
tive statistics generated from a set of differences between duplicate samples can
be used to characterise the average degree of precision, as well as the variability
in precision.

Consider ahypothetical study of respirable suspended particul ate matter (RSPM)
in outdoor air where 20 duplicate pairs of 24-hr average measurements were
made. Assume the 24-hr average concentration among the 40 measurements was
50 pg/mé. Further assume that the distribution of differences between the 20
pairs of duplicate samples was normally distributed with a mean and standard
deviation of 5and 1 pg/me, respectively. On average, then, a single measurement
can be expected to be within 5 pg/m? of the actual concentration. A single meas-
urement can be expected to be within approximately 3 to 7 pg/mé of the true
concentration 95 % of thetime, i.e. within +/-2 standard deviations of the average
difference.

For a probability distribution, the coefficient of variation (CV) is defined as the
ratio of the standard deviation to the point estimate of the mean (1/5). In this
way, the coefficient of variation error describes the degree of dispersion of a
dataset relative to a measure of its central tendency. The coefficient of variation
provides a quantitative estimate of the relative degree of variability among the
observations in a dataset. Using data from the hypothetical example described
above, the coeffi-cient of variation among the pairs of duplicate samples is 1/
5=0.2. Thus, on average, a single measurement can be expected to be within 20
% of the actual concentration.
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After reading this chapter you will:
* Be familiar with some of the basic methods for describing
exposure data
* Be able to organise, illustrate and present data
* Be aware of common methods of statistical analysis
* Be guided to further statistical methods

This chapter describes briefly statistics relevant to various aspects of data
analysis and presentation. It is, however, not within the scope of this text to
cover in detail all statistical aspects relevant for exposure assessment. The
reader wishing to design or participate in exposure assessment studies should
study the relevant statistics in more depth.

Choice of statistical methods

Data could be measured by different types of scales. Data measured by nu-
merical values (e.g. concentration of lead in blood, pg/litre) are called nominal
data. Data measured by order or rank (e.g. distance from plant: within 0.5 km,
0.5-1 km, >1 km) are called ordinal data, and data measured by proportions or
number of observations in categories (e.g. male versus female) are called interval
data. Commonly, an exposure assessment study produces questionnaire data,
including activity logs, food consumption records, place of residence, etc., and
pollutant concentrations in various media such as inhaled air, indoor residential
air, food, water, exhaled breath, mother’s milk, blood, urine, etc. When data
have been collected, all the information gathered should be analysed in a
scientifically sound manner, and presented to whom it may concern. The
presentation of the data should be as clear as possible.
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Statistical methods are used to describe the data and to aid understanding of the
basic characteristics of exposure and its determinants. Descriptive statistics in-
clude measures of central tendency such as arithmetic mean (average) or me-
dian, and measures of dispersion such as standard deviation and percentiles.
Statistical methods are also used to analyse the data in such a way as to compare
two or more groups for significant differences, predict a trend, explore associa-
tions between various parameters measured, and for hypothesis testing. Further-
more, statistical inference allows generalisations of the observations derived from
a sample to a wider population from which the sample was drawn.

In data analysis procedures, it is necessary to take into account the distribution
of the data. Environmental exposure data are most often normally or log-nor-
mally distributed, the latter being most prevalent. A logarithmic transformation
of log-normal data produces a normal distribution, which can be further treated
with statistical procedures applicable to normal distributions (Figure 24). These
are called parametric methods.

log-normal

o normal distribution
distribution u

Transformation
E——

»
»

v

Figure 24. A logarithmic transformation of data can produce a normal
distribution.

Many exposure-related datasets do not fit this description, however. One reason
for this is that the data may not be normally distributed or cannot be transformed
so that they are approximately normal. Non-parametric statistical analysis methods
can be used to analyse data with these characteristics. A more common reason is
that although the underlying distribution of the population from which the sample
is drawn may be approximately normal or log-normal, the number of samples is
too few to allow the nature of the underlying distribution to become apparent.
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Sample sizes are often small in exposure studies because of logistical difficulties
in collecting samples and the expense of collecting and analysing the samples. It
is therefore crucial to perform sample size and power calculations during the
study design phase in order to be able to fulfil the objectives of the study (Chapter
4, p. 55).

Widely available statistical software for personal computers can be used to per-
form data processing and necessary calculations. One example of such packages
is the statistical free-ware programme EPIINFO developed for and distributed
by WHO. However, sometimes it is recommended that special-purpose statistical
software should be used to analyse data. It is wise to consult statistical expertise
if the investigator lacks the necessary knowledge to be able to choose the appro-
priate statistical method for the analyses.

Description of data

Descriptive statistics summarise data in a simple manner to discern key points
about the information collected. We typically assume that the data collected are
a sample from a larger population of possible measurements and that the sample
is representative of the population. The sample consists of the individual
observations from the study population, with multiple variables or covariates
recorded for each observation. Univariate methods examine the distribution of a
single variable. Multivariate methods describe relationships among two or more
variables. That is, if we consider a single observation and know the value of one
variable, multivariate methods indicate what we can infer about the other variables.
Both numerical and graphical techniques may be used to characterise the sample
and any relevant subset, and to obtain preliminary results from the study.

Data can be presented in various forms, including frequency tables, histograms,
bar charts, cross-tabulations, pie charts and box plots. For most questionnaire
data, tabulations of the percentages that belong to various categories of interest
will be appropriate. Unweighted tabulations that simply describe the individuals
and dwellings in the sample may also be of interest. Examples include demo-
graphic characteristics of the study participants, types of housing, and variables
potentially related to environmental measurements.
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Figure 25. A histogram presentation of urinary cadmium
concentrations in a group of cadmium exposed workers. The
smooth curve approximates the distribution (data from Jarup
and Elinder, 1994)

Figure 26. A box plot presentation of the same data presented in figure 25.

Displaying both the arithmetic and the geometric means (or medians) is a useful
way of describing the distribution of the data. A large difference between the
arithmetic mean and the median implies that there is a skewed distribution of
exposure measurements. It should be noted, however, that this does not imply
that the measurements behave like a log-normal probability distribution.




Standard measures of dispersion include the sample variance (s?), the standard
deviation (SD), percentiles, and the range (min, max). These measures describe
the spread of the observations. Measures of dispersion are useful for describing
the degree of variability of a given measure among the members of a study
population. Figure 25 shows a histogram of urinary cadmium concentrations in
a group of cadmium exposed workers. The figure also includes a smooth curve
approximating the distribution presented. Figure 26 shows an example of a box
plot presentation of the same data. The design of the box could be chosen to suit
the need of the investigator; in this case it was considered appropriate to show
the median, the 1, 25, 75 and the 99 percentiles. The median represents the value
in the middle of the distribution and, for example, the 75™ percentile is the measure
which 75% of the distribution is below.

Table 10 shows an example of analytical results from a study of cadmium exposure
in a population of Stockholm women.

Table 10. Example of presentation of results (exposure and effect estimates) from a
study of cadmium exposed women in Stockholm, Sweden, showing the means and
variability. SD = Standard deviation. NAG=N-acetyl--D-glucosaminidase.

Analysis, Arithm.Arithm.Min Max Median Geom. 75" 90t
urine mean SD mean percentile percentile
Cadmium' 0.59 0.31 0.15 1.71 0.53 0.52 0.76 0.99
Density? 1.02  0.01 1.00 1.03 1.02 1.02  1.020 1.024
Creatinine® 7.27 4.52 1.20 21.32 6.44 6.07 8.78 14.01
Calcium* 347 2.73 020 13.0 2.70 2.56  4.60 7.40
NAG?® 299 1.87 0.40 109 2.60 2.53  3.80 5.40

nmol/mmol creatinine, 2g/cm?, *mmol/l, *mg/1, SU/I
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Data analysis

Regression analysis and analysis of variance techniques are useful for analysing
the relationships between exposure and explanatory variables. Analysis of vari-
ance (ANOVA) is a technique for assessing how several nominal independent
variables affect a continuous dependent variable and is usually concerned with
comparisons involving several group means. Regression and ANOVA models
are closely related and can be analysed within the same framework. The major
difference is that for ANOVA, all the independent variables are treated as being
nominal; while for regression analysis, any mixture of measurement scales (nomi-
nal, ordinal, or interval) is allowable for the independent variables. Estimation
for both ANOVA and linear regression models consists of obtaining point esti-
mates for the parameters that describe the mean exposure under a certain set of
conditions. Part of the estimation procedure is to determine how well the model
fits. The first diagnostic is to examine the residual error (residual). A residual is
simply the difference between the exposure estimated by the model and the actual
exposure. By examining the residuals, one can determine for what ranges of
actual exposures or conditions the model does not fit well, and use this to decide
how to adjust the model.

A regression model is used to evaluate the relationship of one (simple regression
analysis) or more (multiple regression analysis) independent variables X , X ,
..., X, to a single, continuous dependent variable Y. It is often used in exposure
assessment to characterise the relationship between the dependent and independ-
ent variables (continuous and discrete) by determining the extent, direction, and
strength of the association (correlation). Examples of simple regression analyses
are given in Figures 22 and 23 (Chapter 6, p. 110, p.112). For example, in the
particle total exposure assessment methodology (PTEAM) study, indoor PM,
concentrations (Y) were regressed against outdoor air concentrations (X, ), smok-
ing rates (X,), cooking durations (X,), air exchange rates (X,), and house vol-
umes (X,) to determine the major factors affecting indoor PM, ; concentrations
(Ozkaynak et al, 1996).
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Sensitivity analysis

Throughout the history of modern epidemiology, efforts have been made to quan-
tify the errors in (relative) risk due to sampling inaccuracy. Several methods
have been designed to compute confidence intervals as a measurement of the risk
estimate uncertainty imposed by the sampling procedure. The confidence interval
thus mirrors the uncertainty in the risk estimate due to sample size. Much less
attention has been given to the errors in risk estimates due to inaccurate assess-
ment of exposure, although numerous studies have been published dealing with
the consequences of the mis-classification of data resulting from imprecise
measurements. Most epidemiological studies discuss the mis-classification
problem, but in many studies it would have been possible to estimate the magnitude
of the measurement errors involved and thus obtain more accurate estimates of
the impact of the resulting mis-classification.

In occupational and environmental epidemiological studies the independent
variables, often collected from questionnaires, are usually estimated with large
errors. One way of estimating the impact of such errors is to perform a basic
sensitivity analysis, checking how changes in the data estimates will influence
the risk estimates (Box 17, p. 122).
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An example of a basic sensitivity analysis

An example of a basic sensitivity analysis in a study where exposure was assessed
retrospectively is taken from the occupational cohort study of arsenic exposure and
lung cancer in copper smelter workers (for a detailed description of the study - see
Chapter 9, p. 151). Arsenic exposure was estimated through a thorough assess-
ment of industrial hygiene data made by an experienced occupational hygienist.
The data included historical documents such as work safety committee reports and
internal company papers concerning the work environment at the smelter.

Early air measurements had revealed very high arsenic concentrations in the
1940s, with an average of almost 1 mg/m®. Regular monitoring of the workroom
air was carried out from the middle of the 1950s. These detailed data made it
possible to compute individual cumulative arsenic exposure estimates. Using these
estimates and the regional reference data, Standard Mortality Ratios (SMR) were
computed for different exposure catagories. It is reasonable to assume rather large
errors in the early exposure data, particularly before 1940 when no air measurements
were available. The exposure data from that period were estimated from other
sources, such as production figures, sick leave data and interviews with workers
and management. The estimated air concentrations of arsenic between 1940 and
1950 depended heavily on rather few measurements that most likely had large
standard deviations. To assess the influence of errors in these early data, new sets
of SMRs, assuming “worst case” deviations in the exposure data, were computed.
A large overestimation of the early exposure data was assumed. The results are
shown in Table 11. In spite of the large errors assumed, the revised SMR, was
similar to the original SMR  in three of the four exposure categories, indicating a
robustness in the data. The increased SMR | in the highest exposure category is the
expected result of a large overestimation of the cumulative exposure, due to errors
in the early exposure data.

