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PREFACE 

Exposure of the general population to dangerous substances continuously distributed by the 
human activities in the environment, food or consumer products represents one of the most 
important concern in public health. The only data obtained by the environmental monitoring are 
not able to provide a complete characterization of the human exposure and, then, of human 
health risk. First because, although the toxicological and/or carcinogenic properties of many 
pollutants are known, to date are not available a comprehensive knowledge of different 
exposure ways, capacities of absorption and individual susceptibilities. Further, the specific 
characteristics of the environmental sampling sites do not allow a right generalization and an 
adequate estimation of total exposure of the general population.  

The risk assessment connected to the exposure to xenobiotics becomes realistic by the 
measure of the amount of the contaminant actually present in the organism, as it is realized by 
the Human BioMonitoring (HBM). 

From decades in the USA a great commitment was lavished on evaluating exposure of the 
general population to chemical substances. In the programs of the Centers for Disease Control 
and prevention (CDC) many HBM campaigns were realized to characterize the quantity of 
exposure, to find supscetibility to specific agents, to group the population on the basis of 
exposure, etc. These campaigns are part of the National Health and Nutrition Examination 
Survey (NHANES). 

Human biomonitoring has attracted great interest also in Europe and is now integrated in 
European Union (EU) legislation. A series of EU recommendations – as the guideline 98/24/EG 
issued in 1998 – summarized the different aspects of preventive protection of health from the 
effects of dangerous substances and the importance of health survey.  

The European Environment and Health Strategy as well as the Environment and Health 
Action Plan 2004-2010 of the European Commission (EC) recognized the importance of the 
HBM and the relevance of coordination of HBM programmes in EU. Against this background, a 
consistent approach to HBM has been more recently developed to collect comparable HBM data 
in EU and to investigate what is needed to improve this harmonization across Europe 
(COPHES, Consortium to Perform Human Biomonitoring on a European Scale; and 
DEMOCOPHES, Demonstration of a study to Coordinate and Perform Human Biomonitoring 
on a European Scale). The final objectives of the HBM activities undertaken by all the parties 
involved are, therefore, to support and evaluate current and future regulations, including those 
defined under REACH. 

In this framework, the PROBE (PROgramma per il Biomonitoraggio dell’Esposizione della 
popolazione generale – PROgramme for Biomonitoring general population Exposure) is a 
project representing the first attempt to estimate the internal dose of the Italian general 
population as a consequence of environmental exposure to metals. 

The project, commissioned, funded and steered by the Italian Ministry of Health, developed 
and used harmonized procedures and validated protocols with the aim to establish reliable 
Reference Values (RVs) of twenty toxic metals for the general population or population groups, to 
make the results comparable with those of similar monitoring campaigns in Europe and, finally, to 
generate reliable information to develop exposure restriction and prevention strategies. 
 
 Alessandro Alimonti  Mariano Alessi 
 Istituto Superiore di Sanità,  Ministry of Health, 
 Dept. of Environmental and Primary Prevention Environmental Safety and Primary Prevention 
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 1

INTRODUCTION 

HBM – which is the direct measurement of people’s exposure to the environmental 
contaminants by measuring them in human specimens (blood, serum, urine, hair, etc.) – 
emerges as an indispensable tool for combining possible health impairments and environmental 
influences.  

The level of xenobiotics in human fluids reflects the amount of a chemical that actually gets 
into the body by all routes of exposure, including ingestion, inhalation and dermal absorption. 
Therefore, the presence of the chemical – of a metal, in the case of this report – in a person’s 
body is indication of exposure, although it does not by itself mean that the found chemical level 
causes disease or an adverse effect.  

The HBM data together with results from toxicological researches allow to determine which 
levels are safe and which are associated with disease, in practice let the identification of the 
hazard, and the assessment and management of the resulting risk.  

Looking at the HBM pre-existing situation in Italy, the evaluation of the internal dose of 
metals in the general population is available only for a few geographical areas in Italy. In 1990, 
data have been published for 20 metals in inhabitants of the region Lumbardy (Minoia et al., 
1990), and, after a gap of many years, in 2004, a survey on 26 metals in the region of Latium 
was conducted (Alimonti et al., 2005a). Moreover, for some metals data are still missing for the 
Italian general population, and for particular population strata (by gender, age, smoking habits, 
etc.) information is rarely produced. The reason for the paucity of data on this topic is because 
the HBM data production is a time-consuming process that requires a deep estimation of several 
analytical and biological factors that could affects the final results.  

For the assessment of reliable HBM data it is necessary to adhere to strict criteria for: i) the 
selection of individuals; ii) the procedures for sample collection; iii) the control of analytical 
variability; and iv) the statistical treatment of results (Nordberg et al., 1992).  

Many difficulties are often encountered in performing quality control programs of metal 
analysis in biological fluids. For example, critical aspects are those related to the risk of 
contamination during fluid collection, the use of anticoagulants, the risk of losses during storage 
as well as the possible risk of contamination arising from metals in airborne particulates of the 
laboratory environment (Buratti et al., 1992; Minoia et al., 1992). Other crucial factors are those 
affecting variability of the concentrations to be determined, such as the route of absorption, the 
presence of sources of environmental pollution in the same residential areas, physiological 
variables and life-styles. These aspects are frequently disregarded or incompletely explored.  

Against this background, an HBM survey on the environmental exposure of healthy adults in 
Italy (PROBE project) was conducted by the Istituto Superiore di Sanità (ISS, the National 
Institute of Health in Italy) in the 2008-2010 period, in cooperation with the Italian Blood 
Volunteer Association (Associazione Volontari Italiani Sangue, AVIS). In particular, the 
sampling and interviews were conducted by the AVIS centres and the coordination of the 
project as well as the sample treatment and analyses were performed at the ISS (Bioelements 
and Health Unit, Department of Environment and Primary Prevention). PROBE was funded by 
the National Center for Diseases Control and Prevention of the Italian Ministry of Health. The 
Ethic Committee of the ISS has approved the project. PROBE is a population study carried out 
in order to determine the exposure to metals of the healthy general population in Italy. In a 
sample of the Italian population consisting of ca. 1400 adults aged 18-65 years and living in 5 
different Regions, the internal dose of 20 metals – antimony (Sb), arsenic (As), beryllium (Be), 
cadmium (Cd), chromium (Cr), cobalt (Co), iridium (Ir), lead (Pb), manganese (Mn), mercury 
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(Hg), molybdenum (Mo), nickel (Ni), palladium (Pd), platinum (Pt), rhodium (Rh), thallium 
(Tl), tin (Sn), tungsten (W), uranium (U) and vanadium (V) – was examined. The description of 
the study design and the methods used for metal analysis and statistical evaluation, as far as the 
information for an easier data understanding, are reported.  

The description of results is presented by metal and, for each metal, by examined matrix 
(blood, serum).  

A brief introduction of the considered metal (toxicology, environmental and human 
biomonitoring literature data) is given and the statistical parameters for the distribution of these 
metals are reported in pertinent tables and figures.  

The report also presents the metal level distributions for sub-groups; stratifications refer to 
sex, age, alcohol and smoking habits. The present report provides a first core of the data on 
HBM in Italy. 

 

 2
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1. OBJECTIVES 

Primary objective of PROBE is to supply representative data on the metals’ internal dose in 
adults in order to highlight the environmental impact on the health of Italian population. The 
activities carried out were devoted to: 

- develop, standardize and validate protocols and methods for samples collection and metal 
analysis as a basis for their reliability, transferability and comparability; 

- establish RVs for the exposure of healthy adults to environmental metals; 
- examine the possible influences of certain variables (demographics and habits) on the 

metal level of individuals; 

The results provided by PROBE can be finally used as support to REACH regulation: 
– to encourage further investigations (Commission Regulation No. 1907/2006, art. 45, 

paragraph 5);  
– to identify substances of very high concern, persistent, bioaccumulating and toxic or 

chemicals of equivalent concern (Commission Regulation No. 1907/2006, Annex XIV); 
– to assess the efficiency of risk reduction measures or of substitutional choice in 

authorized substances underlying the minimization requirements (Commission 
Regulation No. 1907/2006, art. 60, paragraph 10). 
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2. MATERIALS AND METHODS 

2.1. Study design 

To achieve the objectives, the project was divided into the following phases:  
- identification of the adequate skills in the area to be potentially enrolled;  
- training to enable the harmonization of procedures for collecting, storing, transporting 

and processing the human specimens; 
- development and validation of laboratory methods for the quantification of metals; 
- determination of levels of metals in study population blood and serum; 
- stratification of results according to age, sex, alcohol and smoking habits.  
Below, the collection and treatment protocols used in PROBE are presented in a condensed 

form, and a description is given of how the quantification of metals was performed.  

2.1.1. Samples collection 

PROBE was conducted in a target population consisted of adults aged between 18 and 65 
years living in urban sites. In particular, subjects have been chosen as target population in order 
to obtain reliable RVs and to avoid over-exposure occupational or due to particular conditions 
of environmental pollution.  

Furthermore, the target population was sufficiently large to be representative of the general 
population and to enable an evaluation of the effect of relevant confounder factors (e.g., age, 
sex, tobacco smoking, alcohol consumption) on the level of the chemical. 

The recruitment of healthy people is supported by the fact that some pathologies are 
characterized by chemical elements imbalance. For example, different types of cancer such as 
breast cancer, malignant lymphoma, lung cancer and colorectal cancer (David et al., 2001; Garg 
et al., 1994; Sharma et al., 1994; Zhao & Han, 1998); neurodegenerative diseases such as 
Alzheimer’s disease and Parkinson’s disease and progressive demyelinating disease as multiple 
sclerosis (Alimonti et al., 2007a; Alimonti et al., 2007b; Andersen, 2004; Bocca et al., 2006a; 
Forte et al., 2005; Ristori et al., 2011; Sayre et al., 2001); oxidative stress and increased free 
radical production (Sayre et al., 1999; Sayre et al., 2000) are distinguished by an imbalance of 
chemical elements.  

In the PROBE project, five urban locations (five Regions of Italy: Calabria, Latium, Umbria, 
Emilia Romagna, Piedmont) were selected to establish representative data for South, Central 
and North Italy. About 300 blood samples were collected by the AVIS centres located in each 
Region. Each volunteer, before blood sampling, was informed on the aims and modalities of 
PROBE also by means a written explanation of the survey, and expressed a written consent to 
participate. In the absence of such consent any information relating to potential donors was 
deleted from the database. Each donor was also asked to answer a short interview, in the form of 
questionnaire. The questionnaire used in PROBE collected information on: 

- general data such as gender, age, height and weight (body mass index), place of residence 
and of job; anamnesis in terms of acute or chronic diseases (age at diagnosis), recent (last 
60 days) drug intake, dental fillings or metal implants (type, number, how long);  

 4
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- life-styles in terms of alcohol consumption (type, quantity, frequency), smoke (type, 
quantity, frequency), exercise (type, frequency), traffic at home and at work (type, 
intensity), home/work distance from potential industrial areas and type of industrial area;  

- diet in terms of type (normal, vegetarian, etc.), consumption of fish (weekly amount), 
consumption of milk and dairy products;  

- regular use of hormonal supplementation, contraceptive drugs, mineral supplementation. 
Quality assurance during the sampling was conducted according to criteria harmonized 

between the institutions (ISS and AVIS) and laid down in checklists (operations manual). The 
safety measures included the use of the following set of devices and reagents: powder-free latex 
gloves; special blood sampling containers and needles for trace metal analysis (S-Monovette®, 
Sarstedt, Nümbrecht, Germany); decontaminated polystyrene disposable tubes (15 mL, Becton 
Dickinson Labware, Franklin Lakes, NJ, USA); and hydrogen peroxide of suprapur grade 
(Merck, Darmstadt, Germany). 

Blood drawings were executed within 8 and 10 a.m. on subjects fasted overnight, and the 
venipuncture area was previously disinfected by means of hydrogen peroxide and then rinsed 
with deionized water. The first portion of blood was kept for blood donation and clinical 
parameters determination. This procedure allowed to rinse catheter and pipes and further 
minimize contamination by metals which can be transferred to blood. Blood and serum were 
collected in the S-Monovette® suitable for trace metal determination because at low level of 
metal impurities. The specimens were stored at -20 °C and transported to the ISS laboratory in a 
deep-frozen state where they were immediately storage in a refrigerator (-20 °C) until analysis.  

2.1.2. Treatment 

In general the entire experimental scheme was designed taking strict precautions to avoid 
alterations in the analytical information of the samples. On the day of analysis, one ml of blood 
was transferred in a polystyrene tube, previously decontaminated with a mixture of 10% v/v of 
nitric acid of ultrapure grade (Carlo Erba, Milan, Italy), added of 2 ml of nitric acid and 
microwave digested at atmospheric pressure in accordance with the following procedure: 
enhancement of temperature up to 80°C within 1 hr; digestion at 80°C for 5 hrs. A microwave 
oven (Milestone ETHOS MEGA II, FKV, Bergamo, Italy) equipped with a rotor (Milestone 
MultiPREP 80) designed for the digestion of 80 samples in one cycle was adopted for blood 
mineralization (Bocca et al., 2003a; Bocca et al., 2005). In order to control the digestion 
conditions an optical fiber temperature probe was placed in one of the tubes filled with the same 
reaction mixture. Serum was simple diluted with high purity deionised water (EASY Pure 
system, Barnstead, Dubuque, USA) on the day of analysis. 

2.1.3. Analytical method 

Twenty metals – Sb, As, Be, Cd, Cr, Co, Ir, Pb, Mn, Hg, Mo, Ni, Pd, Pt, Rh, Tl, Sn, W, U 
and V – were measured in blood and serum of the PROBE participants. The selection of metals 
was based on a comprise among different requirements: 

– gravity of known or suspected health effects subsequent to the environmental exposure to the 
metal;  

– the need to assess the effectiveness of public health actions to reduce exposure to a metal; 
– the availability of adequate sample amounts;  
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– the availability of a multi-elemental analytical technique with adequate accuracy, 
precision, sensitivity, specificity, and throughput.  

The analytical method used for measuring the metals in blood and serum was based on 
Sector Field Inductively Coupled Plasma Mass Spectrometry (SF-ICP-MS). Laboratory 
measurements underwent extensive quality control including tolerance limits for operational 
parameters, method validation and the calculation of uncertainty of measurements. According to 
the Decision 2002/657/EC and the most of the European and/or international organizations, the 
following validation performances were assessed: linearity; Limit of Detection (LoD) and limit 
of quantification; specificity; accuracy (precision and trueness); and robustness (AOAC, 1998; 
Commission Decision 2002/657/EC; LGC, 2003; NATA, 2009; Thompson et al., 2002). As 
regards the uncertainty estimate, the basic concept adopted was not to identify the individual 
uncertainty sources that contributed to the total uncertainty budget, but to use data (namely, the 
precision and trueness) that were available in the laboratory in which the individual uncertainty 
components were already grouped. These grouped data were then used to calculate the total 
uncertainty. Then, other uncertainty sources were evaluated as possible factors to the total 
uncertainty only if they were not considered during the validation study and if they resulted to 
be significant respect to major sources of uncertainty. Details about this approach were given in 
several international guidelines and recent publications (Alimonti et al., 2005b; Barwick et al., 
2000a; Barwick et al., 2000b; Bocca et al., 2006a; Ellison et al., 1998; Eurolab, 2007; ISO 
Guide 98, 1995; ISO TS 21748, 2004; Linsinger, 2008; Maroto et al., 1999; Priel, 2009). The 
criteria adopted and the results obtained for method’s validation and uncertainty of 
measurements in the SF-ICP-MS analysis of 20 metals in serum are reported in other papers 
(Bocca et al., 2010; Bocca et al., 2011). In Table 1 LoD values in the matrices and the total 
uncertainty of the methods are reported. 

Table 1. Limits of detection (μg/L) and expanded uncertainty of measurements (%)ª 

Metal Blood  Serum 

 LoD  uncertainty  LoD uncertainty 

As 0.27 21.1  0.15 24.3 
Be 0.045 23.4  0.022 19.2 
Cd 0.10 26.0  0.015 19.9 
Co 0.010 19.8  0.035 24.4 
Cr 0.04 21.6  0.015 27.9 
Hg 0.29 10.9  0.08 19.8 
Ir 5.00 * 19.8  0.50 * 27.4 
Mn 0.78 17.3  0.01 17.4 
Mo 0.31 16.3  0.050 20.4 
Ni 0.35 17.1  0.03 16.3 
Pb 1.03 11.9  0.04 23.2 
Pd 15.0* 24.9  2.85* 21.8 
Pt 5.00* 22.2  0.74* 27.6 
Rh 15.0* 21.7  2.05* 19.8 
Sb 0.15 26.0  0.012 18.4 
Sn 0.095 14.1  0.06 22.2 
Tl 0.015 14.6  0.005 18.8 
U 0.0015 17.4  - - 
V 0.024 18.7  0.015 19.8 
W 0.005 17.4  0.019 16.7 

ª for a coverage factor k of 2 (ISO Guide 98, 1995) *= ng/L 
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2.2. Statistical method  

The distributions of levels of metals in blood and serum are described by the following 
statistical parameters: dimension of population understudied (N), sub-groups in the population 
(classes), samples size in each class (N), percentiles (5th: P5; 10th: P10, 25th: P25 50th: P50; 75th: 
P75; 90th: P90; 95th: P95), maximum value (MAX), arithmetic mean (AM), geometric mean 
(GM) and the 95% Confidence Interval for the Geometric Mean (CI-GM).  

Percentiles and maximum values help to describe the distribution of the samples. The higher 
percentiles (P75, P90, P95) provided for each metal convey useful information about the upper 
distribution of levels in the population. The P95 percentiles, i.e., the upper limit of derived RVs, 
are helpful for determining whether levels observed in separate public health investigations or 
other studies are unusual.  

The GM is preferred because takes into account all values measured and represents the 
“ideal” measure of central tendency in the event of logarithmic normal distribution. The 
difference between AM and GM or median can be regarded as an indicator of skewness. In 
calculations the values below the LoD were included as LoD/2, and the number of these cases is 
reported in the Tables of the Appendix A (as N<LoD).  

The Kolmogorov-Smirnov test was applied to the data set for checking the normality of the 
distribution. All the elements were not normally distributed also because all concentration 
values were considered without esclusion of extreme values. The levels of metals are described 
not only for the total data set of 18- to 65-year-old adults but also for different sub-groups. The 
definition of these sub-groups is based on variables selected for stratification: gender, age (three 
groups), alcohol and smoking habits (three groups).  

To test significant differences existing between the metal body burdens found in the groups 
of persons defined by the respective stratification variable, the Mann-Whitney U-test (for two 
groups to be compared) or the Kruskal-Wallis test (for more than two groups to be compared) 
were applied.  

All tabulated stratification variables for CI-GM have been graphically displayed in the 
Figures of Appendix A. If a stratification variable is marked with asterisks, it has to be assumed 
that differences between the groups of persons are present at level of p<0.001 (*) or p<0.01 
(**). Statistical calculations were performed with the statistics software SPSS for Windows, 
Version 17. The data set is updated to 31st of December 2010. 
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3. RESULTS 

In the Appendix A the results are reported for 20 metals in blood and serum of 18- to 65-
year-old adults in Italy. The data are the basis to establish and update, respectively, RVs in 
Italian adults. The objective of the present section is to provide a quick and complete overview 
of the results of PROBE.  

The description has been structured by type of metal measured, and Tables for each metal for 
blood and serum are reported. A short introductory overview is given on the importance of the 
individual metal, in terms of toxicological classification and environmental health relevance. 
Generally, the information was compiled privileging documents of national and international 
agencies and organizations, as the Agency for Toxic Substances and Disease Registry 
(ATSDR), the US Environmental Protection Agency (US EPA), and the agencies of the World 
Health Organization (WHO). The metal-specific Tables in Appendix A state the levels for the 
total population and for defined sub-groups. In the Tables, the results of tests are marked with 
asterisks to show the significant differences between the sub-populations (p levels). 

3.1. Antimony (Sb) 

3.1.1. General information 

The International Agency for Research on Cancer (IARC) has classified Sb trioxide in Group 
2B (a possible human carcinogen) and Sb trisulphide in Group 3 (not classifiable as to its 
carcinogenicity to humans) (IARC, 1989). More recently the EC has classified Sb trioxide in 
Category 3 with limited evidence for a carcinogenic effect (ESIS, 2009; EURAR, 2008). 
Workplace standards and recommendations for air exposure were established by Occupational 
Safety and Health Administration (OSHA) and by American Conference on Governmental 
Industrial Hygienists (ACGIH); in particular, a TLV (Threshold Limit Value) of 0.5 mg/m3 as 
Time Weighted Average (TWA) was set (ACGHI, 1989; OSHA, 1989). A drinking water 
standard of 5 μg/L has been established by the European Directive 98/83 (Council Directive 
98/83/EC, 1998).  