Table 11. Standard Mortality Ratios (SMR) computed for different exposure categories.
SMR, was computed using the original exposure data. SMR, was computed using
exposures prior to 1940 multiplied by 0.5, and exposures between 1940 and 1950,
multiplied by 0.75. CI = confidence interval (from Jéarup, 1992).

Exposure category mg/m? x years SMR, 95 % CI SMR,
<0.25 272 145 -465 284
0.25-<15 301 218 -404 338
15-<100 500 348 - 695 531

> 100 1151 595-2011 2011
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After reading this chapter you will:
* Be able to recognise the importance of ethical issues in
exposure assessment studies
* Be aware of possible ethical conflicts when designing a
study
* Be aware that most exposure assessment studies should be
approved by an ethics committee

Ethical questions should be raised by every scientist involved in exposure
assessment studies. Most countries, as well as scientific journal editors, de-
mand that studies involving humans should be approved by an ethics commit-
tee. It should be an independent body that review research proposals on humans
with regards to ethics of the work proposed. Environmental epidemiologists
and exposure assessors should assess their practice from an overall perspec-
tive that includes concern for the integrity and sustainability of all regional,
national and global life-support systems. Public health interests should always
take precedence when potential conflicts arise. Four principles of ethics exist:
respect for autonomy, beneficence, non-maleficence, and social justice. The
following ethical considerations should be borne in mind when an exposure
assessment study is planned:

® When practical, informed consent from study participants should be
obtained (Box 18). This is usually also a demand from the ethics committee
before approving the study protocol. It is the responsibility of the researcher
to protect the integrity of the individuals and to keep the data confidential

® Financial compensation to study participants should only cover expenses
to avoid bias

® Best scientific standards should be employed (as in all scientific research)

® Study results should be reported to decision makers and to the public,
stating also the level of scientific uncertainty involved

® More research should be conducted among “understudied” population groups

123




In recent years, environmental research professionals have expressed a growing
interest in the ethical issues. The International Society for Environmental Epide-
miology (ISEE) has together with the WHO (through their Global Environmen-
tal Epidemiology Network, GEENET) conducted a survey among scientists in-
volved in epidemiological studies to evaluate the ethical views of the scientific
community. A very low response rate (30 % among ISEE members and only 19
% among the GEENET members) may be an indicator of a rather low interest in
the ethical issues. Nevertheless, certain recommendations were proposed to
promote ethical discussions among environmental epidemiologists. It was sug-
gested that core values for environmental epidemiologists be defined and that a
set of ethics guidelines be developed (Soskolne and Light, 1996, WHO 1996Db).
It was also suggested that ethic issues should be discussed at professional meet-
ings, which was implemented on a trial basis at the ISEE yearly conference in
Edmonton 1996. Since then, sessions on ethical issues have been included in the
ISEE annual meetings.

The emerging use of biomarkers for genetic susceptibility may reveal several
new associations between exposure and disease, where the risk for disease is
greatly increased in a particularly susceptible subgroup of the population. How
should this new information be used? Ideally, the risk estimates uncovered may
be used to set lower standards for harmful agents to protect the most susceptible
individuals. The information may, however, also be used to exclude the suscep-
tible persons from the hazardous environment. Screening for genetic susceptibil-
ity may, for example, be used to select individuals to particularly dangerous jobs
in the chemical industry, where exposure to harmful agents may occur.
Furthermore, the information of such a susceptibility to the individual may in-
duce concern, which may be more harmful than the susceptibility itself.

Revealing research findings to the public often poses an ethical dilemma. On the
one hand it is desirable to communicate findings indicating for example potential
associations between environmental factors and disease; on the other hand such
associations may be less well founded and cause unnecessary anxiety. Thus,
dissemination of study results should be carefully planned and preferably involve
the general public as well as the scientific community.
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Another ethical conflict is the possibility of
biased study designs that may result from
economic pressure or poor science. In a survey
among risk assessors it was found that 30 % of
the respondents had observed such biased study
designs. Other observations were plagiarism (20
%) and fabrication of data (10 %). That the
two latter findings constitute unethical behav-
iour is probably unquestioned by most
scientists; nevertheless both plagiarism and
fabrication of data seem to occur in a number
of cases.

A number of questions have arisen about the
extent to which specimens collected for one

- @D

Informed consent

® Each participant must be
thoroughly informed about
the objectives of the study,
the risks and the benefits

® Participants must not be
pressured in any way to
participate

® [t should be possible to

withdraw at any point
without prejudice

purpose can be used for related or for distinctly different research (Schulte and
Sweeney, 1995). When subjects are recruited, the investigator should inform
them of the study purpose and study details, the risks and benefits of participa-
tion, and describe any possible use of data in the future. If unplanned use of
specimens arises, does the investigator have to obtain informed consent from the
participant to use their sample? This is still an open question. The banking and
use of specimens also raises the question of ownership of specimens.
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Introduction to field examples

Exposure assessment studiesare conducted for variousreasons. | n thischapter
six examples of various exposure assessment studies are described. Thefield
examples are chosen to show the broad variety of situations that calls for
exposure assessment studiesto be performed. Thefirst study describesexposure
assessment of air pollution in Delhi, India, with the purpose of linking
exposure with health effects (respiratory morbidity). The second study isan
exampleof across-sectional total exposure assessment study of lead in children
of Mexico City. The study was performed in order to identify major sources
and pathways for lead exposure and to evaluate the contribution of these
sources to the total lead exposure. In the third field example of pesticide
exposure assessment in Costa Rica, epidemiological studieswere performed
to describe and quantify the pesticide related health problem. Thefourth field
example describes a method of retrospective exposure assessment in an
industrial setting. The exposure assessment was carried out in order to
investigate the exposure response rel ationship between exposure and health
effects (lung cancer). Thefifth exampleisadescription of achemical accident
- the Blopal disaster and how exposure assessment and health effects studies
were performed retrospectively. The last example describes alarge national
exposure assessment study performed in Germany with the purpose of
providing adatabase for reference values.
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Air pollution and respiratory morbidity
in Delhi, India.

by Sameer Akbar, This study was conducted as part of the author’s
field work for hisPh.D. asaBEIT Fellow for Scientific Research at
the Centrefor Environmental Technology, Imperial College of Sci-
ence Technology and Medicine, London.

Background and objectives

Delhi isknownto record one of the highest concentrations of suspended particulate
matter (SPM) amongst the world’s megacities. Though concentrations of other
air pollutants (SO, and NO,) have aso been increasing steadily, only SPM
isknown to consistently violate the WHO standards (Box 2, p. 5). Recent re-
search in developed countries has associated respirable suspended particul ate
matter (RSPM) with increases in daily mortality and morbidity in cities with
average ambient RSPM concentrationsin the range 20 pug/m? - 60 pg/ms3, with
no apparent indication of athreshold. Measurementsin Delhi have shown that
the average monthly RSPM levels range between 50 pug/m? and 420 pg/meé.

The exact meaning of resultsfrom research conducted in devel oped countriesfor
a developing country city like Delhi is clouded by various factors, including
differencesin rel ationships between ambient levelsand personal exposure, indi-
vidual time-activity patterns, the physical environment (land use), overcrowding
in houses, poor ventilation, and type of domestic fuel used. However, estimates
of environmental health risksin developing countries still rely on extrapolation
of dose-response evidence from developed countries.
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Thisexamplereports onthefield work stages of across-sectional study that was
conducted in thewinter of 1994-95 (November - March) in Delhi with the objec-
tive of classifying exposure patterns, and assessing associ ations between respi-
ratory health effectsand particulateair pollution. Thefollowing sectionsexplain
the study design and methodol ogy, highlighting the problems encountered during
datacollection. The concluding section dwellson some study designissueswhich
have a bearing on exposure assessment for environmental epidemiology in
developing countries.

Study design

A sample of 3000 respondentswas drawn from middle-class housing coloniesin
three geographical areasof Delhi which differed inland use pattern - residential,
commercial-residential, and industrial-residential . In addition to land use pattern,
these areas also differed significantly in long-term (1989 - 1993) average SPM
concentrations measured at the National Ambient Air Quality Monitoring Station
(NAAQMY) located in the area. The residential area had the lowest long-term
mean ambient SPM concentration (321 pg/m?), followed by the commercial-
residential (346 pg/m?), whiletheindustrial-residential (437 pg/m?®) areareported
the highest concentration.

The samplewasrestricted to respondentswho were 25 to 45 yearsold, and were
not employed in occupations which carried a risk of occupational exposure.
Although 33 % isthe commonly quoted prevalenceratein Delhi for “respiratory
allments’, a conservative estimate of 20 % for office workers and 10 % for
housewiveswas used to cal culate the sample sizesfor different sub-groups.

It is acknowledged that the urban poor are at higher risk of exposure to air
pollutants. However, this study focused on the urban middle class because of
potential confounding by additional risk factors(e.g. occupational exposureand
biomass based domestic fuels) in the lower socio-economic groups, hence re-
quiring amore refined study design and alarger sasmple size. By focusing on 25
to45year olds, it was expected to capture two groups of respondentswho differ
in time-activity pattern - housewives and office workers, and at the same time
look for cause-effect in a sub-group whose health status is not likely to be
compromised by age.
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Epidemiological survey

Middle-class housing in Delhi usually consists of either apartment blocks or
privately owned houses. As opposed to private housing, apartment blocks usu-
aly have the inherent advantage of a planned layout, stratification by socio-
economic status, and uniformity in housing structure.

Sampling

A door-to-door questionnaire survey was conducted in sel ected housing colonies
inorder to collect the relevant information. All interviewerswere provided with
asampling protocol intermsof the number of respondentsto beinterviewed per
day, and asystematic random sampling frame. However, certain practical reasons
madeit difficult to follow arigid sampling frame.

Firstly, since amajority of door-to-door surveysin urban middle-class housing
are carried out by marketing companies, theinterviewerswere often met with an
initial refusal to participate. On the other hand, air pollution being a “topical”
issue, there was sometimes a risk of selection bias because of respondents
enthusiasm. Interviewers were instructed to retry if the respondent initialy re-
fused to participate, but to stick to their sampling frame in areas where the
participation rates were good.

Secondly, both male and femal e respondents werefound to have a preferencefor
women interviewers. Two specific reasons could partly explain this phenom-
enon: (i) for socio-cultural reasons, women respondents, especially housewives
from conservative households, do not usually talk to male strangers; (ii) despite
carrying identification, because of safety concernsmaleinterviewerswere often
turned away from behind closed doors.

Finally, accessibility of respondents became difficult asinterviewerswent up the
socia ladder. Unfortunately, this was found to be correlated with disparity in
socia class between interviewer and respondent. It is acknowledged in survey
research that interviewers should belong to the same social background as the
potential respondents. This theory was successfully tested by sending an
interviewer from a compatible social background into such housing colonies,
and getting a better participation rate.
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Questionnaire
The questionnaire elicited information on background, health effects, economic
damage, time-activity patterns and personal habits (p. 136).

The background and personal habits sections of the questionnaire wereaimed at
capturing key socio-economic and socio-cultural factors, some of which could
also qualify as risk factors for respiratory morbidity. Incorrect or conflicting
responses (between household members) to personal questions often provided
momentsof comic relief to interviewers: Husbandswould oftentry toliein front
of wives or mothersin order to hide their habit of smoking/chewing tobacco or
pan/beetle leaves! Or family members (interviewed separately) would reveal
different figuresfor family income!

Most of the health effects questions were tailored after the British Medical Re-
search Council questionnaire and were aimed at assessing the winter prevalence
of symptoms. Data on two week recall of respiratory symptoms were collected
so asto assesstemporal associations between respiratory morbidity and ambient
(particulate) air pollution. Time-activity data were also collected for different
micro-environments, which could later be used in conjunction with RSPM
measurementsto classify personal exposure.

The economic damage section was aimed at assessing the possible economic
implications of variation in particul ate concentrations. In addition, a section on
willingness to pay (based on a hypothetical scenario) was also included in the
guestionnaire to estimate the monetary value of respiratory morbidity.

The questionnaire was pre-tested on arandom sample of 150 respondentsin the
summer of 1994, and the responseswere used to further refine the questionnaire.
Four interviewerswere trained and made to conduct mock interviewsin the week
prior to starting the field work.
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Exposure classification

The questionnaire survey was accompanied by RSPM monitoring in asub-sam-
ple of the households, in commonly used travel modes (i.e. buses, cars, and
three-wheelers), and in the ambient environment.

The objectives of conducting alimited amount of monitoring were: (a) to assess
if RSPM concentrations (indoors and ambient) differed significantly in thethree
areas; (b) to estimate the significance of RSPM concentrationsin different mi-
cro-environmentsasarisk factor for exposure; and (c) to use the measurements
asameans of exposure classification of respondentsbased on their time-activity
patterns and their mode of travel.

Ambient

Outdoor or ambient measurements of RSPM were made at NAAQM stations,
which are located on top of double storey buildings situated within Delhi Elec-
tric Supply Undertaking sub-station complexes. However, siting the monitoring
stations in the compound of an electric sub-station did not guarantee uninter-
rupted power supply.

Outdoor SPM measurements were made gravimetrically using a High Volume
Sampler. The samplerswere operated at aflow rateof 1.1to 1.7 m¥mininthree
8-hourly sessions to get 24-hourly average values. Three Casella™ AFC 124
pumps with a cyclone head and a\Whatman GFA filter (2.5 cm diameter) were
used for RSPM sampling. The pumps were operated at a constant flow rate of
1.9 litressminute and were calibrated and checked with a rotameter before and
after each monitoring session.

I ndoor

The Casella™ pumps were installed at a height of 6 to 8 feet, as close to the
human breathing zone as possible. All the indoor monitoring sessions were for
continuous eight hour periods. Care was taken to keep the cyclone head free
from any obstruction, and away from any prominent source. Since the time pe-
riod of the study was over the winter months, houses normally kept their doors
and windowsclosed. Theonly known indoor source of particlesin certain homes
was the presence of cigarette smokers. However, the geographical location of
houses and the siting of monitors indoors was dependent on the respondents’
willingnessto participate in the microenvironmental monitoring exercise.
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A major deterrent to having a monitor installed inside homes was the safety
consideration. In some cases respondents had the monitorsinstalled indoors, but
panicked when neighbours suggested the possibility of the monitor being an
explosivedevicel

Travel

For travel measurements the pumps were worn on the waist belt by individuals
while travelling, and the cyclone was worn on the lapel or upper part of the
chest. Except in the case of carswhen the driver wore the sampler, it wasworn
by apassenger in the bus and three-wheeler. Theroutestravelled werevaried in
order to cover the major roads to and from the three study areas.

A rigid monitoring protocol was designed so asto evenly distribute the monitor-
ing schedule over the study period. Inall, 41 measurementswere madein travel
microenvironments, 81 measurementswere madein indoor microenvironments-
21 with smokers and 60 without smokers, and 44 measurements were made in
the ambient environment.

What can be learnt from this example?

An important lesson learnt from the field work is the uncertainty in estimating
exposure based solely on ambient air quality data (asisusually donein popula-
tion-based air pollution epidemiology studies). The difficulty arises primarily
because of two reasons- (a) the mixed land usein and around housing colonies,
and (b) variationinindividual time-activity patternsand travel modes (e.g. buses,
cars, two-wheelersetc.) - both of which areimportant determinants of personal
exposure.

Land useviolations (e.g. oneroom industrial unitsoperatingin residential areas)
can result in residents of adjacent housing colonies having widely different
exposure patterns. The contrast between the residential and industrial-residen-
tial areain terms of land use is large. In addition, socio-economic and socio-
cultural factors which have a bearing on the nature of questionnaire responses
tend to be closely linked to land use pattern, with people lower down the socio-
economic/cultural ladder residing in mixed land use areas. These intra-urban
differential sin socio-demographic factors present significant study design diffi-
cultiesinacity like Delhi.
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Thisstudy wasasmall first attempt, conducted in the face of limited resources.
However, it serves to provide important lessons, and highlights the need for a
bigger study in order to classify exposure of population sub-groupsin adevel op-
ing country megacity like Delhi. An intensive microenvironmental monitoring
protocol coupled with awell-designed epidemiological study could providethe
much needed information on varied exposure patterns among population sub-
groups across the soci 0-economic spectrum.
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Assessment of Respiratory Damages in Relation to Particulate Air Pollution

QUESTIONNAIRFE
Date: (5-10) Time:
Respondent I.D.: (11-15) Interviewer LD.:

Screening Questions
(The screening questions are meant to assess the respondents suitability for participating in the survey. It is important to make sure that the
respondent understands that only a certain section of the population is being interviewed. This will ensure that pcople who are not found
suitable for the survey, do not get offended.)

1) Age(25-45) a1y ]
as) ]

2.) a) Professional Status (Housewife/Manager/Busi etc): 19) l:l
(If housewife [ist husbands professional status)
b) Nature of Job (Office/Shopfloor/....etc):

3)  Which area do you Work in? e[ 1]

(For the interviewer to read out to the respondent)

The following two page questionnaire will not take more than 15-20 minutes of your time. Please answer the questions in the order [ ask
them. T would appreciate if you do not read the questionnaire during the intcrvicw, unless requested to do so. You can sec it once the
interview is over. Your co-operation will be appreciated.

NAME:
ADDRESS (H): ADDRESS (0):
PHONE (H): PHONE (O):
Assessment of Respiratory Damages in Relation to Particulate Air Pollution
UESTIONNAIRE
Date: (5-10) Time:
Respondent LD.: (11-15) Interviewer LD.:

Screening Questions
(The screening questions are meant to assess the respondents suitability for participating in the survey. It is important to make sure that the
respondent understands that only a certain section of the population is being interviewed. This will ensure that people who are not found
suitable for the survey, do not get offended.)

1) Age (25-45) (16-17) :I
as) ]

2) a) Professional Status (Housewife/Manager/Business...etc): (19) :I
(If housewife list husbands professional status)
b) Nature of Job (Office/Shopfloor/....etc):

3)  Which area do you Work in? e 1

(For the interviewer to read out to the respondent)

The following two page questionnaire will not take more than 15-20 minutes of your time. Please answer the questions in the order I ask
them. I would appreciate if you do not read the questionnaire during the interview, unless requested to do so. You can see it once the
interview is over. Your co-operation will be appreciated.

NAME:
ADDRESS (H): ADDRESS (O):
PHONE (H): PHONE (O):
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A.) BACKGROUND INFORMATION

1) Sex: M/F
2) Educational qualification (Number of Years of Education)?
3) How many people live in your house (including children)?
4) Excluding kitchen and bathroom, how many rooms
are there in your house?
5.) What cooking fuel is used in your house: (a)LPG (b)Kerosene (c)Other
6.) What is your time period of residence in the present area (yrs.)?
B.) HEALTH EFFECTS
75 Do you suffer from any respiratory allergies? Yes/No
8) Have you ever been diagnosed with any major chest ailment
(e.g. T.B./Chronic Bronchitis/Others:.................)7 Yes/No
Cough
9.) Do you usually cough first thing in the morning in winter? Yes/No
10.) Do you usually cough during the day - or at night - in the winter? Yes/No
Phlegm
il.) Do you usually bring up phlegm from your chest first thing
in the morning in winter? Yes/No
12.) Do you usually bring up phlegm from your chest during the day - or
at night - in the winter? Yes/No
Asthma/Wheezing
13.) Have you ever had attacks of wheezing or whistling in the chest? Yes/No
14.) Have you ever been diagnosed as having asthma? Yes/No
Eye Irritation
15) Do you usually have itching in eyes - when you have been out, during winter? Yes/No
16.) In the LAST TWO WEEKS how would you rate the intensity of the following symptoms
((0) is for occasional, and (F) for frequent)
None Mild (0) | Mild (F) | Moderate (0)] Moderate (F) | Severe
a) Dry Cough
b) Cough with Phlegm
c) Asthma/Wheezing
d) Eye Irritation
¢) Breathlessness
) Body Ache
17) In the last two wecks did you suffer form any other illness or ailment ?
(If Yes, please list:.........cccoccuuenne. ) Yes/No
C.) ECONOMIC DAMAGE
18.a) During the last two weeks did you take any medication to relicve any of the above
mentioned symptoms? (If No, goto 19) Yes/No
b)  How much money did you spend on the medication?
19.a) During the last two weeks did you consult a doctor regarding any of the above
mentioned symptoms? (If No, goto 20) Yes/No
b) How much money did you spend as consultation fee?
20.) For how many days during the last two weeks could you not goto/do work because
of any of the above mentioned symptoms?
21) For how many days during the last two weeks was your activity restricted (though
you could work) because of any of the above mentioned symptoms?
22.a) During the last two weeks did you take any vitamins, eat more fruit, or take
anything else to relieve any of the above mentioned symptoms ? (If No, go to 23) Yes/No
b How much monev did vou snend on it?
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D.) TIME-ACTIVITY PATTERN
23) What is the average number of hours/day that you spend in the following micro-environments :

A) INDOORS B.) OUTDOORS
a) Kitchen (65-67) e) Vehicle 1618y [
b) Office — (68-70) f) Ambient (19-21)
¢) Home - (71-73) g) Other (22-24) 1]
d) Other (74-76)
TOTAL (77-80) TOTAL @528 [
E.) PERSONAL HABITS
24.2) Do you smoke (If No, go to 25) ? Yes/No  (29) 1
b) How much (daily average)? (30-31)
25) If you don’t smoke, are you (severely) exposed to cigaretle
smoke at home or at work? Yes/No  (32) |:‘
26.3) Do you chew tobacco/pan masala (If No, go to 27) 7 Yes/No  (33)
b)  How much (daily average)? (34-35)
27) What kind of water do you normaily drink 7 (36)

a)boiled bfiltered c)boiled and filtered d)treated (Aquaguard, zero B etc.)
e)ordinary tap water f)others :

28.) Do you have any medical insurance? Yes/No 37
29)  What is the total monthly income of your family (approx. range) ? I . N
30.) What is your total monthly income (approx. range)? 449
31) What mode of transport do you use for commuting? (a)Bus (b)Car/Jeep

(c)Two-wheeler (d)Three-wheeler (c)Cycle-rickshaw (f)Other: sosny 1
32) Do you wear any anti-pollution mask/cover while commuting? YesNo  (52) —
F.) WILLINGNESS TO PAY

Recent research has shown that suspended particulate is the most damaging form of air pollution for

health. As you may know, the level of particulate air pollution in Delhi frequently exceeds the standards set by

the World Health Organisation by two to three times. Newspapers have reported that cvery third Delhiite s suffering
from some respiratory illness. Cleaning the air will require many kinds of actions, such as more frequent checks

on vehicle exhaust, instatlation of air pollution control equipment in factories many of which were not designed to
accommodate such equipment, or even a better public transport system.