The general population is exposed to Sb mainly from ingestion of food but also to some 
extent from water, air, dust, or direct dermal contact with consumer products containing Sb 
(EURAR, 2008). However, the low levels of Sb to which the general population is exposed are 
not expected to cause any adverse health effects (ATSDR, 1992).  

Chronic occupational exposure to Sb via inhalation causes damage to the lungs, known as Sb 
pneumoconiosis, involving airway obstruction, bronchospasm, and hyperinflation, as well as 
respiratory irritation and interstitial inflammation (ATSDR, 1992). Urine and faeces are the 
major routes of Sb excretion; furthermore it was noticed that pentavalent Sb tends to be easier 
excreted in urine than the trivalent form (Elinder & Friberg, 1986). 

3.1.2. Biomonitoring data 

Antimony is commonly measured in blood and urine and this measurement is reflective of 
exposure to Sb and Sb-related compounds, such as Sb oxide (ATSDR, 1992). A renal 
elimination half-life of approximately 95 hrs has been estimated following occupational 

 8



Rapporti ISTISAN 11/9 

 9

inhalation of Sb trioxide and stibine (SbH3) in 21 employees of a battery manufacturing plant 
(Kentner et al., 1995). In the National Health and Nutrition Examination Survey (NHANES) the 
GM of Sb in urine and in urine corrected for creatinine was below the LoD (i.e., <0.07 μg/L), 
while the 50th percentile was 0.08 μg/L and μg/g creatinine corrected (CDC, 2009).  

In a study carried out in 2001 in the region of Québec City, the means of Sb in urine were 
0.04 μg/L and 0.05 μg/g of creatinine, respectively, and the 50th percentile was 0.05 μg/L and 
the same value when creatinine corrected. Levels of Sb in urine, blood and scalp-hair referred to 
a control group were determined by Gebel et al., values of 0.60 μg/24 h, 0.48 μg/L and 0.026 
μg/g were found respectively (Gebel et al., 1998). In Italy, different human matrices have been 
investigated since 1990: in blood a mean value of 0.47 μg/L was found (Alimonti et al., 2005a); 
in serum mean values ≤0.5 μg/L were determined (Alimonti et al., 2005a; Minoia et al., 1990); 
in urine ≤0.79 μg/L (Alimonti et al., 2005b; Minoia et al., 1990); in cerebrospinal fluid (CSF) 
≤0.44 μg/L (Alimonti et al., 2007a; Sabbioni et al., 1992). 

3.2. Arsenic (As) 

3.2.1. General information 

IARC has assessed that inorganic As is carcinogenic to humans (Group 1) (IARC, 1987). US 
EPA also has classified inorganic As as a known human carcinogen. Arsenic is one of the most 
toxic elements that can be found and humans can be exposed to As through food, water and air. 
Exposure may also occur through skin contact with soil or water containing As. Levels of As in 
food are quite low but levels of fairly harmless organic forms of As (i.e. arsenobetaine, 
arsenocholine, trimethylarsine oxide and arsenosugars) in fish and seafood may be high. 
ACGIH provides an occupational Biological Effect Index (BEI) for urinary inorganic As plus 
metabolites equal to 35 μg/L (ACGIH, 2007). The Directive 98/83/CE set a value of 10 μg/L for 
As in drinking water (Council Directive 98/83/EC, 1998). Inorganic As is well absorbed from 
the gastrointestinal tract and to a lesser degree through inhalation, but is poorly absorbed by 
skin (WHO-IPCS, 2001). After absorption, inorganic As is widely distributed within the body. 

3.2.2. Biomonitoring data 

Urinary As level is a good biomarker of dose and reflects recent exposures (WHO-IPCS, 
2001). Urinary As levels is considered a better predictor for risk of arsenical skin lesions than As 
levels in drinking water in Bangladesh (Ahsan et al., 2000). Levels of total urinary As in the US 
population (NHANES) were 8.30 μg/L and 8.45 μg/g of creatinine as GM (CDC, 2009). In 1998, 
in the German Environmental Survey (GerES III), median urinary total levels of As varied with 
seafood intake, but As had decreased since the prior 1990-1992 survey, and these levels were 
about two-fold lower than those for the US population in NHANES 2003-2004 (Caldwell et al., 
2009; Schulz et al., 2007). Some noncancerogenic effects of As (e.g., dermal keratosis, 
vasospasm, and peripheral neuropathy) have been associated with urinary levels as low as 50-100 

PROBE results (Table A1, Figure A1) 

BLOOD: no significant differences were found between two or more groups in each class. 
SERUM: some differences among the groups were observed but they are difficult to 

interpret as serum Sb is not the most suitable biomarker of exposure. 
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μg/L in chronically exposed populations (ACGIH, 2001a; Blom et al., 1985; Tseng et al., 2006; 
Valenzuela et al., 2005; WHO-IPCS, 2001). In Italy As levels in different matrices were 
investigated. For example in 1990 a mean of 7.9 μg/L in a study including 470 subjects was found 
as total As in blood (Minoia et al., 1990). In the same study the average of total urinary As was 
16.7 μg/L. In hair 0.08 μg/g as GM was found (Wolfsperger et al., 1994). On few subjects a mean 
value of 0.21 μg/L was found in CSF (Sabbioni et al., 1992).  

PROBE results (Table A2, Figure A2) 
No significant differences were found between two or more groups in each class. 

3.3. Beryllium (Be) 

3.3.1. General information 

IARC has classified Be and Be-compounds in Group 1 (carcinogenic to humans) (IARC, 
1993). US EPA has classified Be as a probable human carcinogen (US EPA, 1998) and EU 
contends that Be may cause cancer by inhalation. As Be is rarely found in drinking water at 
concentrations of concern, WHO not considered necessary to set a formal guideline value 
(WHO, 2001a). OSHA set a limit of 2 μg/m3 as an 8-hour TWA in the workplace, but it has 
recently obtained information suggesting that limit for Be may not be adequate to prevent the 
occurrence of chronic beryllium disease, a disabling and often fatal lung disease, among 
exposed workers (ATSDR, 2002). The environmental exposure of the general population to 
trace amounts of Be is primarily by food and drinking water, with smaller contributions from air 
and incidental ingestion of dust. Other sources of exposure are represented by cigarette smoke 
and hazardous wastes (ATSDR, 2002). Effects on human health from low doses or 
environmental levels of Be are not known yet. Elimination is very slow and occurs primarily in 
urine. Unabsorbed Be is eliminated via faeces (WHO, 2001a). 

3.3.2. Biomonitoring data 

Urine is usually considered as biomarker to detect exposure to Be. Among the biomonitoring 
studies of the general population, urinary Be was detected in the US campaigns since 1999 
(CDC, 2009) and results have been always below the LoD (0.013 μg/L). Apostoli and Schaller 
(Apostoli & Schaller, 2001), in fact, reported values between 0.12 and 0.15 μg/L in workers 
exposed at concentrations corresponding to the TLV (Apostoli & Schaller, 2001). In Italy in the 
last years Be were investigated in different human matrices, such as blood, serum, urine and 
CSF: 0.42 μg/L was the mean level found in blood (Alimonti et al., 2005a); mean values ≤0.21 
μg/L in serum (Alimonti et al., 2005a; Minoia et al., 1990); 0.4 μg/L in urine (Minoia et al., 
1990) and 0.70 μg/L in CSF (Alimonti et al., 2007a). 

PROBE results (Table A3, Figure A3) 
BLOOD: no significant differences were found between two or more groups in each class. 
SERUM: no smokers and smokers showed higher levels than ex smokers. 
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3.4. Cadmium (Cd) 

3.4.1. General information 

Cadmium has shown reproductive effects and teratogenicity in animal studies, as to be 
classified by IARC as carcinogenic to humans (Group 1) (IARC, 1993). In 2002, ACGIH set a 
TLV-TWA of 0.01 mg/m3 as inhalable fraction and 0.002 mg/m3 as respirable fraction for the 
occupational exposure (ACGIH, 2002). In EU the Directive 98/83/CE set a value of 5 μg/L for 
Cd in drinking water (Council Directive 98/83/EC, 1998). For the general population, with the 
exception of smoking, the main source of exposure to Cd is represented by food (EFSA, 2009a). 
The intake of Cd through drinking water is a minimum contribution to the total intake. The risk 
of absorption via dermal contact is negligible. However, levels of Cd may vary and are 
influenced by factors such as the intake of essential nutrients (iron, calcium, zinc, copper) and 
proteins. Cadmium exposure has been associated with nephrotoxicity, osteoporosis, 
neurotoxicity, carcinogenicity and genotoxicity, teratogenicity, endocrine and then reproductive 
effects. Exposures to low doses are, however, associated with increased levels of Cd in urine 
and blood, where Cd is bound mainly in red cells (> 90%) or to high molecular weight proteins.  

3.4.2. Biomonitoring data 

Cadmium levels in blood reflect both recent and chronic exposures. For exposures at low 
doses, such as environmental levels, Cd levels in urine were also able to account for exposure. 
The general population surveys conducted so far show similar values both in blood and urine 
(Becker et al., 2003; Friedman et al., 2006; Wilhelm et al., 2006). In general, women show 
higher levels of Cd in blood and urine than men of similar age (Horiguchi et al., 2004; Olsson et 
al., 2002; Wennberg et al., 2006). With regard to smoking, the levels of Cd in blood and urine 
are generally higher, even double than non-smokers (Becker et al., 2003; Mannino et al., 2004; 
Olsson et al., 2002). The concentration of Cd in blood in the general population ranged from 
about 0.4 to 1.0 μg/L for no smokers and 1.4-4.0 μg/L for smokers (Elinder, 1985). NHANES 
found Cd in blood 0.304 μg/L as GM and 1.60 μg/L as 95th percentile (CDC, 2009). 
Environmental exposure can elevate blood Cd concentration to above 10 μg/L (Shiwen et al., 
1990), and workers occupationally exposed to Cd by inhalation may have blood levels ranging 
up to 50 μg/L (Roels et al., 1981). In urine, NHANES found 0.211 μg/L as GM and 1.15 μg/L 
as 95th percentile, and very similar values if data were creatinine corrected (CDC, 2009). In 
Italy, for the general population, mean blood Cd concentrations ranged from 0.6 μg/L (Minoia 
et al., 1990) to 1.09 μg/L (Alimonti et al., 2009); in serum values from 0.07 μg/L (Alimonti et 
al., 2009) to 0.2 μg/L (Minoia et al., 1990) were found; in urine values <1 μg/L were reported 
(Alimonti et al., 2009; Minoia et al., 1990); in hair only one study reported a GM of 0.05 μg/g 
(Wolfsperger et al., 1994); in CSF mean values between 0.05 and 1.70 μg/L (Alimonti et al., 
2007a; Sabbioni et al., 1992); in nails mean values ≤0.05 μg/g (Bergomi et al., 2002; Bergomi 
et al., 2005; Vinceti et al., 2005) and concentrations <1.0 μg/L were found in breast milk (Coni 
et al., 1990; Turconi et al., 2004). 

PROBE results (Table A4, Figure A4) 
BLOOD: significantly higher concentrations were observed in smokers.  
SERUM: no significant differences were found between two or more groups in each class. 
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3.5. Chromium (Cr) 

3.5.1. General information 

The hexavalent Cr is a toxic form that results from industrial pollution and it was classified 
as human carcinogen (Group 1) by IARC based on evidence in humans of an increased risk of 
respiratory cancers, primarily lung and naso-pharyngeal (IARC, 1980; IARC, 1990). For the 
occupational exposure to Cr dusts, that represents the main route of occupational exposure, 
ACGIH set a TLV-TWA of 0.5 mg/m3 as Cr(III); 0.05 mg/m3 as Cr(VI) water soluble 
compounds and 0.01 mg/m3 as Cr(VI) water insoluble compounds. For the occupational 
exposure a urine BEI of 10 μg/g of creatinine during the 8-hr workshift as total Cr was set by 
ACGHI (ACGIH, 2002). Human exposure to Cr may occur by drinking water but the main 
source of Cr exposure for the general population is by food intake (93-98% of the total intake 
vs. 1.9-7% in water). Skin contact and tobacco smoke are other sources of exposure. In animal 
studies, Cr was found to accumulate mainly in liver, kidneys, spleen, and bone marrow after 
both oral and parenteral administration of different Cr compounds (Janus et al., 1990). Animal 
studies show that urine is the major route of elimination of absorbed Cr (Janus et al., 1990) and 
minor routes of excretion include breast milk, sweat, hair and nails (ATSDR, 2008). Because of 
the carcinogenicity of Cr(VI) by the inhalation route and its genotoxicity, in EU the current 
guideline value of 50 μg/L of total Cr in drinking water (Council Directive 98/83/EC, 1998) has 
been questioned, but the available toxicological data do not support the derivation of a new 
value.  

3.5.2. Biomonitoring data 

For the general population, an average urinary Cr excretion of 0.22 μg/L was set by the 
National Research Council (NAS/NRC, 1989). Literature data for the Italian general population 
reported mean levels of urinary Cr ≤0.61 μg/L (Alimonti et al., 2009; Apostoli et al., 1997; 
Minoia et al., 1990). Blood Cr, is another accepted biomarker of exposure for the general 
population and in Italy mean levels ≤0.78 μg/L were found (Alimonti et al., 2005a, Alimonti et 
al., 2009; Minoia et al., 1990). Other biological matrices were also investigated; in serum levels 
≤0.17 μg/L were found (Alimonti et al., 2005a; Alimonti et al., 2009; Minoia et al., 1990); in hair 
0.68 μg/g (Wolfsperger et al., 1994); in CSF ≤1.28 μg/L (Bergomi et al., 2002); in nails ≤3.23 
μg/g (Bergomi et al. 2002; Bergomi et al., 2005; Vinceti et al., 2005), in breast milk the range 
0.027-3.0 μg/L as mean values (Aquilio et al., 1996; Clemente et al., 1982; Coni et al., 1990). 

3.6. Cobalt (Co) 

3.6.1. General information 

Based on the animal data, IARC has classified Co, Co compounds, Co-sulfate and other 
soluble Co(II) salts as possibly carcinogenic to humans (Group 2B) (IARC, 1991). The hydrous 
forms of Co dichloride are considered as toxic for reproduction and carcinogenic (Category 1B) 

PROBE results (Table A5, Figure A5) 
No significant differences were found between two or more groups in each class. 
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according to Annex VI of Regulation EC n. 1272/2008 (European Commission, 2008). 
Cobalt(II) cations are also considered genotoxic under in vitro and in vivo conditions 
(Commission Regulation No. 790/2009; EFSA, 2009b). The maximum OSHA permissible level 
(PEL) for metallic Co is 100 μg/m3 of air as TWA; a BEI of 15 μg/L for urinary inorganic Co, 
except insoluble Co-oxides, has been set by ACGHI (ACGHI, 2000). People can be exposed to 
Co by breathing air, drinking water, eating food and by skin contact with soil, water, cobalt 
alloys, or other substances containing Co. Children may also be exposed to Co by eating filth. In 
general food is the largest source of Co intake. Industrial exposure to Co mainly from breathing 
Co-containing dust results in serious effects on lungs, including asthma, pneumonia and 
wheezing. After exposure Co is excreted from the body quickly by faeces and the rest is 
absorbed into blood and then into tissues, mainly liver, kidneys and bones. The absorbed Co 
leaves the body for the most part by urine. Skin exposure to Co can occur only if skin is 
damaged (ATSDR, 2004).  

3.6.2. Biomonitoring data 

Urinary levels of Co decline rapidly within 24 hrs after exposure (Alexandersson, 1988) and 
urinary measurements mainly reflect recent exposure. In non-occupationally exposed subjects, 
the urinary and serum Co are usually <2.0 μg/g creatinine and 0.4 μg/L respectively (ATSDR, 
2004). In the last NHANES carried out in 2003-2004, the CDC found 0.316 μg/L as GM of 
urinary Co and 1.16 μg/L as 95th percentile; similar values if corrected by creatinine (0.314 μg/g 
and 1.02 μg/g, respectively) (CDC, 2009). In Italy mean values ≤0.39 μg/L in blood and in 
serum ≤0.21 μg/L were found (Alimonti et al., 2005a; Alimonti et al., 2009; Minoia et al., 
1990); while ≤0.57 μg/L in urine (Alimonti et al., 2009; Minoia et al., 1990) and 0.01 μg/g in 
hair were found (Wolfsperger et al., 1994). 

3.7. Iridium (Ir) 

3.7.1. General information 

Iridium together with Os, Pd, Pt, Rh and Ru is included in the so-called Platinum Group 
Elements (PGEs). Although the PGEs are relatively inert, these metals undergo environmental 
transformations into more reactive species which may be bioavailable (Philippeit & Angerer, 
2001; Rauch et al., 2001). Data on Ir toxicity are still few, so occupational limits neither 
drinking water limits have been set by institutions, nor Ir has been classified by IARC 
(Stellman, 1998). Thus, the increasing industrial use of Ir, especially in automotive catalysts 
could result in a higher exposure by inhalation for workers exposed to vehicle traffic as well as 
for the general population (Botrè et al., 2007). Iridium deposited at bronchial and bronchiole 
level was then eliminated by lungs, with a half time of 6 hrs, while metal particles accumulated 
in the pulmonary parenchyma had a slower clearance, with a half time of 22-24 days. The 
material removed from lungs was then found in the gastrointestinal tract and thus eliminated in 
faeces, for 96% of the absorbed dose. Gastrointestinal absorption is moderate (Casarett & Doull, 

PROBE results (Table A6, Figure A6) 
BLOOD and SERUM: significant differences were observed in the gender class with a 

larger content of Co in females.  
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1969) as well as the distribution to other organs and urinary excretion. There is not much 
information on the health effects caused by Ir, except for some occupational case reports of 
contact dermatitis (Bergman et al., 1995; Cristaudo et al., 2005; Santucci et al., 2000; Sheard, 
1955).  

3.7.2. Biomonitoring data  

Few biomonitoring data concerning Ir are available: one study has been performed by 
Becker et al. (Becker et al., 2003) during the GerES III in 1998 and mean levels of urinary Ir of 
0.41 ng/g of creatinine were set. In Italy one study carried out on subjects living in Northern 
Italy by Minoia et al. reported urinary Ir levels of 18 ng/L (Minoia et al., 1990). Another study 
performed by Iavicoli et al. (Iavicoli et al., 2008) was carried out in order to assess the degree of 
exposure of municipal drivers and urban general population. In this study no differences 
between the two groups were noticed and mean levels of urinary Ir of 13.4 ng/L (11.2 ng/g 
creatinine corrected) for the control group and 13.8 ng/L (9.24 ng/g creatinine corrected) for the 
tram drivers were found. 

3.8. Lead (Pb) 

3.8.1. General information 

Lead is a toxic element and IARC classified inorganic Pb compounds in Group 2A, as 
probable human carcinogens (IARC, 2006). Workplace standards and guidelines for Pb 
exposure and monitoring have been established by ACGIH: a TLV-TWA of 0.05 mg/m3 and a 
BEI of 300 μg/L for Pb in blood (ACGHI, 2002). The European Directive 98/83/CE for 
drinking water quality established for Pb a maximum level of 10 μg/L (Council Directive 
98/83/EC, 1998). Lead enters the environment from a variety of natural and human source and 
the historical use of leaded fuels also resulted in a wide environmental distribution of Pb (WHO, 
2000). Exposure to Pb occurs in many industrial activities especially due to battery and radiator 
manufacturing; the general population is exposed to Pb through soil, household dust, food, 
drinking water and air. The effects of Pb are the same whether it enters the body through 
breathing or swallowing. The main target for Pb toxicity is the nervous system, both in adults 
and children and even in foetuses and infants (ATSDR, 2007). 

3.8.2. Biomonitoring data 

Blood Pb is the matrix of choice to evaluate human exposure to Pb, but other matrices such 
as urine, bone, hair, and teeth can also been used. In a general population survey in Germany a 
GM of 30.7 μg/L of blood Pb was reported (Becker et al., 2002), while in USA the latest 
NHANES survey (2003-2004) reported a GM of 14.3 μg/L (CDC, 2009). In a study carried out 

PROBE results (Table A7, Figure A7) 
BLOOD: males showed significantly higher Ir concentrations than females. 
SERUM: significant higher levels were observed in the youngest group in comparison with 

the elders. The no alcohol consumers showed Ir levels higher than drinkers. 
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in the region of Québec City the GM and the 90th percentile of blood Pb were 21.5 and 42.1 
μg/L, respectively (INSPQ, 2004). In Italy Pb was investigated in several matrices: mean levels 
from 26.4 to 157.7 μg/L were found in blood (Alimonti et al., 2005a; Alimonti et al., 2009; 
L’Abbate et al., 1991; Minoia et al., 1990); levels between 0.24 and 0.54 μg/L in serum 
(Alimonti et al., 2005a; Alimonti et al., 2009; Minoia et al., 1990); values ranging from 1.80 to 
17.0 μg/L in urine (Alimonti et al., 2007a; Minoia et al., 1990), whilst Wolfsperger et al. 
reported a GM of 1.92 μg/g for Pb in hair (Wolfsperger et al., 1994). In 2007 a study 
investigated Pb in CSF and a mean value of 0.91 μg/L was found (Alimonti et al., 2007b). 
Furthermore, in nails mean values ≤1.22 μg/g (Bergomi et al., 2002; Bergomi et al., 2005; 
Vinceti et al., 2005) and in breast milk levels ≤0.9 μg/g (Coni et al., 1990; Perrone et al., 1994) 
and ≤126.5 μg/L (Guidi et al., 1992; Turconi et al., 2004) were found. 

3.9. Manganese (Mn) 

3.9.1. General information 

IARC has not published an evaluation of the carcinogenicity of Mn (ATSDR, 2000). For US 
EPA Mn is not classifiable as to human carcinogenicity (absence of human data and inadequate 
animal data, Group D) (US EPA, 1996). Due to the health effects resulting from occupational 
exposure most of the industrialized countries have established occupational exposure limits for 
Mn: ACGIH set a TLV (8-hr TWA) for Mn of 0.2 mg/m3 (ACGIH, 2007). WHO has 
established a health-based drinking water guideline for Mn of 400 μg/L (WHO, 2004a) whilst a 
value of 50 μg/L is the limit set by the European Directive 98/83/CE (Council Directive 
98/83/EC, 1998). Manganese is an essential nutrient for the maintenance of human health and it 
is involved in the formation of bone, cellular protection from free radical damage, and 
aminoacid, cholesterol, and carbohydrate metabolism, but the excessive exposure to Mn can 
cause neurological effects (such as parkinsonism) (ATSDR, 2000; IOM, 2001). Food is the 
main source of Mn exposure for the general population and the main routes of absorption are 
the respiratory and gastrointestinal tracts (ATSDR, 2000). Biliary excretion is the main 
excretory pathway and a large fraction of the element is excreted in faeces (Davis et al., 1993; 
Malecki et al., 1996).  

3.9.2. Biomonitoring data 

Concentrations in blood and urine can be used to evaluate exposure to Mn. Whole blood is 
preferred rather than plasma or serum as blood concentrations tend to reflect the overall body 
burden of Mn. Concentrations in urine are more commonly used to measure levels following 

PROBE results (Table A8, Figure A8) 
BLOOD: differences were observed in all classes; a major content of Pb was noticed in 

males than in females; in the age class the effect of the increasing age on the 
concentration of Pb was evident; the smokers and the ex smokers have a higher 
concentration than no smokers; Pb was higher in alcohol consumers than in no 
consumers. 

SERUM: also in this matrix, higher levels of Pb were found in the smokers and ex 
smokers than in no smokers. 
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acute exposure as urine is only responsive to significant fluctuations in Mn intake (IOM, 2001). 
The reference range for Mn is approximately from 4 to 14 μg/L in whole blood, from 0.15 to 
2.65 μg/L in serum, and from 0.97 to 1.07 μg/L in urine (ATSDR, 2000). In the 3rd NHANES, 
Mn detected in urine samples was 1.19 μg/L as mean (CDC, 2009). In the Québec City region, 
GM and 90th percentile values of Mn in blood amounted to 9.33 μg/L and 13.74 μg/L, 
respectively (INSPQ, 2004). In Italy, Mn has been investigated in different human fluids and 
tissues: in blood Mn concentrations ranged from 7.63 to 8.80 μg/L as mean values and in serum 
mean values ≤0.62 μg/L were found (Alimonti et al., 2005a, Alimonti et al.2009; Minoia et al., 
1990); in urine mean levels ranged from 0.22 to 1.02 μg/L (Alimonti et al., 2009; Minoia et al., 
1990); in hair 0.28 μg/g (Bocca et al., 2006b), in CSF 0.95 μg/L (Alimonti et al., 2007a) and in 
nails 0.8 μg/g were found as mean values (Bergomi et al., 2002).  

3.10. Mercury (Hg) 

3.10.1. General information 

Mercury is known to be toxic to both humans and the environment. IARC determined that 
methyl-Hg compounds are possible human carcinogens (Group 2B), and metallic Hg and 
inorganic Hg compounds were put in Group 3B, not classifiable as to their carcinogenicity 
(IARC, 1993). Occupational limits for elemental and inorganic Hg were placed: ACGIH set a 
TLV-TWA of 0.025 mg/m3, a BEI of 35 μg/g creatinine for total Hg in urine and a BEI of 15 
μg/L for total inorganic Hg in blood (ACGHI, 1996). EU set a value of 1.0 μg/L for Hg in 
drinking water (Council Directive 98/83/EC, 1998). Exposure of the general population is 
primarily to methyl-Hg and occurs via contaminated fish and seafood. To a much lesser extent, 
the general population is exposed to inorganic Hg from dental amalgams but this kind of 
exposure has not been definitely associated with neurologic effects (Bates et al., 2004; Bellinger 
et al., 2006; DeRouen et al., 2006; Factor-Litvak et al., 2003). The inorganic Hg represents 14-
26% of the total Hg in blood (Kingman et al., 1998). About 95% of organic Hg is absorbed 
from the gastrointestinal tract and distributed to all tissues, including hair, with the highest 
accumulation in kidneys (ATSDR, 1999a). The majority of Hg in the body is excreted via 
faeces, with a small amount excreted as inorganic Hg in urine (ATSDR, 1999a). The toxic 
effects of Hg depend on the form and exposure route and included respiratory, cardiovascular, 
renal and neurological effects.  

3.10.2. Biomonitorng data 

Human exposure to Hg is generally evaluated by measuring Hg levels in blood and urine, 
although hair can be used as a biomarker of exposure (ATSDR, 1999a). Typically, blood and 
urine Hg levels are reported as total Hg, which comprises inorganic and organic forms of Hg. 
The concentration of total Hg in blood is accepted as a reasonable measure of methyl Hg 
exposure. WHO estimated that the mean total blood Hg concentration for the general population 

PROBE results (Table A9, Figure A9) 
BLOOD: main significant differences were observed in the alcohol class (no drinkers 

with higher levels) and then in the smoking class (no smokers with higher levels). 
SERUM: no significant differences were found between two or more groups in each class. 
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is ca. 8 μg/L; however, high fish consumers can have blood concentrations as high as 200 μg/L 
(ATSDR, 1999a). Typical total Hg concentrations in urine ranged 4-5 μg/L. In the region of 
Québec City, GM and the 90th percentiles of total Hg in blood were 0.74 μg/L and 2.01 μg/L, 
respectively (INSPQ, 2004). In Germany the GM for blood Hg was 0.58 μg/L for adults in a 
population survey in 1998 (Becker et al., 2002). In 1216 blood donors from the Czech Republic 
(1996-98) a median concentration of blood Hg of 0.78 μg/L for adults and 0.46 μg/L for 
children was found (Benes et al., 2000). In NHANES survey a GM of 0.797 μg/L for total Hg in 
blood and a GM of 0.447 μg/L (0.443 μg/g creatinine) in urine were found (CDC, 2009). In 
Italy mean Hg ranges for the general population were 3.49-6.36 μg/L in blood, 1.32-2.1 μg/L in 
serum (Alimonti et al., 2005a; Alimonti et al., 2009; Minoia et al., 1990) and 1.15-3.5 μg/L in 
urine (Alimonti et al., 2009; Apostoli et al., 2002; Minoia et al., 1990; Soleo et al., 2003). In 
two studies levels of Hg in CSF ≤1.05 μg/g were found (Alimonti et al., 2007; Sabbioni et al., 
1992).  

3.11. Molybdenum (Mo) 

3.11.1. General information 

Molybdenum has not been systematically evaluated for carcinogenicity by IARC (US EPA, 
1993). It is considered to be an essential element with an estimated daily requirement of 0.1-0.3 
mg for adults (WHO, 1996; WHO, 2003a). The general population is mainly exposed to Mo via 
water and locally produced food. WHO recommends a maximum level of Mo in drinking water of 
0.07 mg/L (WHO, 2003a). Following gastrointestinal absorption, Mo rapidly appears in blood and 
in most organs with the highest concentrations in liver, kidneys and bones (WHO, 1996; WHO, 
2003a). Urinary excretion of Mo is intense and rapid in the few hours (IMOA, 2007). 
Molybdenum is considered to be medium toxic, but chronic exposure to very high levels of Mo 
(the more toxic hexavalent molybdate ion) may result in higher serum uric acid levels. Other 
symptoms include gout, severe diarrhea, growth depression, and anaemia (US EPA, 1993). The 
Panel on Micronutrients of the Institute of Medicine (IOM) identified a no observed adverse effect 
level (NOAEL) of 0.9 mg/kg/day and established a tolerable upper intake level of 0.03 mg/kg/day 
in humans (IOM, 2001). A long term inhalation bioassay of Mo-trioxide in mice yielded “some 
evidences” of carcinogenicity (NTP, 1997), but available epidemiologic data are scant.  

3.11.2. Biomonitoring data 

Serum, plasma and whole blood Mo levels are associated with its intake (Turnlund & Keyes, 
2004). The values of Mo in blood are slightly higher than those reported for plasma and serum, 
because this metal is firmly bound to the erythrocyte and plasma proteins. In Canada, GM and 90th 

percentiles for blood Mo were 1.14 μg/L and 1.90 μg/L, respectively (INSPQ, 2004). In Italy, 
reference ranges of 1.02-6.03 μg/L (mean of 3.06 μg/L) for blood Mo were assessed (Alimonti et 
al., 2005a). Similarly, in blood donors living in Venezuela the GM for blood Mo was 2.66 μg/L 
(range, 1.20-4.80 μg/L) (Burguera & Brown, 2007). These range values overlapped most 

PROBE results (Table A10, Figure A10) 
BLOOD: males showed significant higher Hg concentrations than females. 
SERUM: no significant differences were found between two or more groups in each class. 
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information available in the literature, such as the results reported by Heitland and Köster (range, 
0.06-4.00 μg/L) (Heitland & Köster, 2006) and Iyengar and Woittiez (range, 0.8-3.3 μg/L) 
(Iyengar et al., 1985; Iyengar & Woittiez, 1998). In serum, a Mo level of 0.5-0.6 μg/L was 
proposed for the general population (Versieck & Cornelis, 1980), and later reports would suggest 
slightly higher values, ca. 0.8 μg/L (Alimonti et al., 2005a). In urine, GM and 90th percentile 
values were 44.25 µg/L and 115.16 µg/L, respectively (INSPQ, 2004). In USA, adults showed 
GM and 95th percentile values for urinary Mo of 35.9 and 133 µg/L (36.9 and 118 µg/g of 
creatinine, respectively) (CDC, 2009). These levels were similar to those reported for smaller 
European population surveys. For instance, in Danish inhabitants the reference interval for Mo in 
urine was 10.0-124.0 μg/L (mean, 42.5 μg/L) (Iversen et al., 1998); in Italy the mean urinary Mo 
was 36.9 μg/L (Alimonti et al., 2009). In CSF, Mo values were found in the range 0.45-3.3 μg/L 
(Alimonti et al., 2007; Sabbioni et al., 1992).  

3.12. Nickel (Ni) 

3.12.1. General information 

In 1990, IARC classified all Ni compounds, except metallic Ni, as carcinogenic to humans in 
Group 2B (IARC, 1990). A very important source of Ni exposure in human populations is 
dietary; furthermore, Ni is widely used in alloys and products that come into repetitive contact 
with the skin, e.g., jewellery, buttons, coins, intrauterine devices, household cleanings and 
cosmetics (ATSDR, 2005a; Basketter et al., 2003; Petrucci et al., 2009). Other sources of Ni 
exposure for the general population include air, drinking water, soil, and household dust (WHO, 
1991). ACGIH set a TLV-TWA of 1.5 mg/m3 for metallic Ni, 0.1 mg/m3 for soluble 
compounds, 0.2 mg/m3 for insoluble compounds (ACGIH, 2007). A Canadian study assessed 
that metallic Ni was not a concern for human health at current levels of exposure, while the 
oxidic-, sulphidic- and soluble-Ni compounds are entering the environment under conditions 
that may constitute a danger to human life (Environment Canada and Health Canada, 1994).The 
most common health effect related to Ni is the allergy; in Europe and in USA, the prevalence 
rates of allergic contact dermatitis to Ni are of ca. 20% (Bocca et al., 2009; ESSCA, 2004). 
Approximately 20-35% of inhaled Ni is absorbed in blood (ATSDR, 2005a), while only 1-10% 
of ingested Ni is absorbed depending largely on the composition of the diet (WHO, 1991). 
Nickel is excreted in urine and faeces, and has an estimated half-life from 17 to 48 hrs (Nieboer 
& Fletcher, 2001). Nickel can also be measured in hair and breast milk and in organs as lungs, 
thyroid, adrenals, kidneys, heart, liver, brain, spleen, and pancreas (Sunderman, 1993). 

3.12.2. Biomonitoring data 

A RV of 3.0 μg/L for urinary Ni was proposed based on studies with adults performed in 
Denmark, Finland, Germany, Italy, Norway, Russia and USA (German Human Biomonitoring 

PROBE results (Table A11, Figure A11) 
BLOOD: significant differences were found in the alcohol class with no drinkers with 

higher levels of Mo. 
SERUM: ex smokers showed higher levels than the other groups and the no drinkers 

showed significant higher Mo concentrations than drinkers. 



Rapporti ISTISAN 11/9 

 19

Commission, 2001). In a large HBM survey performed in the Québec City region, GM and 90th 
percentiles of urinary Ni were 1.78 μg/L and 4.46 μg/L, respectively (INSPQ, 2004). Smaller 
studies reported a median value for urinary Ni of 1.7 μg/L in UK citizens (White & Sabbioni, 
1998) and a mean content of 0.87 μg/L in Italian people (Alimonti et al., 2009). The RVs for 
blood Ni were <0.59 μg/L and 0.85 μg/L as GM and 90th percentile in Canada (INSPQ, 2004); 
0.08 μg/L as GM in Germany (Heitland & Köster, 2006); 0.89 μg/L as mean in Italy (Alimonti 
et al., 2005a). In serum, a tentative RV for Ni of 0.47 μg/L, with a related interval between 
0.23-1.03 μg/L, was reported (Bocca et al., 2006a). These levels were quite similar across the 
different countries, i.e., USA (Sunderman, 1984), Canada (Hopfer et al., 1987), Denmark 
(Andersen et al., 1986; Bro et al., 1988; Christensen et al., 1999) and Macedonia (Todorovska 
et al., 2002). Increased serum levels were found in traffic police officers (Tomei et al., 2004) 
and electroplating workers (Todorovska et al., 2002). A smaller but significant increase in 
serum Ni content occurred in individuals after metal-on-metal alloarthroplasty of the hip, with a 
peak concentration of 2.16 μg/L (Dahlstrand et al., 2009). 

3.13. Palladium (Pd) 

3.13.1. General information 

Palladium has not been classified as carcinogenic either by IARC or OSHA or US EPA. The 
output and use of Pd has more than doubled in the past ten years, as it is a suitable substitute in the 
industry of alloys, in telecommunication equipments, as a catalyst in white gold and in most cast 
dental restorations and amalgams (dental alloys and white gold may contain up to 10% and 20% 
of Pd, respectively) as well as in cars catalytic converters (WHO-ICPS, 2002). As a consequence, 
many studies found an enrichment of Pd in air, soil, dust and plants in urban areas where Pd-
catalysts are used (Bocca et al., 2003b; Petrucci et al., 2000). There is no information on the 
effects of Pd emitted from automobile catalytic converters on the general population, while effects 
have been reported due to iatrogenic and other exposures. Since 1990, multiple reports have 
documented patients showing allergic reactions to soluble Pd compounds (especially Pd chloride) 
also reflecting a cross-sensitization to other metals as Co, Cr and Ni (Cristaudo et al., 2005). Oral 
symptoms (mucositis, stomatitis, and oral lichen planus) are associated with exposure to Pd-
containing dental restorations (Fernández-Redondo et al., 1998). Skin symptoms like granuloma 
may occur by contact with jewellery and ear piercing (Thijs et al., 2008).  

3.13.2. Biomonitoring data 

The mean Pd level in urine of the general Italian adult population was equal to 7.7 ng/L 
(Bocca et al., 2004), while in Germany the level ranged 13.1-48.3 ng/L (Begerow & Dunemann, 
2000). Other data for urinary Pd in healthy subjects were equal to 9.5 ng/L and 9.1 ng/L 
(Benkhedda et al., 2003; Krachler et al., 1998). As regards blood, two German surveys reported 
mean Pd concentrations of 50.2 ng/L (range 32-78 ng/L) and <20 ng/ (range between <20-90 
ng/L) (Begerow et al., 1997; Heitland & Köster, 2006); similar Pd concentrations in blood were 

PROBE results (Table A12, Figure A12) 
BLOOD: no significant differences were found between two or more groups in each class. 
SERUM: no drinkers showed significant higher Ni concentrations than drinkers. 
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found in Sweden, in unexposed individuals (median 35 ng/L, range 9-125 ng/L) (Rodushkin et 
al., 1999). In serum, Pd mean concentrations of 23.1 ng/L and 50 ng/L were found in the 
literature (Benkhedda et al., 2003; Rauch et al., 2000). In occupationally exposed subjects like 
dental technicians, traffic controllers and catalyst production plant workers, the Pd levels in 
urine were higher than those found in the general population (Begerow et al., 1999b; Begerow 
& Dunemann, 2000; Violante et al., 2005).  

3.14. Platinum (Pt) 

3.14.1. General information 

Some Pt complexes, utilised as tumour treatment agents, are mutagenic and suspected human 
carcinogens (e.g., cisplatin in Group 2A) (IARC 1981). Platinum is used in electrodes, jewellery, 
dental alloys, thick-film circuits, as oxidation catalysts in chemical manufacturing, and as drugs in 
the treatment of cancer (e.g., cisplatin, carboplatin) (WHO, 1991). Platinum-Rh and Pt-Pd crystals 
are used as catalysts in vehicular catalytic converters to control exhaust emissions and increased Pt 
concentrations in environmental samples have been reported since the introduction of vehicles 
catalysts (Bocca et al., 2003b; Petrucci et al., 2000). Besides the exposure to Pt via air, there is a no 
negligible dietary uptake of Pt (Vaughan & Florence, 1992). Toxicity of Pt is determined by the type 
of compound; metallic Pt is biologically inert, whereas soluble Pt compounds, the most effective of 
which are chlorides, can cause hypersensitivity with symptoms that include bronchitis and asthma 
after inhalational exposure and contact dermatitis after skin exposure (WHO, 1991). Once ingested 
or inhaled, Pt metal and insoluble Pt salts are poorly absorbed (<1% of a dose) and cleared from the 
body within a week after a single dose. The principal deposition sites of Pt are kidneys and liver, and 
excretion mainly occurs in faeces and urine. In addition, new findings obtained in in vitro 
experiments suggested the potential interactions of Pt with enzymatic systems as well as with 
antioxidant substances, namely with NADH (Nicotinamide Adenine Dinucleotide Hydrogen) and 
ascorbic acid (Botrè et al., 2007). Workplace air standards for external exposure are established at 1 
mg/m3 (expressed as TWA) for metal Pt and 0.002 mg/m3 for soluble salts of Pt by OSHA, ACGIH 
and National Institute for Occupational Safety and Health (NIOSH) (Czerczak & Gromiec, 2000). 

3.14.2. Biomonitoring data 

The German RV for urinary Pt was set to 10 ng/L for groups without dental precious metals. 
Several studies have shown that background concentrations were usually equal or less than 10 
ng/L (Wilhelm et al., 2004; Herr et al., 2003; Iavicoli et al., 2004; Schierl et al., 1998). Levels of 
Pt in urine for the USA population were below the LoD (40 ng/L) (CDC, 2009). In Italy, a 
tentative RV of 5.3 ng/L for urinary Pt was proposed for the general population (Spezia et al., 
2005). Blood levels of Pt given as baseline in the German population ranged 0.3-1.3 ng/L 
(Begerow et al., 1997) and were in accordance with values reported by Messerschmidt et al. 
(<0.8-6.9 ng/L) (Messerschmidt et al., 1992). Gold-platinum dental restorations increased urinary 

PROBE results (Table A13, Figure A13) 
BLOOD: no significant differences were found between two or more groups in each class. 
SERUM: differences were observed in males with a major content of Pd; among the age 

groups the increasing age affects the concentration of Pd. 
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Pt concentrations by 5 to 20-fold (Begerow et al., 1999a; Herr et al., 2003; Schierl, 2001). 
Another study found differences in the urinary Pt depending on the number of hip-endoprostheses 
(Zeinera et al., 2009). Platinum-industry and precious-metal workers had urinary Pt concentrations 
about 100-times higher than general populations (Schierl et al., 1998), while elevations in urinary 
Pt concentrations were modestly (10 times or less) associated with the handling of cisplatin and 
carboplatin by pharmacy and other hospital personnel (Ensslin et al., 1997; Pethran et al., 2003). 