Suppose there was a citywide plan to reduce particulate air pollution. The implementation of this plan
would cost money, and citizens like you would have to pay the cost on a monthly basis to maintain the air quality
at safe levels. Consider this somewhat similar to paying for for water connection in your house. 1 am now going to
ask you about how much you would be willing to pay to help in improving the quality of air that you breathe. It is
important that you think carefully about this and give a realistic answer. Please do not agree to pay if you cannot
afford it or if you feel you have other, more important things to spend your money on.

I want you to assume that if the plan were implemented, most households like yours in Delhi would pay a
similar amount as your household for improving the air quality. Also, assume that industry and government
would do their fair share towards the same goal.

33.2)  Would you support such a plan to reduce particulate air pollution, if you were
required to pay a certain amount per month ? (If Yes, go to 33¢) YesNo (53) [ 1]

b)  There are several reasons why one might not want to pay anything to implement
the plan to reduce particulate air polfution in Delhi. Could you please explain
your reasons: (i)Cannot afford (ii)Satisfied with existing situation (iii) Not
concerned aboul air pollution (iv)Governments responsibility (v)Industries

responsibility (vi)Other (specify): 54)

¢)  How much would you be willing to pay per month ? (55-58)

G.) FURTHER PARTICIPATION
34) Would you be willing to let us install an air sampler inside your
house/office for a minimum of 8 hrs.? Yes/No  (59) —1]

Thanks for your Co-operation !
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A cross-sectional total exposure
assessment study of lead in children of
Mexico City

Thisfield exampleismainly based on investigations published by
| sabelle Romieu and co-workers (Romieu et al, 1994; 1995).

Background and objectives

Setting

Mexico isthe sixth largest |ead-producing country in theworld, and 40 % of its
production isused locally in different industrial processes that cause lead con-
tamination of the environment. Sourcesof airbornelead inthe Valley of Mexico
City include lead smelters, battery manufacturing plants, battery repair shops,
paint factories and |eaded petrol.

It is estimated that about 1500 tons of lead are deposited annually in Mexico
City from combustion of leaded petrol (Contreras, 1990). Recognition of this
problem has driven the Mexican government to decrease the use of tetraethyl
lead in petrol. At present, two types of petrol are used in Mexico, one that con-
tains 0.13-0.26 g/l and one that contains 0.003 g/l (the " unleaded type”). Vehi-
cles can use the unleaded type only if they are equipped with a catalytic con-
verter and if the model is manufactured in 1985 or later. However, among the 3
million vehiclesin Mexico City, 80 % were manufactured before 1980 and some
before 1970 (Sanchez, 1990). Therefore, despite the introduction of unleaded
petrol, consumption of leaded petrol isstill highin Mexico City.

Environmental lead pollution and its potential adverse health effects were ob-

served in Mexico as early as 1682 (Cooper, 1980). Lead contamination is a
leading public health problem in Mexico. Several epidemiological studies have
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reported blood lead level sand risk factorsfor the population of Mexico City (for
references see Romieu et a, 1995). However, information was scarce about the
concentration of lead in the environment and the contribution of various sources
to thetotal lead exposure in the population of Mexico City.

Health effects

Lead exposure can result in awide range of biological effects depending upon
thelevel and duration of exposure (WHO, 1995). L ead adversely affects several
organs and organ systems (blood-forming organs, the peripheral and central
nervous system (CNS), the kidneys, and the gastrointestinal tract). The effects
range from inhibition of enzymesto death.

For metabolic, behavioural and neurological reasons, children are more vulner-
ableto the effects of lead than adults. L ead passes over the placentaand thereare
some epidemiological dataindicating effects such as pre-term delivery and re-
duced foetal growth and maturation. Lead has been shown to be associated with
impaired neurobehavioural functioningin children. Both prospective and cross-
sectional epidemiological studies have been conducted to assessto what extent
environmental |ead exposure affects CNS-based psychol ogical functions (NRC,
1993). Thereis no definitive evidence of athreshold, but below the blood lead
concentration (PbB) range of 100-150 pg/l, the effects of confounding variables
and limitsinthe precisionin analytical and psychometric measurementsincrease
theuncertainty attached to any estimate of effect. However, thereissomeevidence
of an association below this range. Most evidence relates to decrements in
intelligence quotient (1Q).

Environmental data and sour cesof exposure

Lead is a multimedia pollutant and is present in air, food, drinking-water, soil
and dust. The main routes of human exposure to lead are inhalation and inges-
tion. The dermal absorption isusually low. An investigation of available envi-
ronmental data and possible sources of lead exposure was carried out prior to
study start.

In Mexico City, there is continuous monitoring of air pollution, including

atmospheric lead. In the northern part of Mexico City, near an industrial park,
thetraffic and industrial emissionsare particularly high. Atmospheric lead used
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to greatly exceed the national air quality standard for lead in Mexico (1.5 mg/m?
asa3 month average). However, since 1990, particul atelead content has decreased
substantially, possibly due to an increased use of unleaded petrol and to the
closure of several lead-manufacturing industries. In the southern part of the city,
aresidential area, the atmospheric lead tended to stay below the air quality
standard.

Lead in drinking-water may come from contamination at the source, but it can
alsoresult from water treatment or from lead in piping, joints, and containersfor
storage etc. Lead dissolvesinto thewater, especialy if thewater isacidic. Leaded
pipes are common in Mexico, but the water isalkaline. Water samples collected
from randomly selected households, using lead-free containers, showed lead
concentrationscloseto 0.1 pg/l (below the WHO guidelinefor drinking-water of
0.01 mg/l; WHO, 1996a), despite thefirst flush from the tap being collected, to
sample water that was standing overnight (worst case approach).

L ead-based paint and pigments that contain |ead chromates are frequently used
in Mexico. Lead in paint may bereleased into the environment (soil, dust, water)
by deterioration of surfacesand by contact with acid rain and drainage water. In
addition, dissociation of lead chromates by gastric acid may contribute to lead
uptake in children who ingest contaminated soil and dust. Lead pigments are
also used in children’stoysand pencils. Different types of coloured pencilshave
been analysed for lead. Most coloured pencils have a high lead content with a
high variationin lead content depending on the pencil’sorigin. Values between 1
and 68,000 ppm were reported. This source of |ead exposure can contribute to
thetotal exposure of children, who tend to bite pencilsand thereforeingest paint
chips.

Leaded glaze is commonly used in Mexico to cover ceramics that are used to
cook, store, and serve foods and beverages. Thistraditional pottery is hardened
at low temperatures, and therefore the lead remains in the glaze and can be
released into foods and beverages, especially acidic onesliketomatoesand fruit
juices, because the solubility of lead increases at low pH. Experiments have
shown that most of the lead released from the ceramics comes from the glaze.
The place of origin of the pottery and time of usage of the pottery has also been
shown to be important factors for lead content. VValues ranging from 89 to 8000
po/dl of food and beverages have been reported (Hernandez et al, 1991).
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L ead-soldered side-seam cans are still available in Mexico. As with food pre-
pared and kept in traditional pottery, acidic foods processed in cans with lead
solder aremorelikely to be contaminated. Thelead content in different types of
canned foods has been measured. I1n 1993, in arandom sample of 300 canswith
different types of solder, about 30 % had alead content exceeding 0.30 mg/kg,
the recommended guideline (FAO/WHO, 1984b). Among these cans, 61 % were
lead-sol dered.

Food may also be contaminated before processing. High lead content may for
example be found in leafy vegetables due to air fallout of lead. Other potential
sources of lead exposure are cigarettes, cosmetics, and traditional medicine.
Analysesof lead content in cigarettes sold in Mexico showed that cigarette smoking
may contribute to lead exposure. Lead-containing cosmetics used by women
may contributeto lead exposure of their children. Traditional medicines such as
azarcon (used as a treatment for diarrhoea) have a high lead content and have
been related to lead intoxication in Mexican children (Baer and Ackerman, 1988).

Objectives

The objective of the study wasto identify major sources and pathwaysfor lead
exposurein Mexico and to evaluate the contribution of these sourcesto thetotal
lead exposure in the population of children residing in Mexico City.

Exposure assessment

A cross-sectional study was conducted to determine the contribution of various
environmental mediato the blood lead level sin children younger than 5 years of
age. A random sample of 250 households in each of two areas of Mexico City
was selected, and a total of 200 children participated in the study. One of the
study areaswasaresidential areaand the other waslocated withintheindustrial
part of Mexico City. The major sources of lead exposure were expected to differ
between these two areas.

All households selected were visited to obtain a sample size of 100 childrenin
each area. The mothersof the children selected wereinvited to participatein the
study, which included the completion of a questionnaire, environmental sam-
pling of their household, and collection of blood samples from each child.
Participantswereinformed of the study objectivesand asked to sign aninformed
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consent form. After all sampleswere collected, dietary counselling and adviceon
minimising lead exposurewas provided to all participants. Environmental samples
of floor, window, and street dust, paint, soil, water, and glazed ceramics were
obtained from the participating househol ds, aswell asdirt from the hands of the
children. Environmental sampling procedures for soil, dust, paint, and water
were carried out in accordance with the technique proposed by the Environmental
Sciences and Technology Laboratory, Georgia Technical Research Institute
(GTRI, 1992). Training of thefield personnel and standardisation of procedures
were provided by asenior scientist fromthe GTRI. All procedures were carried
out using vinyl glovesin order to avoid contamination of samples. External qual-
ity control was provided by the Centersfor Disease Control (CDC),

(Atlanta, Georgia, USA).

Results

Blood lead levelsin children (N=200) ranged from 10 to 310 pg/l with amean of
99 pg/l (SD 58 pg/l). Blood lead concentrations exceeding 100 g/l werefound
in 44 % of children aged 18 months or older. Age was significantly related to
children’sblood lead levels. Blood |ead level swere dightly higher intheindus-
trial study area. However, themajor predictorsof blood |ead levelswerethelead
content of the glazed ceramics used to prepare food, exposure to airborne lead
due to vehicular emission, and the lead content of the dirt from the children’s
hands.

What can be learnt from this example?

In order to decrease |ead exposure by control measures, the significant sources
of lead exposure have to be determined. Although important measures had been
taken in Mexico to reduce lead exposure of the general population (e.g. the
introduction of unleaded petrol), the investigators found that lead exposure is
till animportant problem in Mexico. Thefindings pointed out that |eaded petrol
till played an important rolein the population’s exposure to lead, but that |ead-
glazed ceramics also played a major role for the total exposure. Thus, it is
necessary to inform the public of the risks of lead-glazed ceramics and to regu-
late their use.
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The strategy of thisstudy: 1/ to gather all available environmental data on lead
inall exposure media, 2/ to do complementary environmental monitoring when
adequate data were missing, 3/ to collect environmental samples from each
household included in the study, and 4/ to measure the total lead exposure by
biological monitoring in the study population, was adequate to identify the
significant sources of lead exposurein children.
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Assessment of pesticide exposure in
epidemiological studies in Costa Rica

by Carl-Gustaf Elinder and CatharinaWesseling,
Karolinska Institutet, Stockholm.