3.15. Rhodium (Rh) 

3.15.1. General information 

Rhodium is not listed by IARC, OSHA or ACGIH as a carcinogenic metal. The increasing use 
of Rh in automotive catalysts and in Rh-plating jewellery has caused its increased concentration in 
the environment; a 27-fold enhancement in the Rh levels in air was observed over a 10-year 
period (Zereini et al., 2001). Studies on Rh chloride metabolism in rats revealed that Rh is poorly 
absorbed. Initial rapid elimination of Rh occurred in urine and later via the gastrointestinal tract. 
Rhodium was mainly accumulated in kidneys and liver, but minor fractions are also found in soft 
tissues (Wiseman & Zereini, 2009). The few studies on Rh toxicity indicated that Rh salts are 
slightly toxic by oral ingestion and mild skin irritants (Santucci et al., 2000). Rhodium was also 
reported as sensitizer in subjects with dental prostheses (Vilaplana et al., 1994). Some cytotoxic 
and mutagenic properties of Rh salts, potassium pentachlororhodate(III) and ammonium 
hexachlororhodate(III), have been ascertained, although by far lower than that of some Pt 
complexes (Bünger et al., 1996). 

3.15.2. Biomonitoring data 

Concentrations of Rh in urine samples of healthy subjects of 4.52 ng/L were found (Benkhedda 
et al., 2003). In Italy, background levels of urinary Rh had a strong dependence on the area of 
residence, with mean values of 5.32 ng/L in subjects living in a rural area and 15.3 ng/L in 
individuals living in a urban one (Bocca et al., 2004). Rhodium urinary levels differed 
significantly between the control group (12.2 ng/L) and tram drivers (21.7 ng/L) (Iavicoli et al., 
2007), although these data were lower than those found in catalyst production plant workers 
(range 50-270 ng/L) (Cristaudo et al., 2007). Levels of Rh in blood of 130 healthy subjects from 
Germany were: 6 ng/L as GM with a range of 6-9 ng/L (Heitland & Köster, 2006). In Sweden, the 
concentration of Rh in blood of unexposed individuals was below 9 ng/L (Rodushkin et al., 1999).  

PROBE results (Table A15, Figure A15) 
BLOOD: females showed significant higher Rh concentrations than males and no 

drinkers than drinkers. 
SERUM: females showed significant higher Rh concentrations than males.  

PROBE results (Table A14, Figure A14) 
BLOOD: males showed significant higher Pt concentrations than females and drinkers 

than no drinkers. 
SERUM: no drinkers showed higher Pt levels than drinkers. 
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3.16. Thallium (Tl) 

3.16.1. General information 

US EPA considers the evidence for the carcinogenicity of Tl and Tl compounds as 
inadequate (US EPA, 2009). Thallium exposure occurs primarily from industrial processes such 
as coal-burning and smelting. Because of its toxicity, Tl was included in the list of 129 so called 
“priority pollutants” by the USA (US EPA, 1992). Relatively high-dose ingestion can result in 
gastrointestinal symptoms followed by multi-organ failure, neurologic injury and death. Chronic 
high-level exposures have been associated with weight loss, arthralgias and polyneuropathy 
(ATSDR, 2005b). Workplace air standards for Tl external exposure are established by OSHA 
(0.1 mg/m3 as permissible exposure limit, PEL) and ACGIH (0.1 mg/m3 as TLV). NIOSH has 
recommended that 15 mg/m³ of Tl can be considered immediately dangerous to health. A 
drinking water Maximum Contaminant Level (MCL) at 2 μg/L has been established by EPA 
(US EPA, 1992). Following exposure, Tl is rapidly distributed to blood and to kidneys, liver, 
and muscle. Over the next 4-48 hrs, Tl is distributed into the central nervous system. Thallium 
readily crosses the placenta and also distributes into breast milk. Thallium is primarily 
eliminated through faeces and urine, but the elimination is slow with an elimination half-life of 
3-30 days (Blanchardon, 2005); due to this prolonged elimination phase, Tl may act as a 
cumulative poison.  

3.16.2. Biomonitoring data 

The GM and 95th percentile of Tl in urine for the USA population were 0.14 μg/L (0.15 μg/g 
of creatinine) and 0.42 μg/L (0.33 μg/g of creatinine) in 20 years and older subjects (CDC, 
2009). Other two recent studies reported values of Tl in urine ranging 0.049-0.43 μg/L (Heitland 
& Köster, 2006; Rodushkin et al., 2004). These urine levels are generally comparable to levels 
observed in earlier studies (Apostoli et al., 1988; Minoia et al., 1990; White & Sabbioni, 1998). 
In blood, Minoia et al. (1990) found Tl in the range 0.1-1.1 μg/L (mean, 0.39 μg/L), Kemper 
and Bertram (1991) reported an interval of 0.2-2.0 μg/L, while White and Sabbioni (1998) 
proposed lower values (0.01-0.05 μg/L).  

A study performed in Italy on blood donors reported a mean of 0.04 μg/L for Tl in serum 
(5th-95th percentiles, 0.02-0.09 μg/L) and 0.07 μg/L in blood (5th-95th percentiles, 0.03-0.15 
μg/L) (Alimonti et al., 2005a). On healthy volunteers the following Tl reference ranges 
were proposed in different matrices: 0.011-0.035 μg/L in blood, 0.01-0.24 μg/ in plasma, 
and 0.07-0.84 μg/L in urine (Goullé et al., 2005). In asymptomatic workers urinary Tl 
concentrations were 500-times higher than background levels and these values are thought 
to correspond to workplace exposures at the TLV of 0.1 mg/m3 (Marcus, 1985). In people 
living near a Tl-emitting cement plant in Germany, the urine contained Tl > 1 μg/L 
(Brockhaus et al., 1981). 

PROBE results (Table A16, Figure A16) 
BLOOD: strong significant differences were found between drinkers and no drinkers 

(higher levels). 
SERUM: both in the smoking and the alcohol classes the differences were due to the 

higher levels of Tl in no smokers and no drinkers.  
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3.17. Tin (Sn)  

3.17.1. General information 

The USA Department of Health and Human Services (DHHS), IARC and EPA have not 
classified metallic Sn or inorganic Sn compounds for carcinogenicity. Tin is released into the 
environment by both natural processes and human activities, such as mining, coal and oil 
combustion, but food, particularly canned food, represents the major route of human exposure 
to Sn (JECFA, 1989). Estimates of the mean daily intake of Sn vary from 0.1 to 100 mg 
(JECFA, 2000; WHO-ICPS, 1980). Exposure to some organotins (i.e., dibutyltin, tributyltin, 
triphenyltin) can occur by eating seafood from coastal waters or from contact with household 
products that contain organotin compounds (i.e., some plastics) and with biocides (ATSDR, 
2005c). The toxicity of metallic Sn and inorganic Sn compounds (except tin hydrides) to animal 
species is low; nevertheless, high doses of inorganic Sn can affect the central nervous system 
(WHO-ICPS, 1980). Vomiting, diarrhoea, fatigue and headache were often observed following 
the consumption of canned products (JECFA, 1982). Organotin compounds are more toxic than 
inorganic Sn; they have been shown to affect the immune system and the reproductive system in 
animals (ATSDR, 2005c). Both elemental Sn and inorganic Sn compounds are poorly absorbed 
from the gastrointestinal tract (less than 5%); while short-chain alkyl-tins and organo-inorganic 
salt forms (e.g. triethyltin chloride) are well absorbed (WHO-ICPS, 1980). Highest tissue 
concentrations of inorganic and organic Sn were found in bone, kidneys and liver. Absorbed 
inorganic tins are at least 85% excreted via urine, and organic forms are split between urine and 
bile depending on the organic component. The biological half-time of inorganic Sn in the body 
is about 100 days, while organic Sn varies in its tissue residence times (WHO-ICPS, 1980). 

3.17.2. Biomonitoring data 

Studies on Sn in human fluids are scarce. In 1980, Sn in blood was found to be below 2 
μg/L (Byrne & Kosta, 1979) and, in 1990, a mean Sn in human serum of 0.50 μg/L with a 
range of 0.40-0.64 μg/L was obtained (Versieck & Vanballenberge, 1991). More recently, in 
healthy donors, reference ranges (5th-95th percentiles) for Sn were 0.11-1.75 μg/L (median, 1.1 
μg/L) in blood, 0.05-2.28 μg/L (median, 0.32 μg/L) in serum and 0.007-0.34 μg/L (median, 
0.05 μg/L) in urine (Goullé et al., 2005). The same percentiles were observed in an Italian 
biomonitoring campaign on healthy adults: 0.27-1.69 μg/L (median, 0.53 μg/L) in serum and 
0.63-2.61 μg/L (median, 1.48 μg/L) in blood (Alimonti et al., 2005a). In human urine a mean 
Sn concentration of 0.90 μg/L was reported in 2008 for healthy subjects (Alimonti et al., 
2009). 

PROBE results (Table A17, Figure A17) 
BLOOD: no significant differences were found between two or more groups in each 

class. 
SERUM: considering the gender a major content of Sn was noticed in males. Moreover, 

ex smokers showed a larger Sn concentration than the other groups.  
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3.18. Tungsten (W) 

3.18.1. General information 

Tungsten has not been classified with respect to its carcinogenicity by either IARC or NTP. 
Tungsten is released into the environment in particular via the transformation and transport 
mechanisms of tungsten-containing minerals (ATSDR, 2005d; Koutsospyros et al., 2009). 
Ingestion of drinking water (containing the soluble tungstate salts) is the main route of W 
exposure for the population at large. It usually accumulates in liver, spleen, skeleton and 
kidneys (Leggett, 1997); main concentrations are in liver because W inhibits or replaces Mo in 
different liver enzymes. The toxicological profile of W remains rather sketchy. Occupational 
exposure provides indications of a possible role for metal W and tungsten-carbides in hard 
metal disease, a condition that may often be followed by pulmonary fibrosis (Catalani et al., 
2004). The regulation on W and W compounds provides a PEL in air of 1 mg/m3 (TWA) for 
soluble W compounds and 5 mg/m3 for insoluble W compounds (TWA) and a Short Term 
Exposure Limit (STEL) of 3 and 10 mg/m3 (NIOSH, 1977). ACGIH has established TLVs for 
insoluble W compounds at 5 mg/m3 (TWA) and at 10 mg/m3 (STEL) (ACGIH, 2001b). 
Respective values for soluble W compounds stand at 1 mg/m3 (TWA) and 3 mg/m3 (STEL) 
(ACGIH, 2001b). In the former Soviet Union, regulations included a maximum allowable 
concentration (MAC) as a quantitative criterion of environmental pollution by W. The MAC 
values for W in drinking water and fishing water reservoirs are 0.05 and 0.0008 mg/L, 
respectively (Strigul et al., 2009).  

3.18.2. Biomonitoring data 

For the USA adult population, a GM concentration for urinary W of 0.063 µg/g of creatinine 
(or 0.062 μg/L) was reported (CDC, 2009). A study of unexposed adults yielded values similar 
to those found in the USA individuals (Schramel et al., 1997). For the Italian population, 
reference ranges for W (5th-95th percentiles) were: 0.015-0.149 μg/L in urine; 0.01-0.06 μg/L in 
serum and 0.03-0.14 μg/L in blood (Alimonti et al., 2005a; Alimonti et al., 2005b). In France, 
the following 5th-95th percentiles for W in healthy volunteers were proposed: 0.004-0.082 μg/L 
in blood; 0.09-0.75 μg/L in plasma; and 0.01-0.09 μg/L in urine (Goullé et al., 2005). In a 
Nevada community where W was found at increased levels in drinking water, the median 
urinary levels in residents were 15-fold higher than median levels in the USA population (CDC, 
2003). The association of W content in urine and the exposure of workers employed in 
cemented carbide industry (mean values of 4.12 μg/L in workers vs. 0.06 μg/L in controls) was 
reported (De Palma et al., 2010). Also patients with medically-inserted W embolization coils 
showed elevated W levels in blood, urine and hair (Bachthaler et al., 2004).  

PROBE results (Table A18, Figure A18) 
BLOOD: males showed higher levels than females; significant higher levels were found 

in the youngest subjects (18-35 years). 
SERUM: males showed higher levels than females and higher levels were found in no 

drinkers. 
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3.19. Uranium (U) 

3.19.1. General information 

There are no ratings for U human carcinogenicity (ATSDR, 1999b). The general population 
is exposed to U primarily via food (especially root vegetables) and drinking water (WHO, 
2003b). The amount of U in air is usually very small (Roth, 2001). People who live near 
facilities that made or tested nuclear weapons, or facilities that mine or process U ore or enrich 
U for reactor fuel, may have increased exposure. About 99% of the U ingested is excreted in 
faeces, the remainder enters into blood. Most of this absorbed U is excreted via kidneys within 
24 hrs (ATSDR, 1999b). A small amount of blood U deposits in bones, where it remains for 
years (Li et al., 2005). Inhaled U-containing particles are retained in lungs, where limited 
absorption occurs (< 5%); inhaled U seems to increase the risk of lung cancer (ATSDR, 1999b). 
Moreover, nephrotoxicity of U in humans has recently been documented (Kurttio et al., 2002). 
Regarding regulatory limits, the minimal risk level proposed by ATSDR is an oral uptake of 2 
µg/kg/bw per day (ATSDR, 1999b). WHO established a TDI for U of 0.6 µg/kg body weight 
per day (WHO, 1998; WHO, 2003b). The MCL for naturally occurring U in drinking water is 
30 µg/L for US EPA, and 15 µg/L for WHO (US EPA 2000; WHO, 2004b). The OSHA 
established a PEL for airborne insoluble U in the workplace at 0.25 mg/m3 and for airborne 
soluble U at 0.05 mg/m3. ACGIH for soluble and insoluble U reported TLVs of 0.2 mg/m3 
(TWA) and 0.6 mg/m3 (STEL). 

3.19.2. Biomonitoring data 

WHO suggested that urinary U levels in the general population ranged 0.004-0.057 μg/L 
(WHO, 2001b). The NHANES survey reported a GM for the total population of 0.008 μg/L 
(95th percentile: 0.031 μg/L or 0.029 μg/g of creatinine) in urine (CDC, 2009). Other population 
groups have shown urinary U similar to those in the US population. In unexposed Japanese 
urinary U ranged 0.008-0.035 μg/L (median, 0.004 μg/L) (Tolmachev et al., 2006); in the 
Finnish population the mean value was 0.016 μg/L (Muikku et al., 2009), and 0.001-0.011 μg/L 
in UK (Jones et al., 2007). In people exposed to natural U via well water, urinary mean U was 
as high as 9.55 μg/L (Orloff et al., 2004); as for similarly exposed Finnish population whose 
median urinary U raised up to 5.65 μg/L (Kurttio et al., 2002; Kurttio et al., 2006). The USA 
Nuclear Regulatory Commission has set an action level of 15 μg/L urinary U to protect people 
who are occupationally exposed (US NRC, 1978). The veterans of the Gulf War with retained 
depleted U shrapnel in their bodies had levels about 500 times higher than those for the non-
exposed veterans (McDiarmid et al., 2005). In blood, typical blood U levels in unexposed 
individuals were <0.005 μg/L (Byrne & Benedik, 1991) or 0.004 μg/L as median blood value 
(5th-95th percentiles, 0.002-0.006 μg/L), and 0.007 μg/L (5th-95th percentiles, 0.004-0.011 μg/L) 
in serum (Goullé et al., 2005). 

PROBE results (Table A19, Figure A19) 
BLOOD: significant higher levels were found in the youngest subjects (18-35 years). 
SERUM: in consequence of too higher concentration values due to contamination 

problems not yet solved, data for blood were not here reported. 
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3.20. Vanadium (V) 

3.20.1. General information 

DHHS, IARC and EPA have not classified V as to its human carcinogenicity. Vanadium is a 
common component of hard steel alloys used for automobile parts, springs, and ball bearings. 
Small amounts of V are used in making rubber, plastics, ceramics, and other chemicals 
(ATSDR, 2009). Although most foods contain low concentrations of V (<1 ng/g), food is the 
major source of exposure to V for the general population (WHO, 1988). Higher levels are found 
in seafoods. Lungs absorb soluble V compounds well, but the absorption of V salts from the 
gastrointestinal tract is poor. The excretion of V by kidneys is rapid with a biological half-life of 
20-40 hrs in urine (Barceloux, 1999). Vanadium is probably an essential trace element, but a V-
deficiency disease has not been identified in humans. In general, the toxicity of V compounds is 
low. Pentavalent compounds are the most toxic and the toxicity of V compounds usually 
increases as the valence increases (WHO, 1988). Most of the toxic effects of V result from local 
irritation of the eyes and upper respiratory tract rather than systemic toxicity (WHO, 1988). The 
effects on cholesterol levels, haematopoieses, carcinogenic and mutagenic effects after V 
exposure need further investigation; the scanty evidence of spermato- and gonado-toxic effects 
also needs corroboration (Cohen et al., 1992; Sabbioni et al., 1991; WHO, 1988). 

3.20.2. Biomonitoring data  

In a critical review for concentration of V in human fluids, values around 0.51 μg/L or 
slightly lower for urine and around 0.051 μg/L for blood and serum may be considered tentative 
RVs (Sabbioni et al., 1996). In two individual studies performed in Italy, mean urinary V of 
healthy people was 0.8 μg/L and 0.14 μg/L in 1990 and 2009, respectively (Alimonti et al., 
2009; Minoia et al., 1990). Mean V concentrations in blood and serum of healthy Italian 
subjects were 0.09 μg/L and 0.06 μg/L, respectively (Alimonti et al., 2005a). Another study 
reported a blood V median level for adults of 0.056 μg/L (range 0.032-0.095 μg/L) (Kučeraa et 
al., 1992). Inhalation of V contaminated workplace air occurring for instance at boiler cleaning, 
V-pentoxide production and in metallurgical industries significantly increases levels in blood, 
serum and urine (US EPA 1977; Kučeraa et al., 1992; WHO, 1988). Significantly higher serum 
V was observed for patients with neurotic depression and manic-depressive illness compared to 
healthy controls (Simmonoff et al., 1987). Elevated serum V was also found in patients with 
chronic renal failure on chronic hemodialysis therapy (Tsukamoto et al., 1990). 

 

PROBE results (Table A20, Figure A20) 
BLOOD: the youngest groups showed higher concentrations than the elders; no 

drinkers and no smokers showed higher levels than consumers; 
SERUM: for the gender class significant differences were found with higher V levels in 

males. 



Rapporti ISTISAN 11/9 

 27

REFERENCES 

ACGIH (American Conference of Government Industrial Hygienists). Threshold limit values and 
biological exposure indices for 1989-1990. Cincinnati, OH: American Conference of Governmental 
Industrial Hygienists; 1989.  

ACGIH (American Conference of Government Industrial Hygienists). Threshold limit values for 
chemical substances and physical agents and biological exposure indices for 1996. Cincinnati, OH: 
American Conference of Governmental Industrial Hygienists; 1996. 

ACGIH (American Conference of Government Industrial Hygienists). Cobalt: 2000 TLVs and BEIs: 
Threshold limit values for chemical substances and physical agents biological exposure indices. 
Cincinnati, OH: American Conference of Governmental Industrial Hygienists; 2000. 

ACGIH (American Conference of Government Industrial Hygienists). Documentation of biological 
exposure indices. 7th ed. Cincinnati, OH: American Conference of Governmental Industrial 
Hygienists; 2001a. 

ACGIH (American Conference of Government Industrial Hygienists). Tungsten and compounds: TLV 
chemical, substances 7th ed. Cincinnati, OH: American Conference of Governmental Industrial 
Hygienists; 2001b. 

ACGIH (American Conference of Government Industrial Hygienists). Threshold limit values for 
chemical substances and physical agents and biological exposure indices. Cincinnati, OH: 
American Conference of Governmental Industrial Hygienists; 2002. 

ACGIH (American Conference of Government Industrial Hygienists). TLVs and BEIs based on the 
documentation of the thershold limit values for chemical substances and physical agents & 
biological exposure indices. Cincinnati, OH: American Conference of Industrial Hygienists; 2007.  

Ahsan H, Perrin M, Rahman A, Parvez F, Stute M, Zheng Y, Milton AH, Brandt-Rauf P, van Geen A, 
Graziano J. Associations between drinking water and urinary arsenic levels and skin lesions in 
Bangladesh. J Occup Environ Med 2000;42(12):1195-205. 

Alexandersson R. Blood and urinary concentrations as estimators of cobalt exposure. Arch Env Health 
1988;43(4):299-303. 

Alimonti A, Bocca B, Mannella E, Petrucci F, Zennaro F, Cotichini R, D’Ippolito C, Agresti A, Caimi S, 
Forte G. Assessment of reference values for selected elements in a healthy urban population. Ann Ist 
Super Sanità 2005a;41(2):181-7. 

Alimonti A, Forte G, Spezia S, Gatti A, Mincione G, Ronchi A, Bavazzano P, Bocca B, Minoia C. 
Uncertainty of inductive coupled plasma mass spectrometry based mesurements: an application to 
the analysis of urinary barium, cesium, antimony and tungsten. Rapid Comm Mass Spectrom 
2005b;19(21):3131-8. 

Alimonti A, Bocca B, Pino A, Ruggieri F, Forte G, Sancesario G. Elemental profile of cerebrospinal fluid 
in patients with Parkinson’s disease. J Trace Elem Med Biol 2007a;21:234-41. 

Alimonti A, Ristori G, Giubilei G, Stazi MA, Pino A, Visconti A, Brescianini S, Sepe Monti M, Forte G, 
Stanzione P, Bocca B, Bomboi G, D’Ippolito C, Annibali V, Salvetti M, Sancesario G. Serum 
chemical elements and oxidative status in Alzheimer’s disease, Parkinson disease and multiple 
sclerosis. Neurotoxicology 2007b;28:450-6. 

Alimonti A, Bocca B, Mattei D, Lamazza A, Fiori E, De Masi E, Pino A, Forte G. Composition of 
essential and non-essential elements in tissues and body fluids of healthy subjects and patients with 
colorectal polyps. Int J Environ Health 2009;3(2):224-37. 

Andersen JK. Oxidative stress in neurodegeneration: cause or consequence? Nat Med 2004;10 Suppl:S18-
25. 



Rapporti ISTISAN 11/9 

Andersen JR, Gammelgaard B, Reimert S. Direct determination of nickel in human plasma by Zeeman-
corrected atomic absorption spectrometry. Analyst 1986;111:721-2. 

AOAC (Association of Official Analytical Chemists). AOAC Peer Verified Methods Program - Manual 
on policies and procedures. Gaithersburg, USA: AOAC International; 1998. 

Apostoli P, Maranelli G, Minoia C, Massola A, Baldi C, Marchiori L. Urinary thallium: critical problems, 
reference values and preliminary results of an investigation in workers with suspected industrial 
exposure. Sci Total Environ 1988;71:513-8. 

Apostoli P, Maranelli G, Duca PG, Bavazzano A, Cruciatti A, Elia G, Minoia C, Piccinini R, Sabbioni E, 
Sciarra G, Soave C. Reference value of urinary chromium in Italy. Int Arch Occup Environ Health 
1997;70:173-9. 

Apostoli P, Schaller KH. Urinary beryllium-a suitable tool for assessing occupational and environmental 
beryllium exposure. Int Arch Occup Environ Health 2001;74:162-6. 

Apostoli P, Cortesi I, Mangili, Elia G, Drago I, Gagliardi T, Soleo L, Valente T, Sciarra GF, Aprea C, 
Ronchi A, Minoia C. Assessment of reference values for mercury in urine: the results of an Italian 
polycentric study. Sci Total Environ 2002;289(1-3):13-24. 

Aquilio E, Spagnoli R, Seri S, Bottone G, Spennati G. Trace element content in human milk during 
lactation of preterm newborns. Biol Trace Element Res 1996;51:63-9. 

ATSDR (Agency of Toxic Substances and Disease Registry). Toxicological profile for antimony. Atlanta, 
Georgia US: Department of Health and Human Services, Public Health Service; 1992. 

ATSDR (Agency of Toxic Substances and Disease Registry). Toxicological profile for mercury Atlanta, 
Georgia US: Department of Health and Human Services, Public Health Service; 1999a. 

ATSDR (Agency of Toxic Substances and Disease Registry). Toxicological profile for uranium. Atlanta, 
Georgia US: Department of Health and Human Services, Public Health Service; 1999b.  

ATSDR (Agency of Toxic Substances and Disease Registry). Toxicological profile for manganese. 
Atlanta, Georgia US: Department of Health and Human Services, Public Health Service; 2000. 

ATSDR (Agency of Toxic Substances and Disease Registry). Toxicological profile for beryllium Atlanta, 
Georgia US: Department of Health and Human Services, Public Health Service; 2002. 

ATSDR (Agency of Toxic Substances and Disease Registry). Toxicological profile for cobalt. Atlanta, 
Georgia US: Department of Health and Human Services, Public Health Service; 2004. 

ATSDR (Agency of Toxic Substances and Disease Registry). Toxicological profile for nickel. Atlanta, 
Georgia US: Department of Health and Human Services, Public Health Service; 2005a. 

ATSDR (Agency of Toxic Substances and Disease Registry). Toxicological profile for thallium. Atlanta, 
Georgia US: Department of Health and Human Services, Public Health Service; 2005b.  

ATSDR (Agency of Toxic Substances and Disease Registry). Toxicological profile for tin and 
compounds (update). Atlanta, Georgia US: Department of Health and Human Services, Public 
Health Service; 2005c. 

ATSDR (Agency of Toxic Substances and Disease Registry). Toxicological profile for tungsten. Atlanta, 
Georgia US: Department of Health and Human Services, Public Health Service; 2005d.  

ATSDR (Agency of Toxic Substances and Disease Registry). Toxicological profile for lead. Atlanta, 
Georgia US: Department of Health and Human Services, Public Health Service; 2007. 

ATSDR (Agency of Toxic Substances and Disease Registry). Toxicological profile for chromium. 
Atlanta, Georgia US: Department of Health and Human Services, Public Health Service; 2008. 

ATSDR (Agency of Toxic Substances and Disease Registry). Toxicological profile for vanadium. 
Atlanta, Georgia US: Department of Health and Human Services, Public Health Service; 2009. 

 28



Rapporti ISTISAN 11/9 

 29

Bachthaler M, Lenhart M, Paetzel C, Feuerbach S, Link J, Manke C. Corrosion of tungsten coils after 
peripheral vascular embolization therapy: influence on outcome and tungsten load. Catheter 
Cardiovasc Interv 2004;62:380-4.  

Barceloux DG. Vanadium. J Toxicol Clin Toxicol 1999;37:265-78. 

Barwick VJ, Ellison SLR. The evaluation of measurement uncertainty from method validation studies. 
Part 1: Description of a laboratory protocol. Accred Qual Assur 2000a;5:47-53. 

Barwick VJ, Ellison SLR, Rafferty MJQ, Gill RS. The evaluation of measurement uncertainty from 
method validation studies. Part 2: The practical application of laboratory protocol. Accred Qual 
Assur 2000b;5:104-13. 

Basketter DA, Angelini G, Ingber A, Kern PS, Menné T. Nickel, chromium and cobalt in consumer 
products: revisiting safe levels in the new millennium. Contact Dermatitis 49(1):1-7. 

Bates MN, Fawcett J, Garrett N, Cutress T, Kjellstrom T. Health effects of dental amalgam exposure: a 
retrospective cohort study. Int J Epidemiol 2004;33:1-9. 

Becker K, Kaus S, Krause C, Lepom P, Schulz C, Seiwert M, et al. German Environmental Survey 1998 
(GerES III): environmental pollutants in blood of the German population. Int J Hyg Environ Health 
2002;205:297-308. 

Becker K, Kaus S, Krause C, Lepom P, Schulz C, Seiwert M, et al. German Environmental Survey 1998 
(GerES III): environmental pollutants in blood of the German population. Int J Hyg Environ Health 
2003;206:15-24. 

Begerow J, Turfeld M, Dunemann L. Determination of physiological palladium, platinum, iridium and 
gold levels in human blood using double focusing sector field inductively coupled plasma mass 
spectrometry. J Anal At Spectrom 1997;12:1095-8. 

Begerow J, Neuendorf J, Turfeld M, Raab W, Duneman L. Long-term urinary platinum, palladium, and 
gold excretion of patients after insertion of noble-metal dental alloys. Biomarkers 1999a;4:27-36. 

Begerow J, Sensen U, Wiesmüller GA, Dunemann L. Internal platinum, palladium, and gold exposure in 
environmentally and occupationally exposed persons. Zentralbl Hyg Umweltmed, 1999b;202:411-
24. 

Begerow J, Dunemann L. Internal platinum and palladium exposure of the general population with 
emphasis on the exposure from automobile exhaust and dental restorative alloys. In: Zereini F, Alt F 
(Ed.). Anthropogenic platinum-group element emissions. Their impact on man and environment. 
Berlin, Germany: Springer-Verlag; 2000. p. 227-36. 

Bellinger DC, Trachtenberg F, Barregard L, Tavares M, Cernichiari E, Daniel D, McKinlay S. 
Neuropsychological and renal effects of dental amalgam in children: a randomized clinical trial. 
JAMA 2006;295(15):1775-1783. 

Benes B, Spevackova V, Smid J, Cejchanova M, Cerna M, Subrt P, Marecek J. The concentration levels 
of Cd, Pb, Hg, Cu, Zn, and Se in blood of the population in the Czech Republic. Cent Eur J Public 
Health 2000;8(2):117-119. 

Benkhedda K, Dimitrova B, Goenaga Infante H, Ivanova E, Adams FC. Simultaneous on-line 
preconcentration and determination of Pt, Rh and Pd in urine, serum and road dust by flow injection 
combined with inductively coupled plasma time-of-flight mass spectrometry. J Anal At Spectrom 
2003;18:1019-25. 

Bergman A, Svedberg U, Nilsson E. Contact urticaria with anaphylactic reactions caused by occupational 
exposure to iridium salt. Contact Dermatitis 1995;32:14-7. 

Bergomi M, Vinceti M, Nacci G, Pietrini V, Bratter P, Alber A. Environmental exposure to trace 
elements and risk of amyotrophic lateral sclerosis: a population-based case-control study. Environ 
Res 2002;89:116-23. 



Rapporti ISTISAN 11/9 

Bergomi M, Pellacani G, Vinceti M, Bassissi S, Malagoli C, D Alber, Sieri S, Vescovi L, Seidenari S, 
Vivoli R. Trace elements and melanoma. J Trace Elem Med Biol 2005;19:69-73. 

Blanchardon E, Challeton-de Vathaire C, Boisson P, Célier D, Martin JC, Cassot S, Herbelet G, Franck 
D, Jourdain JR, Biau A. Long term retention and excretion of 201Tl in a patient after myocardial 
perfusion imaging. Radiat Prot Dosim 2005;113:47-53. 

Blom S, Lagerkvist B, Linderholm H. Arsenic exposure to smelter workers. Clinical and 
neurophysiological studies. Scand J Work Environ Health 1985;11(4):265-9. 

Bocca B, Alimonti A, Forte G, Petrucci F, Pirola C, Senofonte O, Violante N. High-throughput 
microwave-digestion procedures to monitor neurotoxic elements in body fluids by means of 
inductively coupled plasma mass spectrometry. Anal Bioanal Chem 2003a;377:65-70. 

Bocca B, Petrucci F, Alimonti A, Caroli S. Traffic-related platinum and rhodium concentrations in the 
atmosphere of Rome. J Environ Monit 2003b;5:563-8.  

Bocca B, Alimonti A, Cristaudo A, Cristallini E, Petrucci F, Caroli S. Monitoring of the exposure to 
platinum-group elements for two Italian population groups through urine analysis. Anal Chim Acta 
2004;512:19-25.  

Bocca B, Forte G, Petrucci F, Senofonte O, Violante N, Alimonti A. Development of methods for the 
quantification of essential and toxic elements in human biomonitoring. Ann Ist Super Sanità 
2005;41:165-70. 

Bocca B, Alimonti A, Senofonte O, Pino A, Violante N, Petrucci F, Sancesario G, Forte G. Metal 
changes in CSF and peripheral compartments of parkinsonian patients. J Neurol Sci 2006a;248(1-
2):23-30. 

Bocca B, Forte G, Ronchi A, Gaggeri R, Alimonti A, Minoia C. Nickel quantification in serum by a 
validated SF-ICP-MS method: assessment of tentative reference values for an Italian population. 
Rapid Commun Mass Spectrom 2006b;20:3289-94. 

Bocca B, Forte G. The epidemiology of contact allergy to metals in the general population: prevalence 
and new evidences. The Open Chem Biomed Methods J 2009;2:26-349. 

Bocca B, Mattei D, Pino A, Alimonti A. Uncertainty evaluation in the analysis of biological samples by 
sector field inductively coupled plasma mass spectrometry. Part A: measurements of Be, Cd, Hg, Ir, 
Pb, Pd, Pt, Rh, Sb, U, Tl and W in human serum. Rapid Commun Mass Spectrom 2010;24:2363-9. 

Bocca B, Mattei D, Pino A, Alimonti A. Uncertainty evaluation in the analysis of biological samples by 
sector field inductively coupled plasma mass spectrometry. Part B: measurements of As, Co, Cr, 
Mn, Mo, Ni, Sn and V in human serum. Rapid Commun Mass Spectrom 2011;25:453-8. 

Botrè C, Tosi M, Mazzei F, Bocca B, Petrucci F, Alimonti A. Automotive catalytic converters and 
environmental pollution: role of the platinum group elements in the redox reactions and free radicals 
production. Int J Environ Health 2007;1:142-52. 

Bro S, Jørgensen PJ, Christensen JM, Hørder MJ. Concentration of nickel and chromium in serum: 
influence of blood sampling technique.Trace Elem Electrolytes Health Dis 1988;2:31-5. 

Brockhaus A, Dolger R, Ewers U, Kramer U, Soddemann H, Wiegand H. Intake and health effects of 
thallium among a population living in the vicinity of a cement plant emitting thallium-containing 
dust. Int Arch Occup Environ Health 1981;48:375-89. 

Bünger J, Stork J, Stahlder K. Cyto- and genotoxic effects of coordination complexes of platinum, 
palladium and rhodium in vitro. Int Arch Occup Environ Health 1996;69:33-8. 

Buratti M, Xaiz D, Valia C, Colombi A. Inaccuracy quality control in the monitoring of trace metal 
concentrations in biological fluids. Sci Total Environ 1992;120:81-3. 

Burguera JL, Brown S (Ed.). Prenatal care: reaching mothers, reaching infants. Washington (DC): 
Institute of Medicine/National Academy Press; 1988. M. Molybdenum in human whole blood of 
adult residents of the Merida State (Venezuela). J Trace Elem Med Biol 2007;21:178-83. 

 30



Rapporti ISTISAN 11/9 

 31

Byrne R, Kosta L. On the vanadium and tin contents of diet and human blood. Sci Total Environ 
1979;13:87-90. 

Byrne AR, Benedik L. Urinary content of blood, urine and hair of exposed and non-exposed persons 
determined by radiochemical neutron activation analysis, with emphasis on quality control. Sci Total 
Environ 1991;107:143-57. 

Caldwell KL, Jones RL, Verdon CP, Jarrett JM, Caudill SP, Osterloh JD. Levels of urinary total and 
speciated arsenic in the U.S. population: National Health and Nutrition Examination Survey 2003-
2004. J Expo Sci Environ Epidemiol 2009;19(1):59-68. 

Casarett LJ, Doull J (Ed.). Toxicology, the basic science of poisons. New York: Macmillan; 1969. 

Catalani S, De Palma G, Manini P, Acampa O, Corradi M, Bergonzi R, Apostoli P, Mutti A. Exhaled 
breath condensate as a suitable matrix to assess lung dose and effects in workers exposed to cobalt 
and tungsten. Environ Health Perspect 2004;112:1293-8. 

CDC (Centers for Disease Control and Prevention). Cancer clusters: Fallon cancer study: Follow-up 
study: Exposure to tungsten in three Nevada Communities. Atlanta, GA: Centers for Disease Control 
and Prevention; 2003. Available from: http://www.cdc.gov/nceh/clusters/fallon/followup.htm; last 
visited 31/03/11. 

CDC (Centers for Disease Control and Prevention). Fourth National Report on Human Exposure to 
Environmental Chemicals. Atlanta, GA: Centers for Disease Control and Prevention; 2009. 
Available from: http://www.cdc.gov/exposurereport/; last visited 31/03/2011. 

Christensen JM, Kristiansen J, Nielsen NH, Menne T, Byrialsen K. Nickel concentrations in serum and 
urine of patients with nickel eczema. Toxicol Lett 1999;108:185-9.  

Clemente GF, Ingrao G, Santaroni GP. The concentration of some trace elements in human milk from 
Italy. Sci Total Environ 1982;24:255-65. 

Cohen MD, Klein CB, Costa M. Forward mutations and DNA-protein crosslinks induced by ammonium 
metavanadate in cultured mammalian cells. Mutat Res 1992;269:141-8.  

Coni E, Falconieri P, Ferrante E, Semeraro P, Beccaloni E, Stacchini A, Caroli S. Reference values for 
essential and toxic elements in human milk. Ann Ist Super Sanità 1990;26(2):119-30. 

Cristaudo A, Sera F, Severino V, De Rocco M, Di Lella E, Picardo M. Occupational hypersensitivity to 
metal salts, includine platinum, in the secondary industry. Allergy 2005;60:159-64. 

Cristaudo A, Petrucci F, Sera F, Forte G, Violante N, Senofonte O, Alimonti A, Picardo M. Clinical and 
allergological biomonitoring of occupational hypersensitivity to platinum group elements. Anal Lett 
2007;40:1-17. 

Czerczak S, Gromiec JP. Nickel, ruthenium, rhodium, palladium, osmium, and platinum. In: Bingham E, 
Cohrssen B, Powell CH (Ed.). Patty’s toxicology. 5th ed. New York, NY, USA: John Wiley & Sons; 
2000. p. 289-380. Vol. 3. 

Dahlstrand H, Stark A, Anissian L, Hailer NP. Elevated serum concentrations of cobalt, chromium, 
nickel, and manganese after metal-on-metal alloarthroplasty of the hip: a prospective randomized 
study. J Arthroplasty 2009;24:937-45. 

David M, Ondrer N, Vaclan S. Serum levels of selenium, manganese, copper and iron in colorectal cancer 
patients. Biol Trace Element Res 2001;79:107-14. 

Davis CD, Zech L, Greger JL. Manganese metabolism in rats: An improved methodology for assessing 
gut endogenous losses. Proc Soc Exp Biol Med 1993;202:103-8. 

De Palma G, Manini P, Sarnico M, Molinari S, Apostoli P. Biological monitoring of tungsten (and cobalt) 
in workers of a hard metal alloy industry. Int Arch Occup Environ Health 2010;83:173-81. 



Rapporti ISTISAN 11/9 

DeRouen TA, Martin MD, Leroux BG, Townes BD, Woods JS, Leitão J, Castro-Caldas A, Luis H, 
Bernardo M, Rosenbaum G, Martins IP. Neurobehavioral effects of dental amalgam in children: a 
randomized clinical trial. JAMA 2006;295(15):1784-92. 

EFSA (European Food Safety Authority). Scientific Opinion of the Panel on Contaminants in the Food 
Chain on a request from the European Commission on cadmium in food. The EFSA Journal 
2009a;980:1-139.  

EFSA (European Food Safety Authority). Scientific Opinion on the use of cobalt compounds as additives 
in animal nutrition. The EFSA Journal 2009b;7(12):1383.  

Elinder CG. Normal values for cadmium in human tissue, blood and urine in different countries. In: 
Friberg L, Elinder CG, Kjellstrom T, Nordberg GF (Ed.). Cadmium and health: A toxicological and 
epidemiological appraisal. Vol I. Exposure, dose and metabolism. Effects and response. Boca 
Raton, FL: CRC Press; 1985. p. 81-102 

Elinder CG, Friberg, L. Antimony. In: Friberg L, Nordberg GF, Vouk VB (Ed.). Handbook on the 
toxicology of metals. 2nd ed. New York: Elsevier; 1986. p. 26-42. 

Ellison SLR, Barwick VJ. Using validation data for ISO measurement uncertainty estimation. Part 1. 
Principles of an approach using cause and effect analysis. Analyst 1998;123:1387-92. 

Ensslin AS, Huber R, Pethran A, Römmelt S, Kulka U, Fruhmann G. Biological monitoring of hospital 
pharmacy personnel occupationally exposed to cytostatic drugs: urinary excretion and cytogenetic 
studies. Int Arch Occup Environ Health 1997;70:205-8.  

Environment Canada and Health Canada. Canadian Environmental Protection Act priority substances list 
assessment: nickel and its compounds. Ottawa: Environment Canada, Health Canada; 1994. 
Available from: http://www.hc-sc.gc.ca/ewh-semt/pubs/contaminants/psl1-lsp1/compounds_nickel_ 
composes/index-eng.php; last visited 31/03/11. 

ESIS (European Chemical Substances Information System). Diantimony trioxide CAS#: 1309-64-4. 
Brussels: European Commission, Joint Research Centre, Institute for Health and Consumer 
Porotection; 2009. Available from: http://ecb.jrc.ec.europa.eu/esis/; last visited 22/02/11. 

ESSCA (European Surveillance System of Contact Allergies) Writing Group. The European Surveillance 
System of Contact Allergies (ESSCA): results of patch testing the standard series, 2004. JEADV 
2008;22:174-81. 