Background and objectives

Pesticide poisoning in developing countriesis an important public health prob-
lem. A report from the WHO indicatesthat globally three million severe poisonings
occur annually. Counting mild poisonings, as many as 25 million poisonings
might occur in devel oping countries (Jeyaratham, 1990).

In CostaRica, adevel oping country with an agricultural export-based economy,
the per capitaannual consumption of pesticideswas 4 kg during the 1980s. This
was eight timesthe 0.5 kg estimated world average per capita consumption and
some of the most used substances were, according to the WHQO’s hazard
classification, highly and extremely toxic. From field observations in agricul-
tural areas of the country it was obvious that workers did not use protective
equipment and that safety procedures during pesticide use were overall inad-
equate.

In order to more specifically describe and quantify the pesticide related health
problems in Costa Rica, an extensive research programme commenced in the
middle of the 1980s. Thisincluded descriptive epidemiological studiesaswell as
cohort and cross-sectional studies and also aimed at a more detailed exposure
assessment (Wesseling et al, 1993; Wesseling et al, 1996; van Wendel de Joode
et a, 1996). Registers with data on exposure or health outcomes are rare in
devel oping countries. However, in CostaRicait is possibleto follow up subjects
with verified poisoningsor other health effectsin the cancer or mortality registries.

145



Exposure assessment and results

In the first population based study exposure categories were, for practical rea-
sons, very crude: those not working at all (non-labour population), non-agricul-
tural workers, and agricultural workers.

Datafrom three national registerswere used: 1) occupational accidentsand disease
reportsin wage earning workers, 2) hospitalisationsand 3) deaths. During 1986,
1800 occupational accidents and diseases caused by pesticides were reported;
between 1980 and 1986 atotal of 3330 personswere hospitalised and 429 died.
Cholinesterase inhibitors caused 21 % of the reported occupational accidents,
63 % of the hospitalisations and 36 % of the deaths. Paraquat caused 21 % of the
occupational accidents, 24 % of the hospitalisations and 60 % of the deaths.
Overall, 25% of the hospitalisations and 11% of the deaths were due to occupa-
tional poisonings.

Age and gender specific incidence rates were calculated for the “ exposure cat-
egories’. Hospitalisations and deathswere 13 and 11 times more frequent among
agricultural workers than among the rest of the population. The annual rate for
hospitalised pesticideintoxicationsin Costa Rican agricultural workerswas 115
per 100 000, of which about onetenth werefatal. It was estimated that the yearly
incidence of symptomatic occupational pesticide poisoningsamong agricultural
workers was 4.5 %. High risk groups for occupational poisonings included
workersaged 15-29, femal e agricultural workersand workersin bananaplantation
areas.

Two results of thisstudy were considered to be of particular importance. Firstly,
pesticiderelated injuries among wage earning workerswere more than six times
higher in the banana plantation areas than in the rest of the country. Secondly,
contrary to prevailing opinions, paraquat wasidentified as one of the most prob-
lematic pesticides with regards to occupational poisonings. It was also noted
that many paraguat i njuries occurred on bananaplantations. Several studieshave
dealt with thesetwo issuesin recent years by assessing both exposure and health
effects.

Next, exposure among banana workers were assessed. Banana production is a
major component of the export industry in Costa Rica. Pesticide use has been
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substantial on banana plantations for decades and many work tasksinclude dif-
ferent types of exposures. Effortswere made to characterise pesticide exposures
of plantation workers through the analysis of import and pesticide use data as
well as observations at the work place. Detailed data were collected regarding
typesof pesticides, frequency of use, amounts applied and use practicesinrela-
tion to job-titles (Chaverri and Blanco, 1995; Vaquerano, 1995; van Wendel de
Joodeet al, 1996). After that, accurate numbers of workers per job-title, per area
and per time unit were determined in order to produce reliable population data
for the cal culation of job specificincidencerates (Wesseling et al, 2001). Herbicide
and nematocide applicators, cleaners of the water basins at the packing plants,
flaggersguiding the crop dusting airplanes and storehouse workerswerethefive
job-titleswith the highest risksfor pesticiderelated illness. Several quantitative
exposure studieswere also carried out on banana plantations. One study quanti-
fied exposure and dose in 11 paraguat sprayers and identified determinants of
exposure by means of measurements, observations and interviews (van Wendel

de Joode et al, 1996). Skin exposure was measured by skin pads, respiratory
exposure by personal air sampling and absorbed dose by urine sampling. It was
found that protective clothing did not effectively protect against dermal expo-
sure. Both dermal and respiratory exposure were significantly related to dose
and both should be considered possible routesfor systemic absorption of paraquat.

During thefield work hazardous situationswhich in theory could result in severe
systemic poisoningswere observed frequently. Seven of the eleven spray operators
had experienced one or more health complaints during the last twelve months
that they associated with paraquat (skin burns, eyeirritations, nail damage, nose
bleeds, burning sensation in nose cavity and non-specific systemic symptoms).

The occurrence of adverse health effects could not be excluded at the measured
levelsof exposure and, considering also the frequent high risk situations, it was
concluded that paraquat is not safe for occupational use.

Another study assessed the exposure of packing plant workers who also had
beenidentified asahigh risk group. Skin and eyelesionsoccur frequently among
the mostly female workers who select and wash the bananas at the water basins
of the packing plant and some of whom spray fungicides on the bananas with a
hose before they are placed in the boxes. Residues of the fungicides thiabenda-
zole and imazalil were measured in skin pads (averages of 4.7 and 6.0 mg/day,
respectively, of total dermal exposure) and inthewater of thebasinsat the packing
plant (Vaguerano, 1995). It islikely that the observed high incidence of topical
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lesions (alergic and irritant contact dermatitis and severe chemical burns) in
theseworkersisassociated with skin contact with the spray mist, aswell aswith
the contaminated water of the basins (Wesseling et al, 2001).

M ore specific health effectsfrom pesticidesin bananaworkers have been exam-
ined in cross-sectional, cohort and case studies. The exposure circumstances of
aseriesof fatal non-intentional paraquat poisoningswere analysed in the context
of devel oping country labour conditions, with emphasis on the potential danger
of dermal absorption and the amount of paraquat needed to produce a fatal
outcomein case of oral intake. The medical records and autopsy protocolsof 15
fatal non-intentional poisoning casesamong agricultural workerswerereviewed
and relatives were interviewed. The results of this study suggest that paraguat
may causefatal poisoningsby ingestion of small amounts, by dermal absorption
of diluted paraquat, and possibly by inhalation (Wesseling et al, 1997).

The cancer risk among banana workers was examined in a cohort study of em-
ployment status during the time DBCP, aparticularly toxic pesticide, was used.
Employment status was based on the payroll reported to Social Security be-
tween 1972-1979. Exposureindicatorswere duration of employment (number of
months), and first year of employment. Theresults, revealed an increased mortality
in certain types of cancers in the exposed group as compared to the general
population of Costa Rica (Wesseling et al, 1996). No exposures to specific
pesticides could be identified. Currently a cohort study of workers with con-
firmed DBCP exposure and low sperm-countsisbeing carried out.

Inaddition, neurotoxic effectsamong workersprevioudy poisoned with cholineste-
rase-inhibiting pesticides have been examined in a cross-sectional study based
on patientswho have been given medical treatment. Exposure category was based
onthetype of cholinesteraseinhibitor (organophosphates versus carbamates). A
cumulative exposureindex that assesseslife time pesticide exposure and which
wasbased oninterview datafrom the study subjectswasestablished. Theinterview
data provided information about duration and frequency of exposures (number
of years and number of days per year) for different job-titles. Observations and
historical dataprovided information about thetypes of pesticidesand fraction of
the day exposed per job-title. Observations and measurements of exposure under
current labour conditionshave now to be considered asbaselinesfor retrospective
quantitative exposure estimates by judgement of differences by an occupational

148



hygienist (Wesseling, 1997). Severity of the poisoning was used asameasure of
degree of exposure: wetried to use symptoms and signs recorded by physicians
inthemedical records, categories of hospitalised versus non-hospitalised, number
of dosesof atropine, daysof sick-leave: all these dataturned out to betoo deficient
to be usable as exposureindicators. Finally the number and types of cholinergic
symptoms (during the poisoning episode) referred by the worker at the time of
testing (checklist with yes-no answers) were used as a measure of intensity of
exposure, but theinformation sourceismore subjective and therefore maybeless
reliable (Wesseling, 1997).

What can be learnt from this example?

CostaRicais privileged with health registers as compared to other developing
countries, which makes it attractive to carry out epidemiological research not
possible el sewherein the devel oping world. However, opportunitiesto find sources
of information on exposures are present everywhere and health effects can be
assessed in many other ways besides by the use of disease registries. These
opportunities should belooked for in acreative way. However, it isnot sufficient
to merely look at the health effects - one also hasto assess exposure in one way
or the other, the more detail ed the better. The examplesfrom CostaRicagiven
hereillustratethis, and also that thistype of research frequently producesresults
that make it evident that specific actions are needed to decrease exposure and
risks (Rodriguez et al, 1995).

149



Intentionally blank

150



Industrial setting - The Ronnskéar case

Thiscase study ismainly based on investigations published by
Lars Jarup and co-workers (Jarup et al, 1989; Jarup and
Pershagen 1991).

Background and objectives

Setting

The Ronnskar copper smelter in the north of Sweden has for along time been
known as “the dirtiest industry in Sweden”. It was established in 1928 to pro-
cess ore from the Boliden mine. The ore was highly complex and was rich in
arsenic (up to 20 %). The mining company bought two small islandsjust outside
the coast fromthelocal community. Theideawasthat thewindswould carry the
emissions from the smelter out to sea, thus minimising the environmental air
pollution and the fallout on the surrounding soil.

Exposure

Thework environment was heavily polluted with many compounds; it was said
that theworkerswere exposed to “ half the periodic system”. The main pollutants
connected with health problems at the factory were arsenic, sulphur dioxide
(sulphuric acid) and lead. Nickel, bismuth and selenium, as well as other
contaminants, were al so present in someinstances. The main concern regarding
environmental exposure has been related to arsenic and sulphur dioxide.

Occupational health effects

Sincethe start of the smelter operation, both acute and chronic health problems
have been registered. Early health effects at the smelter were etching injuries,
perforation of the nasal septum and chemical bronchitis. Acute effects, in afew
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cases|eading to death, after heavy exposureto arsenic have been recorded since
the 1930s, the latest casualty occurring as late as in 1985, when aworker was
accidentally buried in a pile of arsenic trioxide. He died within 12 hours of the
acute exposure.

The main chronic health effects were nerve lesions, reproductive defects and
lung diseases. The most important heal th outcomewas|ung cancer, and increased
lung cancer riskswerereported in several studiesfrom the smelter.

Environmental health effects

Lung cancer wasthe main health effect dueto smelter emissionsin the surround-
ing environment. Anincreased risk of lung cancer wasfound in non-occupationally
exposed individualsin thelocal communitiesaround the smelter.

Objectives

Themain objective of the epidemiol ogical study described inthisfield example
was to investigate the exposure-response relationship between occupational
exposureto arsenic and sulphur dioxide and lung cancer risk. Thefield example
describes the method for retrospective exposure assessment, essential for the
success of the epidemiological analyses. Thefield examplealso briefly describes
the environmental exposure assessment for the studies of environmental expo-
sureto arsenic and lung cancer risk that were carried out in the Ronnskér region.