EURAR (European Union Risk Assessment Report). CAS: 1309-64-4: Diantimony Trioxide. 
Luxembourg: Office for Official Publications of the European Communities; 2008. Available from: 
http://www.ecb.jrc.ec.europa.eu/risk-assessment/; last visited 31/03/11. 

Eurolab. Measurement uncertainty revisited: alternative approaches to uncertainty evaluation. Technical 
Report No. 1/2007. Paris, France: EUROLAB Technical Secretariat; 2007. 

European Commission. Commission Decision 2002/657/EC of 12 August 2002. Implementing Council 
Directive 96/23/EC concerning the performance of analytical methods and the interpretation of 
results. Off J Eu Com 2002; L221. 

European Commission. Commission Regulation (EC) No 1907/2006 of 18 December 2006 concerning 
the Registration, Evaluation, Authorisation and Restriction of Chemicals (REACH), establishing a 
European Chemicals Agency, amending Directive 1999/45/EC and repealing Council Regulation 
(EEC) No 793/93 and Commission Regulation (EC) No 1488/94 as well as Council Directive 
76/769/EEC and Commission Directives 91/155/EEC, 93/67/EEC, 93/105/EC and 2000/21/EC. 

European Commission. Commission Regulation (EC) No 790/2009 of 10 August 2009 amending, for the 
purposes of its adaptation to technical and scientific progress, Regulation (EC) No 1272/2008 of the 
European Parliament and of the Council on classification, labelling and packaging of substances and 
mixtures. Official Journal of the European Union, L 235/1, 5.9.2009. 

European Commission. Council Directive 98/83/EC of 3 November 1998 on the quality of water intended 
for human consumption. Official Journal of the European Communities L 330/32, 5.12.1998. 

 32



Rapporti ISTISAN 11/9 

 33

European Commission. Regulation (EC) No 1272/2008 of the European Parliament and of the Council of 
16 December 2008 on classification, labelling and packaging of substances and mixtures, amending 
and repealing Directives 67/548/EEC and 1999/45/EC, and amending Regulation (EC) No 
1907/2006. Official Journal of the European Union L 353/1, 31.12.2008. 

Factor-Litvak P, Hasselgren G, Jacobs D, Begg M, Kline J, Geier J, Mervish N, Shoenholtz S, Graziano J. 
Mercury derived from dental amalgams and neuropsychologic function. Environ Health Perspect 
2003;111:719-23. 

Fernández-Redondo V, Gomez-Centeno P, Toribio J. Chronic urticaria from a dental bridge. Contact 
Dermatitis 1998;38:178-9. 

Forte G, Visconti A, Santucci S, Ghazaryan A, Figà-Talamanca L, Cannoni S, Bocca B, Pino A, Violante 
N, Alimonti A, Salvetti M, Ristori G. Quantification of chemical elements in blood of patients 
affected by multiple sclerosis. Ann Ist Super Sanità 2005;41(2):213-6. 

Friedman LS, Lukyanova EM, Kundiev YT, Shkiryak-Nizhnyk ZA, Chislovska NV, Mucha A, 
Zvinchuck AV, Oliynyk I, Hryhorczuk D. Anthropometric, environmental, and dietary predictors of 
elevated blood cadmium levels in Ukranian children: Ukraine ELSPAC group. Environ Res 
2006;102:83-9. 

Garg AN, Singh V, Weiginwar RG, Agdeo VN. An elemental correlation study in neoplastic and normal 
breast tissue with successive clinical stages by neutron activation analysis. Biol Trace Element Res 
1994;46:185-202. 

German Human Biomonitoring Commission (Kommission “Human-Biomonitoring” des 
Umweltbundesamtes). Nickel. Bundesgesundheitsbl Gesundheitsforsch Gesundheitsschutz 
2001;44(12):1243-8. 

Goullé J-P, Mahieu L, Castermant J, Neveu N, Bonneau L, Lainé G, Bouige D, Lacroix C. Metal and 
metalloid multi-elementary ICP-MS validation in whole blood, plasma, urine and hair: Reference 
values. Forensic Sci Int 2005;153:39-44. 

Guidi B, Ronchi S, Ori E, Varni PF, Cassinandri T, Tripodi A, Borghi A, Mattei F, Demaria F, Galavotti 
E, Benatti C. Concentrazione del piombo nel latte materno di donne residenti in aree urbane rispetto 
a donne residenti in aree rurali. Ped Med Chir 1992;14:611-6. 

Heitland P, Köster HD. Biomonitoring of 37 trace elements in blood samples from inhabitants of northern 
Germany by ICP-MS. J Trace Elem Med Biol 2006;20:253-62. 

Herr CE, Jankofsky M, Angerer J, Kuster W, Stilianakis NI, Gieler U, Eikmann T. Influences on human 
internal exposure to environmental platinum. J Exp Anal Environ Epidemiol 2003;13:24-30. 

Hopfer SM, Sunderman FW Jr, Fay WP. Nickel concentrations in body fluids of healthy adults and 
hemodialysis patients in Sudbury, Ontario, Canada. In: Trace Elements in Health and Disease, 
Extended Abstracts of the Nordic Symposium. Copenhagen, Denmark: WHO; 1987. p. 74-7. 

Horiguchi H, Oguma E, Sasaki S, Miyamoto K, Ikeda Y, Machida M and Kayama F. Comprehensive 
study of the effects of age, iron deficiency, diabetes mellitus, and cadmium burden on dietary 
cadmium absorption in cadmium-exposed female Japanese farmers. Toxicol Appl Pharmacol 
2004;196(1):114-23. 

IARC (International Agency for Research on Cancer). Some metals and metallic compounds. Lyon, FR: 
IARC; 1980. (IARC Monographs on the Evaluation of Carcinogenic Risks to Humans Vol. 23). 

IARC (International Agency for Research on Cancer). Some antineoplastic and immunosuppressive 
agents. Lyon, FR: IARC; 1981. (IARC Monographs on the Evaluation of Carcinogenic Risks to 
Humans Vol. 26). 

IARC (International Agency for Research on Cancer). Arsenic and arsenic compounds. In: Overall 
evaluations of carcinogenicity: an updating of IARC Monographs Volumes 1 to 42. Lyon, France: 
IARC; 1987. (IARC Monographs on the Evaluation of Carcinogenic Risks to Humans Supplement 
7). 



Rapporti ISTISAN 11/9 

IARC (International Agency for Research on Cancer). Some organic solvents, resin monomers and 
related compounds, pigments and occupational exposures in paint manufacture and painting. 
Summary of data reported and evaluation. Lyon, FR: IARC; 1989. (IARC Monographs on the 
Evaluation of Carcinogenic Risks to Humans Vol. 47). 

IARC (International Agency for Research on Cancer). Chromium, nickel and welding. Lyon, FR: IARC; 
1990. (IARC Monographs on the Evaluation of Carcinogenic Risks to Humans Vol. 49). 

IARC (International Agency for Research on Cancer). Cobalt and cobalt compounds (Group 2B). In: 
Chlorinate drinking-water; clorination by-products, some other halogenated compounds; cobalt and 
cobalt compounds. Lyon, FR: IARC; 1991. (IARC Monographs on the Evaluation of Carcinogenic 
Risks to Humans Vol. 52). p. 363-472. 

IARC (International Agency for Research on Cancer). Beryllium, cadmium, mercury and exposures in the 
glass manufacturing industry. Lyon, FR: IARC; 1993. (IARC Monographs on the Evaluation of 
Carcinogenic Risks to Humans Vol. 58). 

IARC (International Agency for Research on Cancer). Inorganic and organic lead compounds. Lyon, 
France: IARC; 2006. (IARC Monographs on the Evaluation of Carcinogenic Risks to Humans Vol. 
87). 

Iavicoli I, Bocca B, Petrucci F, Senofonte O, Carelli G, Alimonti A, Caroli S. Biomonitoring of traffic 
police officers exposed to airborne platinum. Occup Environ Med 2004;61:636-9. 

Iavicoli I, Bocca B, Carelli G, Caroli S, Caimi S, Alimonti A, Fontana L. Biomonitoring of tram drivers 
exposed to airborne platinum, rhodium and palladium. Int Arch Occup Environ Health 2007;81:109-
14. 

Iavicoli I, Carelli G, Bocca B, Caimi S, Fontana L, Alimonti A. Environmental and biological monitoring 
of iridium in the city of Rome. Chemosphere 2008;71:568-73. 

IMOA (International Molybdenum Association). Molybdenum in human health. London, UK: 
International Molybdenum Association; 2007. Available from: http://www.imoa.info/HSE/ 
environmental_data/human_health/molybdenum_uptake.html; last visited 31/03/11. 

INSPQ (Institut national de santé publique du Québec). Étude sur l’établissement de valeurs de référence 
d’éléments traces et de métaux dans le sang, le sérum et l’urine de la population de la grande 
région de Québec. Québec: Institut national de santé publique du Québec; 2004. 

IOM (Institute of Medicine). Manganese. Dietary reference intakes for vitamin A, vitamin K, arsenic, 
boron, chromium, copper, iodine, iron, manganese, molybdenum, nickel, silicon, vanadium, and zinc 
A Report of the Panel on Micronutrients, subcommittees on upper reference levels of nutrients and 
of interpretation and uses of dietary reference intakes, and the standing committee on the scientific 
evaluation of dietary reference intakes. Washington, DC: Food and Nutrition Board. Institute of 
Medicine. National Academy Press; 2001.  

ISO Guide 98. Guide to the expression of uncertainty in measurement (GUM). Geneva, Switzerland: 
International Organization for Standardization; 1995. 

ISO TS 21748. Guide to the use of repeatability, reproducibility and trueness estimates in measurement 
uncertainty estimation. Geneva, Switzerland: International Organization for Standardization; 2004. 

Iversen BS, Menné C, White MA, Kristiansen J, Christensen JM, Sabbioni E. Inductively coupled plasma 
mass spectrometric determination of molybdenum in urine from a Danish population. Analyst 
1998;123:81-5. 

Iyengar GV. Concentrations of 15 trace elements in some selected adult human tissues and body fluids of 
clinical interest from several countries: results from a pilot study for the establishment of reference 
values. Report July-1975. Juelich, F.R.G.: Nuclear Research Center; 1985. 

Iyengar GV, J Woittiez. Trace elements in human clinical specimen: evaluation of literature data to 
identify reference values. Clin Chem 1988,34:474-81. 

 34



Rapporti ISTISAN 11/9 

 35

Janus JA, Krajnc EI. Integrated criteria document chromium: effects. Appendix. Bilthoven, Netherlands: 
National Institute of Public Health and Environmental Protection; 1990. 

JECFA (Joint FAO/WHO Expert Committee on Food Additives). Tin and stannous chloride. Cambridge, 
UK: Cambridge University Press; 1982. (WHO Food Additives Series No. 17). Available from: 
http://www.inchem.org/documents/jecfa/ jecmono/v17je32.htm; last visited 31/03/11.  

JECFA (Joint FAO/WHO Expert Committee on Food Additives). Tin. Cambridge, UK: Cambridge 
University Press; 1989. (WHO Food Additives Series No. 24). Available from: 
http://www.inchem.org/documents/jecfa/jecmono/v024je13.htm; last visited 31/03/11.  

JECFA (Joint FAO/WHO Expert Committee on Food Additives). Tin (addendum). Geneva, Switzerland: 
Joint FAO/WHO Expert Committee on Food Additives; 2000. (WHO Food Additives Series No. 
46). Available from: http://www.inchem.org/documents/jecfa/jecmono/v46je12.htm; last visited 
31/03/11.  

Jones AD, Miller BG, Walker SW, Anderson J, Colvin AP, Hutchison PA, Soutar CA. A normative value 
pilot study: Levels of uranium in urine samples from UK civilians. Environ Res 2007;104:216-23. 

Kemper FH, Bertram HP. Thallium. In: Merian E (Ed.). Metals and their compounds in the environment. 
Weinheim, Germany: Verlag Chemie; 1991. p. 1227-41. 

Kentner M, Leinemann M, Schaller KH, Weltle D, Lenert G. External and internal antimony exposure in 
starter battery production. Int Arch Occup Environ Health 1995;67:119-23. 

Kingman A, Albertini T, Brown LJ. Mercury concentrations in urine and whole blood associated with 
amalgam exposure in a US military population. J Dent Res 1998;77(3):461-7. 

Koutsospyros A, Strigul NS, Braida WJ, Christodoulatos C. Tungsten: environmental pollution and health 
effects. In: Nriagu J (Ed.). Encyclopedia of environmental health. Oxford, UK: Elsevier; 2009. 

Krachler M, Alimonti A, Petrucci F, Irgolic KJ, Forastiere F, Caroli S. Analytical problems in the 
determination of platinum-group metals in urine by quadrupole and magnetic sector field inductively 
coupled plasma mass spectrometry. Anal Chim Acta 1998;363:1-10.  

Kučeraa J, Byrneb AR, Mravcovác A, Lenerc J. Vanadium levels in hair and blood of normal and 
exposed persons. Sci Total Environ 1992;115:191-205. 

Kurttio P, Auvinen A, Salonen L, Saha H, Pekkanen J, Mäkaläinen I, Väisänen SB, Penttilä IM, 
Komulainen H. Renal effects of uranium in drinking water. Environ Health Perspect 2002;110:337-
42.  

Kurttio P, Harmionen A, Saha H, Salonen L, Karpas Z, Komulainen H, Auvinen A. Kidney toxicity of 
ingested uranium from drinking water. Am J Kidney Dis 2006;47:972-82.  

L’Abbate N, Cassano F, Rana F, Gagliardi T, Giacomantonio A. Blood lead and erythrocite protoporhirin 
levels in the general population of an area in southern Italy. Med Lav 1991;82(4):336-40. 

Leggett RW. A model of the distribution and retention of tungsten in the human body. Sci Total Environ 
1997;206:147-65. 

LGC (Laboratory of the Government Chemist). In-House method validation – a guide for chemical 
laboratories. Teddington, UK: LGC; 2003. 

Li WB, Roth P, Wahl W, Oeh U, Hollriegl V, Paretzke HG. Biokinetic modeling of uranium in man after 
injection and ingestion. Radiat Environ Biophys 2005;44:29-40. 

Linsinger TPJ. Use of recovery and bias information in analytical chemistry and estimation of its 
uncertainty contribution. TrAC 2008;27:916-23. 

Malecki EA, Radzanowski GM, Radzanowski TJ, Gallaher DD, Greger JL. Biliary manganese excretion 
in conscious rats is affected by acute and chronic manganese intake but not by dietary fat. J Nutr 
1996;126:489-98. 



Rapporti ISTISAN 11/9 

Mannino DM, Holguin F, Greves HM, Savage-Brown A, Stock AL, Jones RL. Urinary cadmium levels 
predict lower lung function in current and former smokers: data from the Third National Health and 
Nutrition Examination Survey. Thorax 2004;59:194-8. 

Marcus RL. Investigation of a working population exposed to thallium. J Soc Occup Med 1985;35:4-9. 

Maroto A, Riu J, Boqué R, Rius FX. Estimatine uncertainties of analytical results using information from 
the validation process. Anal Chim Acta 1999;391:173-85. 

McDiarmid MA, Englehardt SM, Oliver M, Gucer P, Wilson PD, Kane R, Kabat M, Kaup B, Anderson 
L, Hoover D, Brown L, Albertini RJ, Gudi R, Jacobson-Kram D, Thorne CD, Squibb KS. Biological 
monitoring and surveillance results of Gulf War I veterans exposed to depleted uranium. Int Arch 
Occup Environ Health 2005;79:11-21.  

Messerschmidt J, Alt F, Tölg G, Angerer J, Schaller KH. Adsorptive voltammetric procedure for the 
determination of platinum base-line levels in human body fluids. Fresenius J Anal Chem 
1992;343:391-4. 

Minoia C, Sabbioni E, Apostoli P, Pietra R, Pozzoli L, Gallorini M, Nicolaou G, Alessio L, Capodaglio 
E. Trace element reference values in tissues from inhabitants of the European Community. I. A 
study of 46 elements in urine, blood and serum of Italian subjects. Sci Total Environ 1990;95:89-
105. 

Minoia C, Pietra R, Sabbioni E, Ronchi A, Gatti A, Cavalleri A, Manzo L. Trace element reference 
values in tissues from inhabitants of the European Community. III. The control of preanalytical 
factors in the biomonitoring of trace elements in biological fluids. Sci Total Environ 1992;120:63-
79. 

Muikku M, Puhakainen M, Heikkinen T, Ilus T. The mean concentration of uranium in drinking water, 
urine, and hair of the occupationally unexposed Finnish working population. Health Phys 
2009;96:646-54. 

NAS/NRC (National Academy of Sciences/National Research Council). Biologic markers in reproductive 
toxicology. Washington, DC: National Academy Press; 1989. 

NATA (National Association of Testing Authorities). Technical Note 17. Guidelines for the validation 
and verification of chemical test methods. Sidney, Australia: NATA; 2009. 

Nieboer E, Fletcher GG. Toxicological profile and related health issues: nickel (for physicians). Thorold, 
Canada: Regional Niagara Public Health Department; 2001. 

NIOSH (National Institute for Occupational Safety and Health). Criteria for a recommended standard: 
occupational exposure to tungsten and cemented tungsten carbide. Washington, DC: DHEW 
(NIOSH) Publication No. 77-127; 1977. 

Nordberg G, Brune D, Gerhardsson L, Grandjean P, Vesterberg O, Wester PO. The ICOH and IUPAC 
international programme for establishing reference values of metals. Sci Total Environ 1992;120:17-
21. 

NTP (National Toxicology Program). Toxicology and carcinogenesis studies of molybdenum trioxide 
(CAS No. 1313-27-5) in F344 rats and B6C3F1 mice (inhalation studies). US Department of Health 
and Human Services, Public Health Service, National Institutes of Health; 1997. (NTP TR 462; NIH 
Publication No. 97-3378). Available from: http://www.ntp.niehs.nih.gov/index.cfm?objectid= 
070A72C6-E9C1-AE67-4BFAB97AD0F4 27E8; last visited 31/03/11. 

Olsson IM, Bensryd I, Lundh T, Ottosson H, Skerfving S, Oskarsson A. Cadmium in blood and urine – 
impact of sex, age, dietary intake, iron status, and former smoking – association of renal effects. 
Environ Health Perspect 2002;110:1185-1190. 

Orloff KG, Mistry K, Sharp P, Metcalf S, Marino R, Shelly T, Melaro E, Donohoe AM, Jones RL. 
Human exposure to uranium in groundwater. Env Res 2004;94:319-26. 

 36



Rapporti ISTISAN 11/9 

 37

OSHA (Occupational Safety and Health Administration). OSHA occupational standards permissible 
exposure limits. U.S. Department of Labor, Federal Register 54:2924; 1989. 

Perrone L., Di Palma L, Di Toro R, Gialanella G, Moro R. Interaction of trace elements in longitudinal 
study of human milk from full-term and preterm mothers. Biol Trace Element Res 1994;41:321-30. 

Pethran A, Schierl R, Hauff K, Grimm CH, Boos KS, Nowak D. Uptake of antineoplastic agents in 
pharmacy and hospital personnel. Part 1: monitoring of urinary concentrations. Int Arch Occup 
Environ Health 2003;76:5-10. 

Petrucci F, Bocca B, Alimonti A, Caroli S. Determination of Pd, Pt and Rh in airborne particulate and 
road dust by high-resolution ICP-MS: a preliminary investigation of the emission from automotive 
catalysts in the urban area of Rome. J Anal At Spectrom 2000;15:525-8.  

Petrucci F, Bocca B, Forte G, Caimi S, Cristaudo A. Role of diet in nickel dermatitis. The Open Chem 
Biomed Methods J 2009;2:55-7.  

Philippeit G, Angerer J. Determination of palladium in human urine by high-performance liquid 
chromatography and ultraviolet detection after ultraviolet and selective solid-phase extraction. J 
Chromatogr B: Biomed Sci Appl 2001;760:237-45. 

Priel M. From GUM to alternative methods for measurement uncertainty evaluation. Accred Qual Assur 
2009;14:235-41. 

Rauch S, Motelica-Heino M, Morrison GM, Donard OFX. Critical assessment of platinum group element 
determination in road and urban river sediments using ultrasonic nebulisation and high resolution 
ICP-MS. J Anal At Spectrom 2000;15:329-34. 

Rauch S, Lu M, Morrison GM. Heterogeneity of platinum group metals in airborne particles. Environ Sci 
Technol 2001;35:595-9. 

Ristori G, Brescianini S, Pino A, Visconti A, Vittori D, Coarelli G, Cotichini R, Bocca B, Forte G, 
Pozzilli C, Pestalozza I, Stazi MA, Alimonti A, Salvetti M. Serum elements and oxidative status in 
clinically isolated syndromes: imbalance and predictivity. Neurology 2011;76(6):549-55. 

Rodushkin I, Ödman F, Branth S. Multielement analysis of whole blood by high resolution inductively 
coupled plasma mass spectrometry. Fresenius J Anal Chem 1999;364:338-46. 