Exposure assessment - occupational

Arsenicand sulphur dioxide

The exposure assessment covered arsenic, sulphur dioxide and to alesser extent
some other compounds (e.g. asbestos, chromium, lead, nickel and tellurium),
occurring more or less frequently at various workplaces within the smelter. A
report prepared by the chief hygienist at the smelter described thework environ-
ment and how the conditions have changed since the smelter started itsoperation
in 1930.
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Quantitative data were estimated mainly for arsenic and sulphur dioxide. The
assessment was made from historical documents, such aswork safety committee
reports and internal company papers concerning the work environment at the
smelter. Interviews with older workers and managers were also made. Thefirst
air measurements were made in 1945. Regular monitoring of the workroom air
was carried out from the middle of the 1950s. The early air measurementsrevesa ed
very high arsenic concentrations at certain work sites, such astheroaster, where
an average of 0.9 mg/m?®wasrecorded (range 0.04-7.1). A few measurements at
the gas purifier revealed an average arsenic concentration of 25 mg/md. Before
the commencement of air measurements, statisticsfrom sick leave dueto etching
injuries, in conjunction with the other historical data mentioned above, were
used to quantify the amounts of arsenic in the workroom air.

The arsenic content in the Boliden ore was extremely high (up to 20 %) at the
beginning of the operation. The working conditionsin the early dayswere aso
very poor as evidenced by the sick leave figures mentioned above. It was not
until after the second world war that radical improvementswere made. Thearsenic
contentsinworkroom air werethen gradual ly decreased astheregul atory demands
became morerigorous. Exposure datawere estimated for threetime periods, the
first period being 1928-1939, the second 1940-1949 and the third 1950 and
onwards, with some variations depending on work-site.

Respirator usage was very limited and virtually non-existent before the second
world war. When respirators were used, a piece of cloth often had to suffice. No
adjustment of the exposure data was therefore made for the use of respirators.

Smoking

For the collection of information on smoking habits, apostal questionnaire was
sent to the next of kin to the cases and referents in a nested case-control study
performed within the Ronnskar cohort (described earlier). Information of smoking
status was obtained for all study subjects. To assess the total amount of inhaled
tobacco for each smoker, pipetobacco and cigarswere” converted” to cigarettes.
One cigar was thus considered equivalent to 4 cigarettes, and one package a
week of pipe tobacco was regarded to be equal to 7 cigarettes/day.
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Exposure assessment - environmental

M easurements of metal concentrationsin suspended dust were made at several
outdoor measuring stations, up to 7 km from the smelter, since the late 1960s.
The ambient air levels of arsenic and lead were mostly below 0.5 pg/m? as a
monthly average, but a few values exceeded 1 pg/m3. No measurement data
were available for the time periods when the smelter emissions were at their
highest. Analyses of metalsin soil and plants show that dust fallout primarily
takes place within 10-20 km from the smelter. With this information and the
prevailing wind directions (north-south), two parishes near the smelter were chosen
asthe exposed areain the environmental epidemiological study. Theremaining
part of the county to which these parishes bel ong constituted the reference area.
Both the exposed and reference areas were sparsely populated with scattered
villages, but they also contained some urban districts.

Results

Theretrospective exposure datafor the different time periodswere used together
with detailed information of thework history to compute cumulative exposures
to arsenic and sulphur dioxide for each worker in the cohort. Standardised
mortality ratios (SMRs) were then calculated for several exposure categories
using age-specific mortality ratesfrom the county where the smelter was situated.
A positive dose-response relationship was found between cumulative arsenic
exposure and lung cancer mortality with an overall SMR of 372 (304-450, 95%
confidenceinterval).

Smoking standardised relative risksranged from 0.7 to 8.7 in different exposure
groups. A negative confounding by smoking was suggested in the higher expo-
sure categories. The interaction between arsenic and smoking for the risk of
developing lung cancer was intermediate between additive and multiplicative,
and appeared less pronounced among heavy smokers.

Therewas no evident dose-response rel ationship between estimated exposure to
sulphur dioxide and lung cancer.

An increased lung cancer risk (RR= 2.0) was aso seen among men who had

lived within approximately 20 km from the smelter. Theincreased risk could not
be explained by smoking habits or occupational background.

154



What can be learnt from this example?

In order to reveal exposure-response patternsin epidemiological studies, athor-
ough and detailed exposure assessment is essential . The procedure described in
this exampleis, however, very time-consuming and needs the active participa-
tion of an experienced (industrial) hygienist. In this example, the investigators
had access to detailed data on exposures as well asjob histories. This may not
always be the case and thus, before an attempt is made to embark on a study of
retrospective exposure assessment, the available data should be thoroughly ex-
amined.

If, however, the necessary dataare available, the effort to create adetailed expo-
sure matrix may be worth while. The clear exposure-response pattern that was
reveal ed in the occupational epidemiological study madeit possibleto refinethe
risk assessment for lung cancer caused by occupational arsenic exposure.
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A major chemical accident
- The Bhopal Disaster

Thiscase study ismainly based on an investigation published by
P. Cullinan and co-workers (Cullinan et al, 1997)

Background

During the night between the 2nd and 3rd of December, 1984, therewas aleak of
apoisonousgasfrom atank at the Union Carbide splant in Bhopal inIndia. The
accident proved to becometheworst accident so far of thiskindin history, killing
over 3800 people.

It was anightmare situation; hundreds of thousands of peoplelivingintheclose
vicinity of abig chemical industry, where safety precautions were poor, and no
plans had been made in advance for the event of poisonous gas emissions. The
carbamateinsecticide carbaryl, or Sevin asthe Union Carbide Corporation trade
name is, was produced in the plant. Methyl-isocyanate (MIC), a well known
toxic substance, was an intermediate in the production.

MIC isalow molecular organic isocyanate (MW 57.05). It is volatile (boiling
point +39° C) and colourless, with an unpleasant odour. The vapour density is2,
i.e. twice as heavy asair, and it reacts violently with, for example, water in an
exothermic reaction. It isastrongirritant. The American Conference of Govern-
mental Industrial Hygienists (ACGIH) threshold limit value (TLV) is0.02 ppm.

The cause of the gas|eak was achemical reaction leading to increased pressure
inatank that contained approximately 27 tonnes of stored MIC, and the opening
of a safety valve on the tank. The safety valve remained open for nearly two
hours, and tonsof MIC in vapour and liquid form was discharged. The meteoro-
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logical conditionswere very unfavourable, aggravating the consequences of the
release; air temperature of around + 10° C, light wind from north to north west
of 1-2 m/sand atemperatureinversion. Not only peoplein the shanty town close
totheplant, but also agreat deal of thetotal population of Bhopal were hit by the
gas. The gasrolled slowly across the road into the shanty towns opposite the
plant. The sleeping residentswere not warned of theleak and the houses and huts
did not give any protection. The gas cloud spread further towards the railway
station, the police station and downtown. At therailway station, 1.5 km from the
plant, morethan 100 personswerefound dead. The areawith thelargest number
of dead and severely injured was 6-7 square kilometres south to south west of the
plant. Severe but not deadly injuries were found in aregion of about 25 square
kilometresin size. Many of the people exposed to the gasdied in their sleep or
when they tried to run away from the gas cloud, thusincreasing the exposure of
their lungsto the gas by taking deep breaths.

Health effects

Theacuteclinical picturewastransient irritation and redness of the skin, intense
irritation fromthe eyes, including bleeding, profuse eyelid oedemaand superficia
corneal ulceration. Respiratory effectsincluded rhinitis, pharyngitis, coughing,
respiratory distress, such as broncho-constriction, shortness of breath and choking.
Many patients died from choking or circulatory collapse. Pulmonary oedema
developed in many patients in the acute stage. In others pulmonary oedema
developed later, after afreeinterval, but all the patients devel oping pulmonary
oedema presented initial symptoms from the respiratory tract. All types of
complicationsfrom the respiratory tract were observed, such as pneumothorax,
subcutaneous and mediastinal emphysema, bronchopleural fistulas, secondary
infections etc. Malaise and vomiting were common signs in the initial stage,
probably dueto swallowed dimethyl-urea, aproduct from MIC and water, which
was formed when MIC reacted with the water of the mucous membranes of the
mouth and oropharynx. It has also been discussed if the gas affects the central
nervous system (CNS), circulation, liver and other organs.

The treatment given to affected eyes was irrigation, homatropine to prevent
secondary complications, antibioticsand in some cases corticosteroids. Respira-
tory distress symptoms and pulmonary oedemaweretreated according to symp-
tomswith oxygen, bronchodilators, diuretics and corticosteroids. When steroid
treatment was stopped after 2-3 days, pulmonary oedema returned in approxi-
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mately 40 % of the patients. The steroid therapy was started again and pulmo-
nary oedemaresolved.

Therescueoperation

The organisation of the rescue operation was started as soon as the severity of
the accident became apparent. In the beginning everything was chaotic, with
thousands of patients streaming into the hospitals. A few hours after the accident
the Minister of Health and the Mayor of Bhopal were gathered along with the
superintendent and other doctors of leading positions at the Hamidia Hospital.
Approximately 300 doctors and 800 medical studentsalso arrived there. Medical
teams treated patients in the hospital gardens asit was impossible to get all the
patientsinsidethe hospital.

During the first 24 hours, the Hamidia Hospital took care of about 15 000 pa-
tients and the J.P. Hospital 25 000 patients. In total around 100 000 patients
were given some kind of medical treatment during thefirst 24 hours. It is diffi-
cult to get exact figures but the approximate numbers of dead and injured may be
asfollows:

® 500 persons died before getting any medical treatment at all

® 6000 personswere severely injured, presenting symptoms such as advanced
respiratory distress combined with signsfrom the CNS and circulatory sys-
tem. Of these 2000 died within the first week. Total mortality was 3828

® 100 000 persons presented severe symptoms from the eyes and the respira-
tory tract but were otherwise unaffected

® 19 000 persons are considered to suffer from permanent injuries

Obviously, the catastrophe also had severe psychological and social effects.
Exposure and health assessment

Recently, and ten years after the catastrophe, afollow up was made of arandom

sample of adultsstill living in thevicinity of theplant (Cullinan et al, 1997). This

revealed that severelung effects persisted in alarge proportion of thoseindividuals
who were exposed in 1984, but survived.

159



In the cross-sectional study, which was carried out during a remarkably short
time period, 9 days, 454 adults were examined. Subjectsliving at different dis-
tances from the gas leak during the disastrous night were identified using four
concentric zones of 2, 4, 6, and 8 km radius, centred on the Union Carbide
factory. An area outside the city with similar socio-economic composition was
alsoidentified and served as acontrol. From each of these areas arandom sam-
pleof houseswas selected. In each selected house, one of the adults (18-60 years
of age) present who had been aresident in Bhopal in 1984 was asked to compl ete
aquestionnaire, which was administrated by trained Hindi speaking interviewers.
Subjects were asked about details of the exposure to the gas, current and past
health, in particular symptomsfrom the respiratory system, smoking, and socio-
economic factors. All the sel ected personsagreed to participate. Place of residency
at the time of the gasleak was confirmed from official records. Twenty percent
of thoseinterviewed were also invited to undergo spirometry using arolling sea
spirometer. An experienced doctor instructed the subjectsand madeit possibleto
produce at |east two acceptabl e recordings.