Rodushkin I, Engstrom E, Stenberg A, Baxter DC. Determination of low-abundance elements at ultra-
trace levels in urine and serum by inductively coupled plasma-sector field mass spectrometry. Anal 
Bioanal Chem 2004;380:247-57.  

Roels HA, Lauwerys RR, Buchet JP, Bernard A, Chettle DR, Harvey TC, Al-Haddad IK. In vivo 
measurement of liver and kidney cadmium in workers exposed to this metal: Its significance with 
respect to cadmium in blood and urine. Environ Res 1981;26:217-240. 

Roth P, Werner E, Paretzke HG. Untersuchungen zur Uranausscheidung im Urin. In: GSF-Bericht 03/01; 
Neuherberg, Germany: GSF-Forschungszentrum für Umwelt und Gesundheit; 2001.  

Sabbioni E, Pozzi G, Pintar A, Cassela L, Garattini S. Cellular retention, cytotoxicity and morphological 
transformation by vanadium (IV) in BALB/3T3 cell lines. Carcinogenesis 1991;12:47-52. 

Sabbioni E, Minoia C, Pietra R, Fortaner S, Gallorini M, Saltelli A. Trace element reference values in 
tissues from inhabitants of the European Community. II. Examples of strategy adopted and trace 
element analysis of blood, lymph nodes and cerebrospinal fluid of Italian subjects. Sci Total Environ 
1992;120:39-62. 

Sabbioni E, Kuèera J, Pietra R, Vesterberg O. A critical review on normal concentrations of vanadium in 
human blood, serum, and urine. Sci Total Environ 1996;188:49-58. 

Santucci B, Valenzano C, De Rocco M, Cristaudo A. Platinum in the environment: frequency of reactions 
to platinum-group elements in patients with dermatitis and urticaria. Contact Dermatitis 
2000;43:333-8. 



Rapporti ISTISAN 11/9 

Sayre LM, Perry G, Smith MA. Redox metals and neurodegenerative disease. Curr Opin Chem Biol 
1999;3(2):220-5.  

Sayre LM, Perry G, Atwood CS, Smith MA. The role of metals in neurodegenerative diseases. Cell Mol 
Biol 2000;46(4):731-41. 

Sayre LM, Smith MA, Perry G. Chemistry and biochemistry of oxidative stress in neurodegenerative 
disease. Curr Med Chem 2001;8(7):721-38. 

Schierl R, Fries HG, van de Weyer C, Fruhmann G. Urinary excretion of platinum from platinum-
industry workers. Occup Environ Med 1998;55:138-40. 

Schierl R. Urinary platinum levels associated with dental gold alloys. Arch Environ Health 2001;56:283-
6. 

Schramel P, Wendler I, Angerer J. The determination of metals (antimony, bismuth, lead, cadmium, 
mercury, palladium, platinum, tellurium, thallium, tin and tungsten) in urine samples by inductively 
coupled plasma-mass spectrometry. Int Arch Occup Environ Health 1997;69:219-23. 

Schulz C, Conrad A, Becker K, Kolossa-Gehring M, Seiwert M, Seifert B. Twenty years of the German 
Environmental Survey (GerES): human biomonitoring--temporal and spatial (West Germany/East 
Germany) differences in population exposure. Int J Hyg Environ Health 2007;210(3-4):271-97. 

Sharma K, Mittal DK, Kesarwani RC, Kamboj VP. Diagnostic and prognostic significance of serum and 
tissue trace elements in breast malignancy. Indian J Med Sci 1994;48:227-32. 

Sheard C. Contact dermatitis from platinum and related metals. AMA Arch Derm 1955;71:357-60. 

Shiwen C, Lin Y, Zhineng H, Xianzu Z, Zhaolu Y, Huidong X, Yuanrong L, Rongdi J, Wenhua Z, 
Fangyuan Z. Cadmium exposure and health effects among residents in an irrigation area with ore 
dressing wastewater. Sci Total Environ 1990;90:67-73. 

Simonoff M, Llabador Y. Hamon C, Berdeu B, Simmonoff G, Conri C, Fleury B, Couzigou P, Lucena A. 
Vanadium in depression and cirrhosis. J Radioanal Nucl Chem 1987;113:107-17.  

Soleo L, Elia G, Russo A, Schiavulli N, Lasorsa G, Mangili A, Gilberti E, Ronchi A, Balducci C, Minoia 
C, Aprea C, Sciarra GF, Valente T, Fenga C. Valori di riferimento del mercurio urinario nella 
popolazione italiana. G Ital Med Lav Erg 2003;25(1):107-13. 

Spezia S, Bocca B, Forte G, Gatti A, Mincione G, Ronchi A, Bavazzano P, Alimonti A, Minoia C. 
Comparison of inductively coupled plasma mass spectrometry techniques in the determination of 
platinum in urine: quadrupole vs. sector field, Rapid Commun Mass Spectrom 2005;19:1551-6. 

Stellman JM (Ed.). Encyclopedia of occupational health and safety. 4 ed. Geneva: International Labour 
Office; 1998. 

Strigul NS, Koutsospyros A, Christodoulatos C. Tungsten in the former Soviet Union: review of 
environmental regulations and related research. J Land Contam Reclam 2009;17:189-215. 

Sunderman FW Jr, Crisostomo MC, Reid MC, Hopfer SM, Nomoto S. Rapid analysis of nickel in serum 
and whole blood by electrothermal atomic absorption spectrophotometry. Ann Clin Lab Sci 
1984;14:232-41. 

Sunderman FW Jr. Biological monitoring of nickel in humans. Scand J Work Environ Health 1993;19:34-
8.  

Thijs L, Deraedt K, Goossens A. Granuloma possibly induced by palladium after ear piercing. Dermatitis 
2008;19:E26-9. 

Thompson M, Ellison SLR, Wood R. Harmonized guidelines for single laboratory validation of methods 
of analysis. Pure Appl Chem 2002;74:835-55.  

Todorovska N, Karadjova I, Stafilov T. ETAAS determination of nickel in blood serum and urine. Anal 
Bioanal Chem 2002;373:310-3. 

 38



Rapporti ISTISAN 11/9 

 39

Tolmachev S, Kuwabara J, Noguchi H. Concentration and daily excretion of uranium in urine of 
Japanese. Health Phys 2006;91:144-53. 

Tomei F, Rosati MV, Ciarrocca M, Marchetti MR, Baccolo TP, Anzelmo V, Tomao E. Urban pollution 
and nickel concentration in serum. Int J Environ Health Res 2004;14:65-74. 

Tseng CH, Huang YK, Huang YL, Chung CJ, Yang MH, Chen CJ, et al. Arsenic exposure, urinary 
arsenic speciation, and peripheral vascular disease in blackfoot disease-hyperendemic villages in 
Taiwan. Toxicol Appl Pharmacol 2005;206(3):299-308. Erratum in: Toxicol Appl Pharmacol 
2006;211(2):175. 

Tsukamoto Y, Saka S, Kumano K, Iwanami S, Ishida O, Marumo F. Abnormal accumulation of 
vanadium in patients on chronic hemodialysis therapy. Nephron 1990;56:368-73. 

Turconi G, Guarcello M, Livieri C, Comizzoli S, Maccarini L, Castellazzi AM, Pietri A, Piva G, Roggi C. 
Evaluation of xenobiotics in human milk and ingestion by the newborn: An epidemiological survey 
in Lombardy (Northern Italy). Eur J Nutr 2004;43:191-79. 

Turnlund JR, Keyes WR. Plasma molybdenum reflects dietary molybdenum intake. J Nutr Biochem 
2004;15:90-5. 

US EPA (Environmental Protection Agency). Scientific and technical assessment report on vanadium. 
Washington, DC: Environmental Protection Agency; 1977. (STAR series, EPA-600/6-77-002). 

US EPA (Environmental Protection Agency). Drinking water criteria document for thallium. 
Washington, DC: Environmental Protection Agency, Office of Water; 1992.  

US EPA (Environmental Protection Agency). Molybdenum (CASRN 7439-98-7). Washington, DC: 
Environmental Protection Agency; 1993. Available from: http://www.epa.gov/iris/subst/0425.htm; 
last visited 31/03/11. 

US EPA (Environmental Protection Agency). Manganese (CASRN 7439-96-5). Washington, DC: 
Environmental Protection Agency; 1996. Available from: www.epa.gov/iris/subst/0373.htm; last 
visited 31/03/11.  

US EPA (Environmental Protection Agency). Beryllium and compounds (CASRN 7440-41-7). 
Washington, DC: Environmental Protection Agency; 1998. Available from: 
www.epa.gov/iris/subst/0012.htm; last visited 31/03/11.  

US EPA (Environmental Protection Agency). Rule on radionuclides in drinking water. Washington, DC: 
Environmental Protection Agency; 2000. 

US EPA (Environmental Protection Agency). Thallium oxide (CASRN 1314-32-5). Washington, DC: 
Environmental Protection Agency; 2009. Available from: www.epa.gov/iris/subst/0110.htm; last 
visited 31/03/11.  

US NRC (Nuclear Regulatory Commission). Guide 8.22–Bioassay at uranium mills. Washington, DC: 
Nuclear Regulatory Commission; 1978. 

Valenzuela OL, Borja-Aburto VH, Garcia-Vargas GG, Cruz-Gonzalez MB, Garcia-Montalvo EA, 
Calderon-Aranda ES, et al. Urinary trivalent methylated arsenic species in a population chronically 
exposed to inorganic arsenic. Environ Health Perspect 2005;113(3):250-254. 

Vaughan GT, Florence MT. Platinum in the human diet, blood, hair and excreta. Sci Total Environ 
1992;11:47-58. 

Versieck J, Cornelis R. Normal levels of trace elements in human blood plasma or serum. Anal Chim Acta 
1980;116:217-54. 

Versieck J, Vanballenberghe L. Determination of Tin in Human Blood Serum by Radiochemical Neutron 
Activation Analysis. Anal Chem 1991;63:1143-6.  

Vilaplana J, Romaguera C, Cornellana F. Contact dermatitis and adverse oral mucous membrane 
reactions related to the use of dental prostheses. Contact Dermatitis 1994;30:80-4. 



Rapporti ISTISAN 11/9 

Vinceti M, Bassissi S, Malagoli C, Pellacani G, Alber D, Bergomi M, Seidenari S. Environmental 
exposure to trace elements and risk of cutaneous melanoma. J Expo Anal Environ Epidemiol 
2005;15:458-62. 

Violante N, Petrucci F, Senofonte O, Cristaudo A, Di Gregorio M, Forte G, Alimonti A. Assessment of 
workers’ exposure to palladium in a catalyst production plant. J Environ Monit 2005;7:463-8. 

Wennberg M, Lundh T, Bergdahl IA, Gallmans G, Jansson J-H, and mercury in the population of 
northern Sweden. Environ Res 2006;100:330-338. 

White MA, Sabbioni E. Trace element reference values in tissues from inhabitants of the European 
Union. X. A study of 13 elements in blood and urine of a United Kingdom population. Sci Total 
Environ 1998;216:253-70. 

WHO (World Health Organization). Environmental Health Criteria: 108. Nickel. Geneva: World Health 
Organization; 1991. 

WHO (World Health Organization). Guidelines for drinking water quality. Volume 2 – Health criteria 
and other supporting information. 2nd ed. Geneva: World Health Organization; 1996. Available 
from: http:www.who.int/water_sanitation_health/dwq/gdwq2v1/en/index1.html; last visited 
31/03/11. 

WHO (World Health Organization). Guidelines for drinking water quality. Addendum to Volume 2: 
Health criteria and other supporting information. 2nd ed. Geneva: World Health Organization; 1998. 

WHO (World Health Organization). Air quality guidelines for Europe. WHO Regional Office for Europe. 
2nd ed. Geneva: World Health Organization; 2000. Available from: 
http://www.euro.who.int/InformationSources/Publications/Catalogue/20010910_6; last visited 
31/03/11. 

WHO (World Health Organization). Beryllium and beryllium compounds. Geneva: Concise International 
Chemical Assessment Document 32, World Health Organization; 2001a. 

WHO (World Health Organization). Depleted uranium: sources, exposure and health effects. Geneva: 
World Health Organization; 2001c. 

WHO (World Health Organization). Molybdenum in drinking-water. Background document for 
development of guidelines for drinking-water quality. Geneva: World Health Organization; 2003a. 
Available from: http://www.who.int/water_sanitation_health/dwq/chemicals/molibdenum/en/, last 
visited 31/03/11. 

WHO (World Health Organization). Depleted uranium. Geneva: World Health Organization; 2003b. 
Available from: http://www.who.int/mediacentre/factsheets/fs257/en/; last visited 31/03/11.  

WHO (World Health Organization). Manganese in drinking-water. Background document for 
development of WHO guidelines for drinking-water quality. Geneva: World Health Organization; 
2004a. Available from: http://www.who.int/water_sanitation_health/dwq/ chemicals/manganese.pdf; 
last visited 31/03/11.  

WHO (World Health Organization). Uranium in drinking-water. Background document for development 
of WHO Guidelines for drinking-water quality. Geneva: World Health Organization; 2004b. 

WHO-IPCS (World Health Organization/International Programme on Chemical Safety). Environmental 
Health Criteria 15: tin and organotin compounds — a preliminary review. Geneva: WHO-IPCS; 
1980. Available from: http://www.inchem.org/documents/ehc/ehc/ehc015.htm; last visited 31/03/11. 

WHO-IPCS (World Health Organization/International Programme on Chemical Safety). Environmental 
Health Criteria 81: vanadium. Geneva: World Health Organization/ International Programme on 
Chemical Safety; 1988. Available from: http://www.inchem.org/documents/ehc/ ehc/ehc81.htm; last 
visited 31/03/11. 

 40



Rapporti ISTISAN 11/9 

 41

WHO-IPCS (World Health Organization/International Programme on Chemical Safety). Environmental 
Health Criteria 125: platinum. Geneva: WHO-IPCS; 1991. Available at URL: 
http://www.inchem.org/documents/ehc/ehc/ehc125.htm; last visited 31/03/11. 

WHO-IPCS (World Health Organization/International Programme on Chemical Safety). Environmental 
Health Criteria 224: arsenic and arsenic compounds. Geneva: WHO-IPCS; 2001. Available from: 
http://www.inchem.org/documents/ehc/ ehc/ehc224.htm; last visited 31/03/11. 

WHO-IPCS (World Health Organization/International Programme on Chemical Safety). Environmental 
Health Criteria 226: palladium. Geneva: WHO-IPCS; 2002. Available from: 
http://www.inchem.org/documents/ehc/ehc/ehc226.htm; last visited 31/03/11. 

Wilhelm M, Ewers U, Schulz C. Revised and new reference values for some trace elements in blood and 
urine for human biomonitoring in environmental medicine. Int J Hyg Environ Health 2004;207:69-
73. 

Wilhelm M, Schultz C, Schwenk M. Revised and new reference values for arsenic, cadmium, lead, and 
mercury in blood or urine of children: Basis for validation of human biomonitoring data in 
environmental medicine. Int J Hyg Environ Health 2006;209:301-305. 

Wiseman CL, Zereini F. Airborne particulate matter, platinum group elements and human health: a 
review of recent evidence. Sci total Environ. 2009, 407(8):2493-500. 

Wolfsperger M, Hauser G, Gößler W, Schalagenhoufen C. Heavy metals in human hair samples from 
Austria and Italy: influence of sex and smoking habits. Sci Total Environ 1994; 156:235-242. 

Zeinera M, Ovarib M, Zaray G, Steffana I. A study of the exposure of various population groups to 
platinum in Vienna (Austria) through urine analysis by inductively coupled plasma-mass 
spectrometry. Microchem J 2009;93:22-4. 

Zereini F, Wiseman C, Alt F, Messerschmidt J, Muller J, Urban H. Platinum and rhodium concentrations 
in airborne particulate matter in Germany from 1988 to 1998. Environ Sci Technol 2001;35:1996-
2000. 

Zhao XW, Han CZ. Relationship of serum trace elements to lung cancer and clinical application. Chin J 
Epidemiol 1998;19:286-90. 



Rapporti ISTISAN 11/9 

 42

 



Rapporti ISTISAN 11/9 

 43

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

APPENDIX A 
Metal concentrations in blood and serum  

in Italian adults (18-65 years) 



Rapporti ISTISAN 11/9 

 
ANTIMONY (Sb) 

Table A1. Antimony: concentrations (μg/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 0.15, N<LoD: 74)          

Total (1423) <LoD 0.17 0.22 0.32 0.44 0.61 0.72 10.9 0.37 0.31 0.30-0.32 

Gender (1423)            
Male (953) 0.15 0.17 0.22 0.32 0.43 0.60 0.70 3.38 0.36 0.31 0.30-0.32 
Female (470) <LoD 0.17 0.22 0.31 0.45 0.64 0.73 10.9 0.38 0.31 0.29-0.33 

Age, years (1423)             
18-35 (516) <LoD 0.17 0.23 0.32 0.44 0.63 0.73 10.9 0.39 0.32 0.30-0.33 
36-50 (582) 0.15 0.17 0.22 0.32 0.43 0.60 0.70 3.38 0.36 0.31 0.30-0.33 
51-65 (325) <LoD 0.16 0.21 0.30 0.43 0.60 0.71 1.41 0.35 0.30 0.28-0.31 

Smoking (1389)            
No (831) 0.15 0.17 0.22 0.32 0.43 0.60 0.71 10.9 0.37 0.31 0.30-0.32 
Yes (315) <LoD 0.17 0.22 0.31 0.43 0.61 0.72 1.95 0.36 0.31 0.29-0.33 
Ex (243) <LoD 0.15 0.24 0.35 0.46 0.67 0.76 1.22 0.37 0.32 0.29-0.34 

Alcohol (1384)            
No (617) <LoD 0.16 0.22 0.31 0.42 0.56 0.64 10.9 0.36 0.30 0.29-0.31 
Yes (767) <LoD 0.17 0.23 0.33 0.45 0.65 0.78 3.38 0.38 0.32 0.31-0.33 

SERUM (LoD 0.012, N<LoD: 8)          

Total (1334) 0.026 0.033 0.051 0.082 0.126 0.190 0.265 1.11 0.106 0.081 0.077-0.084

Gender (1334)            
Male (890) 0.027 0.035 0.053 0.085 0.130 0.193 0.263 1.11 0.107 0.083 0.080-0.087
Female (454) 0.024 0.029 0.046 0.075 0.120 0.183 0.282 0.76 0.102 0.075 0.070-0.080

Age, years (1344)             
18-35 (479) 0.028 0.035 0.056 0.087 0.130 0.195 0.340 1.11 0.116 0.087 0.081-0.093
36-50 (558) 0.026 0.034 0.051 0.083 0.127 0.190 0.255 0.69 0.103 0.080 0.076-0.085
51-65 (307) 0.022 0.029 0.047 0.073 0.111 0.178 0.241 0.62 0.094 0.072 0.066-0.078

Smoking (1319)            
No (783) 0.026 0.034 0.052 0.085 0.128 0.191 0.264 1.11 0.107 0.082 0.078-0.086
Yes (300) 0.029 0.034 0.055 0.081 0.137 0.200 0.351 0.79 0.116 0.087 0.080-0.094
Ex (236) 0.024 0.029 0.049 0.074 0.114 0.165 0.205 0.63 0.092 0.072 0.066-0.079

Alcohol (1315)            
No (572) 0.028 0.035 0.055 0.085 0.132 0.205 0.294 1.11 0.114 0.087 0.082-0.092
Yes (743) 0.025 0.031 0.049 0.079 0.125 0.178 0.250 0.79 0.100 0.077 0.073-0.081

N: number of cases;  
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM.  
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Figure A1. Antimony: GM concentrations in different classes  

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

0.20

0.25

0.30

0.35

0.40

total male female 18-35  36-50 51-65 no yes ex no yes     

G
M

 w
it

h
95

%
 C

I
(μ

g
/L

)

years smoke alcohol

BLOOD

SERUM

0.05

0.06

0.07

0.08

0.09

0.10

G
M

 w
it

h
95

%
 C

I
(μ

g
/L

)

gender

total male female 18-35  36-50 51-65 no yes ex no yes     
years smoke alcoholgender



Rapporti ISTISAN 11/9 

 
ARSENIC (As) 

Table A2. Arsenic: concentrations (μg/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 0.27, N<LoD: 63)          

Total (1423) 0.28 0.38 0.64 1.16 2.01 3.70 5.32 15.5 1.70 1.14 1.09-1.20 

Gender (1423)            
Male (953) 0.29 0.38 0.67 1.16 2.08 3.63 5.33 13.5 1.71 1.16 1.09-1.23 
Female (470) <LoD 0.36 0.62 1.12 1.92 3.82 5.32 15.5 1.66 1.10 1.01-1.20 