Results

The results were striking. Complains of dyspnoea (difficulty in breathing) and
coughs were very common, 95 % and 71 % respectively among those living in
the zone closeto the plant (0-2 km), and this dropped stepwiseto 49 % and 17 %
inthe control area (>10 km). Likewiseforced expiratory flow between 25 % and
75 % of vital capacity (FEF, ..), and other objective measures of respiratory
function, were lower in individuals living close to the plant, and increased
(improved) with increasing distance (Figure 27).
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Figure 27. Prevalence of dyspnoea, cough, and forced

expiratory flow (FEF) in relation to distance to the factory
(data from Cullinan et al, 1997).

What can be learnt from this example?

Theimportant study by Cullinan et al (1997) showsthat, if carried out appropri-
ately, very important information with significant implicationsfor health promo-
tion, planning and care can be obtained with limited resourcesin time and funding.

Thetragedy in Bhopal has shown how dangerousan irritant gas can be and what
symptomstherewill be after arelease of this magnitude, when ahuge population
is exposed. The population living in the vicinity of potential chemical hazards
must be given information about any hazardous substances, their properties,
alarm signal's, how to protect oneself in case of an accident etc. It isstriking, and
very tragic, that much of the mortality and morbidity could have been prevented
by the simple covering of the face with a wet cloth, as MIC decomposes in
contact with water. People must beinstructed to walk and not to run out of agas
cloud, towalk perpendicular to thewind and to hold awet handkerchief or awet
rag over the mouth and nose. In some cases it is better to stay inside buildings
with closed windows and ventilation turned off.
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A chemical accident can be associated with special problems:

* Rescue operationsin therisk areaare impossible without special protective
clothing

* Symptomsfrom the eyes and lungs make escaping more difficult

® The patients must be decontaminated as soon as possible and always before
they can be brought into hospitals

* Roadsand also hospitals may be situated in therisk areaand may in thisway
beuseless

The normal resources may be quite insufficient and it can be necessary to open
up temporary satellite hospitals. On the other hand, the injuries from the toxic
gaswill often be of the same kind for all victims, but at different stages and of
different magnitudes. The treatment can therefore in many ways be standard-
ised.

Information about the accident must be given very soon and continuously onthe
radio, in loud speakers etc. It must include answers to questions like what is
going on, what to do, how long will it last, where to get help, when will help
arrive, how to protect oneself etc.

Organisationstaking part inlife saving actions, likefire brigade, police, medical
teamsand civilian defence, do not always have knowledge of first aid in case of
chemical accidents. Thus, regular training on chemical accidents must be given
at all levels of the rescue team so that they are familiar with the situation in the
case of an accident.

From the disaster we should learn that when toxic substances are produced,
handled, or as was the case in Bhopal aswell asin Seveso, produced as a by-
product or contaminant during the process, it is very important to be prepared
for a possible accident.
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The German Environmental Survey
(GerkS)

by Bernd Seifert, Kerstin Becker, Christian Krause, and Christine
Schulz. This case study is based on investigations carried out
at the Institute for Water, Soil and Air Hygiene, Berlin.

Background and objectives

Frequently, knowledge about exposure levels of the population is obtained by
extrapolation from either work place situations or studies of selected population
groupsliving under specific environmental situations. To obtainamorereliable
and representative picture for Germany, the German Environmental Surveys
(GerES) were carried out by the Institute for Water, Soil and Air Hygiene of the
Federal Environmental Agency with support from the Federal Ministry for the
Environment, Nature Conservation and Reactor Safety.

The German Environmental Survey was conducted for thefirst timein 1985/86
taking advantage of the avail ability of arepresentative population sample of the
German National Health Survey. A second campaign was performed in the former
German Federal Republic (GFR) in 1990/91 which was complemented by a
similar programmein theformer German Democratic Rebuplic (GDR) in 1991/
92. One of the main objectives of the GerES was to determine the exposure to
pollutants (predominantly heavy metals), and the resulting body burden of adults
and children with the aim of providing adatabase for reference values.
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Study design

The basis for sampling was the German population as registered at the local
registration offices. A cross-sectional samplewas selected using atwo-step ran-
dom procedure. In the first step all communities were classified into seven cat-
egories according to size. In 1985, 100 sample points were selected in 55 com-
munitieswhilein 1990/92, 150 sample pointswere chosen in 121 communities.
In the second step, the subjects were chosen representatively with regard to age
and gender in each sample point.

To avoid seasonal effects the sampling was done over aperiod of one year. The
route-plans of the field teams were laid out in such way that confounding by
regional effectswasexcluded.

Thefinal set included 2731 GFR adults (between 25 and 79 years) in 1985/86
and 4287 adults from both GFR and GDR (same age range) in 1990/92. In
addition 736 children between the ages of 6 and 14 years who lived in the
households of the adultstook part in the study. Fully completed questionnaires
were available for 73 % of the study participants in 1985/86 and for 63.1 %
(GFR) and 69 % (GDR) of the 1990/92 participants.

Exposure assessment

The study included several of the methodological toolsthat are currently being
used in human exposure assessment: questionnaires, human biomonitoring, and
sampling and determination of pollutants in the participants environment.
Emphasis was put on the home environment but the water supplied by the local
waterworks and the dust deposits outdoors were also analysed. Furthermore,
measurements of volatile organic compounds (VOC) and formaldehyde in in-
door air, personal sampling of VOC and determination of the dietary intake of
various pollutants were carried out.

Questionnaires

Different questionnaires had to befilled in either by the subjects themselves or
with the help of trained interviewers. The questionnaires consisted of about two
hundred questions about socia factors, smoking habits, potential sources of
exposurein the domestic and general environment and nutritional behaviour.
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Biological monitoring

The concentration of various pollutants and trace elements were analysed in
blood (lead, cadmium, copper, mercury), morning urine (arsenic, cadmium,
chromium, copper, mercury, nicotine and cotinine), and scalp hair (aluminium,
barium, lead, cadmium, calcium, chromium, copper, magnesium, phosphorous,
strontium, zinc, nicotine, cotinine).

Domestic environmental monitoring

In both surveys a number of parameters characterising the subjects’ domestic
environment was studied: the dust deposit indoors, the concentration of trace
elementsin vacuum cleaner bags and in household tap-water (standing and flush
water samples).

In 1985/86 the concentration of VOC inthe air of 479 participants” homes was
determined by passive sampling (subjects of 5 randomly selected househol ds of
each sampling point were asked to participate). | n astudy of indoor exposureto
formal dehyde, 329 randomly selected subjectstook part.

Personal air samplingand diaries

In 1991 a sub-sample of 113 persons took part in a study to assess exposure to
VOC by personal sampling. For one week the subjects wore passive samplers
and simultaneously documented the length of time spent indoors, the room char-
acteristics and any specific exposure such as that caused by renovation activi-
ties.

Dietary intake

In 1991 a sub-sample of 318 personstook part in a24 hour duplicate diet study
to examine the dietary intake of anumber of elements (Al, As, Cd, Hg, Ca, Cr,
Cu, Fe, K, Mg, Mn, Na, Ni, Pb, Zn), and of nitrate and nitrite.
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Chemical analysis and quality assurance

Training of the field personnel and standardisation of field procedures were
provided by senior scientists of the Institute for Water, Soil and Air Hygiene. All
materia sused for sample collection, sample preparation and analysiswere proved
not to be asource of the substancesto be analysed. Analyseswere carried out by
atomic absorption spectrometry (AAS), inductively coupled plasma atomic
emission spectrometry or mass spectrometry (ICP-AES or ICP-MS) and gas
chromatography (GC). For internal quality control, different standard reference
materials were run together with the samples on a daily basis. For blood and
urine, external quality control took place by regular participation in round robin
tests (interlaboratory comparisons of analytical results) organised by the German
Society for Occupational and Environmental Medicine.

Data treatment

The statistical dataanalysiswas performed using descriptive methodsaswell as
methods of statistical inference. Characteristics of the frequency distributions
(percentiles), geometric means and confidenceintervals of the concentrations of
the elements and pollutantsin the different mediawere calculated for the entire
sample aswell asfor sub-samples stratified by gender, age, personal behaviour
and by other exposurerelated factors. Statistical testswere carried out to test for
significant differences of the geometric means of the sub-samples. Following the
IUPAC recommendationsfor scientific representation of referencevalues, 95 %
confidenceintervalsfor the 0.95 fractiles were cal cul ated for all el ements.

For certain elements (arsenic, cadmium, lead, mercury) in blood, urine and house
dust, multiple regression analysiswas carried out to identify relevant sources of
exposure.

Data were logarithmically transformed to approximate a normal distribution
suitable for statistical inference. Concentrations lower than the quantification
limit were set to half of the quantification limit. To match the study population
with the general population, e.g. intermsof gender and age distribution, aweight-
ing procedure was applied. The adjustment refersto the 1991 Micro Censusin
Germany.
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Results

Comparison of the data of the GerES in GFR of 1985/86 and 1990/91 permits
detection of temporal changes in the body burden of the population on a
representative basis. Due to the implementation of measures to reduce hazard-
ous pollutants, the mean lead and cadmium levels in blood and hair had de-
creased between 1985/86 and 1990/91. Similarly the mean concentrations of
arsenic in urine, pentachlorophenol (PCP) and lindane in house dust, and lead
and cadmium in tap water went down.

The comparison of theresults of the surveysin 1990/91in GFR and 1991/92in
GDR alowsregional differencesto be detected. A comparison of trace elements
in blood and urine of the adults in both parts of Germany showed that in GDR
the mercury concentration in blood and urine, aswell asthe cadmium, chromium
and copper levelsin urine, weresignificantly higher (p<0.001) thanin GFR. The
blood lead level wasidentical in both samples (geometric mean 45 pg/l).

A comparison of the body burden of children showed somewhat different results.
In GDR the mercury concentration in blood and urine and the cadmium
concentrationin urinewere significantly higher (p<0.001) thanin GFR. In GFR
the blood lead level as well as the arsenic concentration in urine were dlightly
higher (p<0.05) than in GDR.

In 1990/92 the geometric means of the metal concentrationsin the blood of the
German adult population amounted to 45 ug/l for lead, 0.36 g/l for cadmium,
0.95 mg/l for copper, and 0.51 pg/l for mercury. Theselevels are similar to the
results of other European studies. For children the metal concentrationsin blood
amounted to 32 pg/l for lead, 0.14 pg/l for cadmium, 0.98 pg/l for copper, and
0.33 ug/l for mercury.

The concentrations in urine of the adult population (expressed in pg/g creati-
nine) were4.6 for arsenic, 0.21 for cadmium, 0.12 for chromium, 6.9 for copper,
0.4 for mercury and for children 4.3 for arsenic, 0.06 for cadmium, 0.14 for
chromium, 9.5 for copper, and 0.4 for mercury.
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Theresults of the determination of nicotine and cotininein urine and scalp hair
showed that these substances are useful biomarkersto determinedifferent levels
of active and passive smoking. In general the levels of nicotine and cotininein
urine were higher in GFR thanin GDR.

The concentration of PCP in house dust was higher in GFR whereasthe lindane
concentration in house dust was higher in GDR (PCP: 0.37 mg/kgvs. 0.16 mg/
kg; lindane: 0.82 mg/kg vs. 0.15 mg/kg). These results can be explained by
different usage patterns of products containing these substances.

Elevated lead concentrations in tap water were found in some homes, the limit
value of 40 pg/l having been exceeded in 2.2 % of all samples (after overnight
stagnation). One of the reasons for the limit-exceeding values may be found in
the presence of lead pipe systemsfor drinking-water distribution which are still
used in about 5 % of the households of the German population (10 % in GDR
and 3.4 % in GFR).

The daily intake of arsenic, lead, cadmium and mercury correspondsto alarge
extent to the data determined by duplicate studiesin other European countries.
The provisional tolerable weekly intake (PTWI) as defined by the FAO/WHO
was used to compare the daily dietary intake with guideline values. The mean
intake of lead was 32 ug/day and corresponds to 12 % of the PTWI. For cad-
mium and mercury the mean intake correspondsto 9.4 % (7 pg/day) and 13 % (7

Ho/day), respectively.

The results of personal sampling showed that of the various types of environ-
ment the workplace has the highest impact on exposure to VOC. Other impor-
tant factorsthat need to be considered are renovation activities, use of paintsand
lacquers as well as frequent reading of newspapers and journals. Smoking
contributes significantly to human exposure. In the case of benzene, the
multivariate model contained five variables: two related to smoking and three
related to vehicle traffic/residential area. The two smoking variables alone ex-
plained 20 % out of atotal variance of 40 % that could be explained.
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What can be learnt from this example?

Theresultsof the GerES have provided, inter alia, amost useful set of reference
data to characterise population exposure which are extremely valuable in the
evaluation of the results of smaller studies addressing specific problems. The
data of the GerES were used for a number of risk assessments, for examplein
the case of copper in drinking-water and liver cirrhosisin early childhood, and
the presence of mercury in amalgam fillings.

The GerES allow the success of abatement measuresto be quantified, as could
be shownin anumber of cases: Thereduction of lead concentrationin petrol and
of industrial cadmium emissions resulted in a decrease in lead and cadmium,
respectively, in the blood of the general population and the ban on PCPled to a
decreasein PCP in house dust.
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10

Continuing your education
in human exposure assessment

Human exposure assessment is a growing scientific field, which interrelates
with many scientific specialities, as discussed in this book. The scope of this
textbook is to give an introduction to the field and how it relates to other
specialities. More information is available in textbooks and journals, from
organisations such as the WHO, the International Society of Exposure Analysis
(ISEA), the International Society of Environmental Epidemiology (ISEE),
and via Internet. Criteria documents, such as the WHO IPCS (International
Programme on Chemical Safety) Environmental Health Critera (EHC) docu-
ments, summarise available information about environmental levels of haz-
ardous agents and human exposure data. An EHC on Human Exposure
Assessment has recently been prepared (EHC 214). A list of EHCs is avail-
able via the WHO web site (http://www.who.int).

Other organisations and agencies that provides information useful in human
exposure assessments are the International Agency for Research on Cancer
(IARC), the Agency for toxic Substances and Disease Registry (ATSDR),
and the United States Environmental Protection Agency (US EPA). Below
are listed some references to relevant books and journals useful for people
with a special interest in human exposure assessment.
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Environmental Health Criteria 214: Human Exposure Assessment (2000).
International Programme on Chemical Safety, World Health Organization,
Geneva. 375 pp.

Environmental Epidemiology: A Textbook on Study Methods and Public Health
Applications (1999). Baker D, Kjellstrom T, Calderon R, Pastides H, eds.
Preliminary Edition. WHO/SDE/OEH/99.7. World Health Organization,
Sustainable Development and Healthy Environments, and United States
Environmental Protection Agency. World Health Organzation, Geneva. 342 pp.

Exposure Factors Handbook (1997). United States Environmental Protection
Agency, Washington DC, USA. (EPA/600/P-95/002Fa). The handbook is
available via Internet, US EPAs web site (http://www.epa.gov).

Assessment of exposure to indoor air pollutants (1997). Jantunen M, Jaakkola
JIK, Kryzanowski M (eds.). WHO regional Publications, European Series, no.
78. WHO Regional office for Europe, Copenhagen.

Linkage Methods for Environment and Health Analysis. Technical Guidelines
(1997). Edited by Corvalan C, Nurminen M and Pastides H. WHO/EHG/97.11.
World Health Organization, Geneva. 153 pp.

Linkage Methods for Environment and Health Analysis. General Guidelines.

A Report of the Health and Environment Analysis for Decision-making
(HEADLAMP) Project (1996). Edited by Briggs D, Corvalan C and Nurminen
M. WHO/EHG/95.26. World Health Organization, Geneva. 136 pp.

Ethical and Philosophical Issues in Environmental Edipemiology (1996). Special
issue of Science of the Total Environment, vol. 184, no. 1-2.

Basic Epidemiology (1993). Beaglehole R, Bonita R, Kjellstrom T. World Health
Organization, Geneva. 175 pp.

Guidelines for Exposure Assessment (1992). United States Environmental
Protection Agency, Washington, DC, USA (EPA/600Z-92/001).

The guidelines are available via Internet, US EPAs web site
(http://www.epa.gov).
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Principles of Exposure Measurement in Epidemiology (1992). Armstrong BK,
White E and Saracci R. Oxford University Press, Oxford, England.

Making Use of Environmental Exposure Databases (1992). Special issue of
Archives of Environmental Health 47 (6).

Methods for Assessing Exposure of Human and Non-human Biota. Scope 46
(1991). Tardiff RG, Goldstein BD (eds.). IPCS Joint Symposia 13, SGOMSEC
5. John Wiley & Sons, Chichester, England. 417 pp.

Human Exposure Assessment for Airborne Pollutants. Advances and
Opportunities (1991). The National Academy of Sciences, USA. National
Academy Press, Washington, D.C., USA. 321 pp.

Exposure Assessment for Epidemiology and Hazard Control (1991). Rappaport
SM and Smith TJ (eds). Lewis Publishers, Inc. Michigan USA. 313 pp.

Biological Monitoring of Toxic Metals (1988). Clarkson TW, Friberg L, Nordberg
GF and Sager PR (eds.). Plenum Press. New York and London. 686 pp.
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Abbreviations

AAS
ACGIH
ADI
AMIS
ANOVA
ATSDR
BCR
CEC
CNS
COMAR
CUSUM
(Y

DDE
DDT
DEQAS
DNA
EHC
EQAS
EQC
EtO

ETS
FAO
FEF
FIOH
GDR
GEENET
GEMS
GerES
GFR
GFR
GIS
GLOBOCAN
HEAL
IAEA
IARC
ICP-AES
ICP-MS

Atomic Absorption Spectrometry

American Conference of Governmental Industrial Hygienists
Acceptable Daily Intake

Air Monitoring Information System

Analysis of variance

Agency for Toxic Substances and Disease Registry, USA
Community Bureau of Reference (Belgium)
Commission for Environmental Cooperation
Central Nervous System

Database for certified reference materials, Germany
Cumulative Sum

Coefticient of Variation
Dichloro-bis-chlorophenylethylene
Dichlorodiphenyltrichloroethane

Danish External Quality Assessment Schemes
Deoxyribonucleic acid

Environmental Health Critera

External Quality Assessment Schemes

External Quality Control

Ethylene Oxide

Environmental Tobacco Smoke

Food and Agricultural Organization, UN

Forced Expiratory Flow

Finnish Institute of Occupational Health

German Democratic Rebuplic

Global Environmental Epidemiology Network
Global Environment Monitoring System

German Environmental Surveys

Glomerular Filtration Rate

German Federal Republic

Geographic Information Ssystems

IARC Cancer database, France

Human Exposure Assessment Location
International Atomic Energy Agency

International Agency for Research on Cancer
Inductively Coupled Plasma - Atomic Emission Spectrometry
Inductively Coupled Plasma - Mass Spectrometry
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IPCS
1Q

1QC
ISEA
ISEE
[UPAC
JEM
LDL
MIC
MJ
MW
NAAQMS
NAG
NIES
NIST
NOEL
NRC
OCR
PAH
PBPK
PCB
PCP
PIN
PTEAM
PTWI
QA

QC
RSPM
SAHSU
SMR
SPM
TLV
TSP
UN
UNCED
UNEP
US EPA
WHO
VOC

International Programme on Chemical Safety
Intelligence Quotient

Internal Quality Control

International Society of Exposure Analysis
International Society for Environmental Epidemiology
International Union of Pure and Applied Chemistry
Job Exposure Matrices

Low density lipid

Methyl-isocyanate

Mega Joule

Molecular weight

National Ambient Air Quality Monitoring Standards, USA
N-Acetyl-B-D-glucosaminidase

National Institute for Environmental Studies, Japan
National Institute of Standards and Technology, USA
No Observed Effect Level

National Research Council, USA

Optical Character Recognition

Polychlorinated aromatic hydrocarbons
Physiologically Based PharmacoKinetic
Polychlorinated Biphenyls

Phentachlorphenol

Personal Identification Number

Particle Total Exposure Assessment Methodology
Provisional Tolerable Weekly Intake

Quality Assurance

Quality Control

Respirable Suspended Particulate Matter

Small Area Health Statistics Unit

Standard Mortality Ratios

Suspended Particulate Matter

Threshold Limit Value

Total Suspended Particulate

United Nations

United Nations Conference on Environment and Development
United Nations Environment Programme

United States Environmental Protection Agency
World Health Organization

Volatile Organic Compounds
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absorption barriers
acceptable daily intake, ADI
accuracy

acetaldehyde

adducts

adsorption coefficient

air quality standards
allergens
alpha-2-microglobulin
aluminium

analysis of variance
anecdotal studies

arsenic

asbestos

atomic absorption spectrometry, AAS
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barium
benzene
beta-2-microglobulin
bias
constant bias
negative bias
positive bias
proportional bias
selection bias
bioavailability
biological agents
biological half-time
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box plot

177

16
a7
109

86

20

73

78

88

165

120

55

38, 151, 165

166
142

165
4
87

111

111

111

110

60, 66

76

13

27,39

6, 40, 51, 85
13, 46, 51, 85
151

118



C

cadmium
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carbon disulphide
carbon monoxide
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case-control study
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coefficient of variation
cohort studies
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confidence interval
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copper
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ecological studies 42
effect modifier 29
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environmental
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environmental concentration 16
Environmental Health Critera, EHC 171
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exposure 15
current exposure 36, 42
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exposure distributions 32
exposure duration 25
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exposure media 21
exposure pathway 20
exposure route 20
exposure settings 27
exposure-effect relationship 23
exposure-response relationship 23
endogenous exposure 86
frequency of exposure 25
historical exposure 36, 49
long-term exposure 16
modelled exposure 12
prenatal exposure 4
retrospective exposure 36, 39, 41, 152
short-term exposure 16
surrogate exposure variable 57
total exposure assessment 52
extrapolation 12, 63, 95
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gas chromatography, GC
glomerular filtration rate
guidelines and standards

H

half-time

halogenated dioxins
hazard identification
hazard characterisation
heavy metals

high-risk groups
histogram

I

imazalil

informed consent

in vivo neutron activation
indirect methods
indoor sources

inter-laboratory comparisons
interval data

J
job-exposure matrix
L
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level of confidence
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lindane

linear regression analysis
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mass spectrometry
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parametric methods
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peak exposure
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personal monitors
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petrol

pharmacokinetic parameters
phosphorous

physical activity

physical agents
physiologically based pharmacokinetic, PBPK
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pilot study

polychlorinated biphenyls, PCB
power calculations
precision

primary urine

probability sample study
prospective study
psychomotor retardation

Q

quality assurance, QA
quality control, QC

R

radon

Ramazzini, Bernardino
random variation
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sampler
active sampler
high-volume sampler
passive sampler
personal sampler
sample size
sample variance (&%)
selenium
semi-individual
sensitivity analysis
Sevin
Shewhart chart
Snow, John
socio-economic factors
soot
specific gravity
specimen bank
standard deviation, SD
steady state
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sulphur dioxide
surrogate
survey
susceptibel groups
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