Age, years (1423)             
18-35 (516) <LoD 0.39 0.63 1.19 1.96 3.78 5.32 11.6 1.67 1.13 1.04-1.22 
36-50 (582) 0.30 0.39 0.64 1.14 2.03 3.55 4.99 11.4 1.64 1.14 1.06-1.23 
51-65 (325) <LoD 0.34 0.66 1.14 2.13 4.23 5.78 15.5 1.84 1.16 1.04-1.29 

Smoking (1389)            
No (831) 0.27 0.36 0.63 1.14 2.00 3.61 5.39 15.5 1.69 1.12 1.06-1.20 
Yes (315) <LoD 0.33 0.59 1.08 1.90 3.65 5.23 8.33 1.59 1.06 0.96-1.18 
Ex (243) 0.35 0.44 0.72 1.25 2.20 4.09 5.88 9.82 1.80 1.26 1.13-1.41 

Alcohol (1384)            
No (617) <LoD 0.35 0.63 1.13 2.03 3.36 4.97 15.5 1.65 1.11 1.03-1.19 
Yes (767) 0.29 0.39 0.64 1.17 1.98 3.86 5.41 12.0 1.71 1.15 1.08-1.23 

SERUM (LoD 0.15, N<LoD: 88)ª          

Total (892) <LoD 0.15 0.28 0.51 1.08 2.00 3.12 27.11 0.96 0.53 0.49-0.57 

Gender (892)            
Male (575) <LoD 0.16 0.28 0.52 1.12 1.97 2.98 11.8 0.92 0.54 0.49-0.58 
Female (317) <LoD <LoD 0.26 0.48 1.02 2.14 3.21 27.1 1.02 0.51 0.46-0.58 

Age, years (892)             
18-35 (297) <LoD <LoD 0.25 0.50 1.01 1.85 2.80 11.8 0.88 0.48 0.42-0.54 
36-50 (379) <LoD 0.17 0.29 0.51 1.11 1.97 2.85 7.92 0.91 0.55 0.49-0.60 
51-65 (216) <LoD 0.16 0.28 0.52 1.11 2.16 3.72 27.1 1.15 0.57 0.49-0.66 

Smoking (869)            
No (499) <LoD <LoD 0.28 0.51 1.05 2.00 3.33 14.6 0.93 0.53 0.48-0.58 
Yes (202) <LoD <LoD 0.24 0.47 1.05 2.00 2.74 9.11 0.87 0.50 0.43-0.58 
Ex (168) <LoD 0.16 0.29 0.53 1.11 2.25 3.92 27.1 1.13 0.56 0.47-0.66 

Alcohol (869)            
No (314) <LoD <LoD 0.25 0.48 0.97 1.92 2.46 14.6 0.82 0.49 0.44-0.55 
Yes (555) <LoD <LoD 0.28 0.51 1.11 2.16 3.75 27.1 1.03 0.55 0.50-0.60 

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles; 
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM.  
ª The analysis for this element was not fully carried out 

 46



Rapporti ISTISAN 11/9 

 47

 
 
 

 

Figure A2. Arsenic: GM concentrations in different classes 
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BERYLLIUM (Be) 

Table A3. Beryllium: concentrations (μg/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 0.045, N<LoD: 89)          

Total (1423) <LoD 0.048 0.063 0.090 0.120 0.156 0.184 0.39 0.097 0.085 0.083-0.087

Gender (1423)            
Male (953) <LoD 0.048 0.062 0.089 0.119 0.156 0.185 0.39 0.096 0.084 0.081-0.087
Female (470) <LoD 0.048 0.066 0.090 0.120 0.159 0.182 0.39 0.098 0.087 0.083-0.091

Age, years (1423)             
18-35 (516) <LoD 0.045 0.062 0.088 0.118 0.150 0.176 0.38 0.095 0.083 0.080-0.087
36-50 (582) <LoD 0.049 0.064 0.090 0.120 0.158 0.186 0.39 0.098 0.087 0.083-0.090
51-65 (325) <LoD 0.047 0.062 0.090 0.120 0.173 0.189 0.39 0.098 0.085 0.080-0.090

Smoking (1389)            
No (831) <LoD 0.048 0.063 0.090 0.119 0.153 0.180 0.38 0.096 0.084 0.081-0.087
Yes (315) <LoD 0.046 0.060 0.088 0.121 0.164 0.193 0.39 0.098 0.086 0.081-0.091
Ex (243) <LoD 0.046 0.062 0.090 0.112 0.153 0.182 0.39 0.094 0.083 0.077-0.088

Alcohol (1384)            
No (617) <LoD 0.050 0.066 0.091 0.121 0.156 0.180 0.37 0.097 0.087 0.083-0.090
Yes (767) <LoD 0.046 0.061 0.087 0.117 0.154 0.184 0.39 0.095 0.083 0.080-0.086

SERUM (LoD 0.022, N<LoD: 84)ª          

Total (1067) <LoD 0.023 0.030 0.046 0.068 0.082 0.089 0.20 0.049 0.043 0.041-0.044

Gender (1067)            
Male (869) <LoD 0.022 0.028 0.040 0.063 0.079 0.086 0.20 0.046 0.040 0.038-0.041
Female (378) <LoD 0.024 0.036 0.055 0.073 0.085 0.091 0.20 0.056 0.049 0.046-0.052

Age, years (1067)             
18-35 (364) <LoD 0.024 0.032 0.050 0.068 0.081 0.086 0.14 0.051 0.045 0.042-0.047
36-50 (446) <LoD <LoD 0.029 0.046 0.070 0.083 0.090 0.20 0.049 0.042 0.039-0.044
51-65 (257) <LoD 0.024 0.029 0.042 0.062 0.079 0.087 0.20 0.047 0.041 0.039-0.044

Smoking (1042)**            
No (609) <LoD 0.023 0.031 0.047 0.069 0.084 0.091 0.20 0.051 0.043 0.041-0.045
Yes (240) <LoD 0.025 0.030 0.047 0.064 0.078 0.083 0.09 0.048 0.043 0.041-0.046
Ex (193) <LoD <LoD 0.027 0.037 0.061 0.074 0.084 0.20 0.044 0.038 0.035-0.041

Alcohol (1040)            
No (419) <LoD 0.022 0.030 0.050 0.069 0.082 0.089 0.20 0.051 0.044 0.041-0.046
Yes (621) <LoD 0.024 0.029 0.042 0.065 0.081 0.088 0.20 0.048 0.042 0.040-0.043

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM.  
ª The analysis for this element was not fully carried out 
 
** p≤0.01, Mann-Whitney or Kruskal-Wallis tests 
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FigureA. Beryllium: GM concentrations in different classes 
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CADMIUM (Cd) 

Table A4. Cadmium: concentrations (μg/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 0.10, N<LoD: 16)          

Total (1423) 0.23 0.28 0.37 0.52 0.76 1.11 1.42 3.87 0.63 0.53 0.51-0.55 

Gender (1423)            
Male (953) 0.22 0.28 0.37 0.52 0.78 1.13 1.40 3.87 0.63 0.53 0.51-0.55 
Female (470) 0.24 0.28 0.37 0.52 0.74 1.04 1.47 2.21 0.62 0.53 0.50-0.56 

Age, years (1423)             
18-35 (516) 0.22 0.28 0.36 0.52 0.78 1.23 1.53 2.37 0.64 0.54 0.51-0.57 
36-50 (582) 0.22 0.28 0.37 0.50 0.73 1.02 1.24 3.87 0.60 0.51 0.49-0.53 
51-65 (325) 0.24 0.30 0.39 0.56 0.82 1.13 1.47 2.36 0.65 0.56 0.53-0.59 

Smoking (1389)*            
No (831) 0.21 0.27 0.34 0.47 0.65 0.88 1.08 2.58 0.54 0.47 0.45-0.49 
Yes (315) 0.28 0.34 0.51 0.76 1.12 1.52 1.94 2.60 0.86 0.74 0.70-0.79 
Ex (243) 0.23 0.29 0.38 0.53 0.75 1.07 1.34 3.87 0.62 0.53 0.49-0.57 

Alcohol (1384)            
No (617) 0.21 0.28 0.36 0.52 0.74 1.04 1.41 3.87 0.61 0.52 0.49-0.54 
Yes (767) 0.23 0.28 0.37 0.52 0.79 1.17 1.46 2.60 0.64 0.54 0.52-0.56 

SERUM (LoD 0.015, N<LoD: 11)          

Total (1344) 0.036 0.048 0.070 0.103 0.150 0.215 0.269 1.830 0.124 0.101 0.098-0.105

Gender (1344)            
Male (890) 0.033 0.047 0.068 0.099 0.150 0.214 0.266 1.250 0.122 0.099 0.095-0.103
Female (454) 0.038 0.051 0.073 0.108 0.151 0.216 0.275 1.830 0.128 0.105 0.099-0.111

Age, years (1344)             
18-35 (479) 0.032 0.043 0.068 0.099 0.155 0.218 0.272 0.610 0.119 0.098 0.092-0.104
36-50 (558) 0.038 0.052 0.071 0.105 0.151 0.214 0.265 1.250 0.127 0.105 0.099-0.110
51-65 (307) 0.032 0.047 0.068 0.106 0.141 0.213 0.278 1.830 0.126 0.099 0.092-0.107

Smoking (1319)            
No (783) 0.037 0.048 0.068 0.099 0.147 0.218 0.275 0.760 0.122 0.100 0.095-0.104
Yes (300) 0.033 0.048 0.075 0.110 0.155 0.210 0.270 1.250 0.127 0.105 0.098-0.113
Ex (236) 0.037 0.048 0.068 0.104 0.152 0.215 0.247 1.830 0.130 0.102 0.094-0.111

Alcohol (1315)            
No (572) 0.038 0.050 0.070 0.106 0.152 0.218 0.289 1.830 0.130 0.105 0.099-0.110
Yes (743) 0.033 0.046 0.069 0.103 0.150 0.213 0.258 0.760 0.121 0.099 0.095-0.104

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
* p≤0.001, Mann-Whitney or Kruskal-Wallis tests  
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Figure A4. Cadmium: GM concentrations in different classes 
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CHROMIUM (Cr) 

Table A5. Chromium: concentrations (μg/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 0.04, N<LoD: 18)          

Total (1423) 0.06 0.09 0.14 0.23 0.41 0.75 1.09 11.8 0.38 0.24 0.23-0.25 

Gender (1423)            
Male (953) 0.06 0.09 0.14 0.22 0.41 0.75 1.11 11.8 0.37 0.24 0.23-0.25 
Female (470) 0.07 0.09 0.14 0.24 0.40 0.73 1.09 5.37 0.38 0.25 0.23-0.27 

Age, years (1423)             
18-35 (516) 0.07 0.09 0.15 0.24 0.41 0.80 1.07 3.69 0.36 0.25 0.23-0.27 
36-50 (582) 0.06 0.09 0.14 0.21 0.41 0.77 1.14 11.8 0.39 0.24 0.22-0.26 
51-65 (325) 0.06 0.09 0.14 0.22 0.39 0.67 1.13 5.37 0.38 0.24 0.21-0.26 

Smoking (1389)            
No (831) 0.06 0.09 0.14 0.22 0.40 0.79 1.14 5.37 0.37 0.24 0.23-0.26 
Yes (315) 0.06 0.09 0.14 0.23 0.39 0.69 0.90 4.77 0.34 0.23 0.21-0.25 
Ex (243) 0.07 0.10 0.15 0.25 0.45 0.80 1.30 11.8 0.45 0.27 0.24-0.30 

Alcohol (1384)            
No (617) 0.07 0.09 0.14 0.23 0.38 0.66 0.87 11.8 0.34 0.23 0.22-0.25 
Yes (767) 0.06 0.09 0.15 0.23 0.44 0.85 1.28 5.84 0.41 0.25 0.24-0.27 

SERUM (LoD 0.015, N<LoD: 1)          

Total (1343) 0.051 0.060 0.083 0.113 0.163 0.230 0.294 2.410 0.141 0.117 0.113-0.120

Gender (1343)            
Male (889) 0.050 0.060 0.080 0.110 0.161 0.227 0.296 2.410 0.140 0.115 0.111-0.120
Female (454) 0.051 0.063 0.086 0.115 0.166 0.237 0.286 1.590 0.142 0.119 0.113-0.126

Age, years (1343)             
18-35 (479) 0.054 0.060 0.080 0.113 0.162 0.231 0.292 1.380 0.139 0.116 0.111-0.122
36-50 (558) 0.049 0.063 0.084 0.112 0.163 0.227 0.302 2.410 0.141 0.117 0.111-0.123
51-65 (306) 0.047 0.056 0.082 0.111 0.165 0.233 0.280 1.590 0.143 0.116 0.109-0.124

Smoking (1318)            
No (782) 0.054 0.061 0.081 0.110 0.158 0.233 0.294 2.410 0.139 0.116 0.111-0.120
Yes (300) 0.053 0.062 0.088 0.121 0.171 0.232 0.311 0.950 0.147 0.124 0.116-0.131
Ex (236) 0.045 0.055 0.081 0.110 0.164 0.217 0.263 1.590 0.139 0.114 0.106-0.123

Alcohol (1314)            
No (572) 0.053 0.065 0.085 0.115 0.169 0.249 0.337 2.410 0.150 0.122 0.1116-0.128
Yes (742) 0.050 0.059 0.080 0.110 0.160 0.218 0.268 0.950 0.134 0.114 0.109-0.118

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
  

 

 52



Rapporti ISTISAN 11/9 

 53

 
 
 

 

Figure A5. Chromium: GM concentrations in different classes 
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COBALT (Co) 

Table A6. Cobalt: concentations (μg/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 0.010, N<LoD: 2)          

Total (1423) 0.055 0.066 0.096 0.138 0.225 0.338 0.443 7.47 0.192 0.147 0.142-0.152

Gender (1423)*            
Male (953) 0.053 0.063 0.090 0.129 0.198 0.317 0.420 7.47 0.179 0.137 0.131-0.143
Female (470) 0.060 0.077 0.110 0.168 0.263 0.389 0.505 4.61 0.216 0.169 0.159-0.180

Age, years (1423)             
18-35 (516) 0.051 0.063 0.091 0.132 0.198 0.300 0.388 7.47 0.193 0.136 0.128-0.144
36-50 (582) 0.058 0.068 0.103 0.147 0.237 0.357 0.467 1.33 0.191 0.154 0.146-0.162
51-65 (325) 0.060 0.069 0.095 0.141 0.235 0.357 0.466 1.25 0.191 0.152 0.142-0.164

Smoking (1389)            
No (831) 0.056 0.068 0.100 0.139 0.228 0.338 0.450 7.47 0.197 0.149 0.143-0.156
Yes (315) 0.056 0.064 0.090 0.138 0.218 0.317 0.394 1.00 0.171 0.140 0.130-0.150
Ex (243) 0.052 0.065 0.097 0.143 0.225 0.380 0.504 4.61 0.207 0.151 0.138-0.165

Alcohol (1384)            
No (617) 0.058 0.069 0.101 0.146 0.240 0.360 0.474 1.33 0.192 0.153 0.145-0.161
Yes (767) 0.054 0.065 0.093 0.135 0.212 0.317 0.435 7.47 0.193 0.143 0.136-0.150

SERUM (LoD 0.035, N<LoD: 5)          

Total (1343) 0.083 0.104 0.15 0.229 0.333 0.458 0.607 15.10 0.277 0.223 0.216-0.230

Gender (1343)*            
Male (889) 0.078 0.101 0.145 0.217 0.320 0.448 0.572 15.10 0.275 0.215 0.207-0.224
Female (454) 0.085 0.107 0.160 0.243 0.352 0.481 0.629 1.190 0.280 0.238 0.226-0.251

Age, years (1343)             
18-35 (479) 0.074 0.096 0.146 0.217 0.304 0.406 0.485 15.10 0.278 0.210 0.199-0.222
36-50 (558) 0.085 0.110 0.153 0.238 0.350 0.489 0.628 1.300 0.276 0.231 0.219-0.243
51-65 (306) 0.088 0.101 0.151 0.236 0.337 0.490 0.643 1.190 0.276 0.229 0.214-0.245

Smoking (1318)            
No (782) 0.080 0.104 0.150 0.226 0.334 0.456 0.587 2.790 0.266 0.222 0.213-0.232
Yes (300) 0.081 0.100 0.146 0.238 0.325 0.435 0.563 15.10 0.307 0.219 0.203-0.237
Ex (236) 0.093 0.116 0.159 0.241 0.349 0.516 0.684 1.300 0.284 0.238 0.221-0.257

Alcohol (1314)            
No (572) 0.088 0.111 0.157 0.230 0.330 0.484 0.619 1.080 0.271 0.231 0.220-0.242
Yes (742) 0.078 0.099 0.146 0.229 0.336 0.454 0.601 15.10 0.285 0.220 0.210-0.230

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
* p≤0.001, Mann-Whitney or Kruskal-Wallis tests 
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Figure A6. Cobalt: GM concentrations in different classes 
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IRIDIUM (Ir) 

Table A7. Iridium: concentrations (ng/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 5.00, N<LoD: 91)          

Total (1423) <LoD 5.48 6.80 9.09 12.5 17.0 20.4 36.9 10.2 9.02 8.78-9.26 

Gender (1423)*            
Male (953) <LoD 5.62 6.95 9.38 13.3 18.1 22.2 36.9 10.7 9.45 9.15-9.76 
Female (470) <LoD 5.27 6.46 8.52 10.9 15.5 18.0 26.6 9.18 8.20 7.84-8.58 

Age, years (1423)             
18-35 (516) <LoD 5.68 7.13 9.32 13.2 18.2 22.2 36.9 10.8 9.56 9.16-9.98 
36-50 (582) <LoD 5.38 6.58 8.80 12.1 16.5 19.3 31.9 9.88 8.74 8.39-9.12 
51-65 (325) <LoD 5.21 6.50 8.93 12.3 16.5 20.1 32.9 9.93 8.68 8.19-9.21 

Smoking (1389)            
No (831) <LoD 5.48 6.79 9.25 12.5 16.9 19.8 36.9 10.2 9.03 8.72-9.34 
Yes (315) <LoD 5.50 6.71 8.70 12.4 17.0 21.8 32.9 10.1 8.90 8.41-9.42 
Ex (243) <LoD 5.46 6.92 9.13 13.3 18.2 22.0 31.9 10.6 9.30 8.69-9.95 

Alcohol (1384)            
No (617) <LoD 5.57 6.80 9.14 12.1 15.8 18.2 33.9 9.86 8.86 8.52-9.20 
Yes (767) <LoD 5.40 6.81 9.04 12.8 18.7 22.3 36.9 10.5 9.20 8.86-9.56 

SERUM (LoD 0.50, N<LoD: 20)          

Total (1344) 0.70 0.97 1.59 2.63 4.04 5.83 7.05 14.0 3.08 2.46 2.37-2.56 

Gender (1344)            
Male (890) 0.70 0.98 1.68 2.65 4.04 5.83 6.97 14.0 3.10 2.48 2.37-2.61 
Female (454) 0.68 0.95 1.49 2.57 4.02 5.78 7.29 11.8 3.03 2.41 2.26-2.58 

Age, years (1344) **           
18-35 (479) 0.73 0.92 1.58 2.76 4.18 5.75 7.18 14.0 3.15 2.53 2.38-2.70 
36-50 (558) 0.80 1.03 1.74 2.65 4.15 6.00 7.06 12.1 3.17 2.55 2.40-2.71 
51-65 (307) 0.60 0.90 1.49 2.43 3.52 5.33 7.23 11.8 2.80 2.20 2.01-2.40 

Smoking (1319)            
No (783) 0.74 1.01 1.67 2.75 4.23 5.99 7.39 12.1 3.21 2.59 2.46-2.71 
Yes (300) 0.60 0.90 1.56 2.69 3.89 5.82 7.06 14.0 3.00 2.39 2.19-2.60 
Ex (236) 0.61 0.94 1.39 2.42 3.73 5.51 6.67 11.8 2.84 2.21 2.00-2.45 

Alcohol (1315)*            
No (572) 0.81 1.12 1.84 2.84 4.35 6.30 7.51 11.9 3.35 2.71 2.55-2.87 
Yes (743) 0.63 0.90 1.44 2.47 3.85 5.45 6.80 14.0 2.90 2.30 2.18-2.42 

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
* p≤0.001, Mann-Whitney or Kruskal-Wallis tests 
** p≤0.01, Mann-Whitney or Kruskal-Wallis tests 
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Figure A7. Iridium: GM concentrations in different classes 
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LEAD (Pb) 

Table A8. Lead: concentrations (μg/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 1.03, N<LoD: 1)          

Total (1423) 7.38 9.04 13.0 20.2 30.9 43.4 51.7 215 24.0 19.9 19.2-20.5 

Gender (1423)*            
Male (953) 8.73 10.4 15.1 22.8 33.0 45.6 53.9 209 26.2 22.2 21.4-23.0 
Female (470) 6.21 7.49 10.3 15.1 24.1 38.1 44.9 215 19.6 15.9 15.0-16.9 

Age, years (1423)*            
18-35 (516) 6.37 7.67 10.4 15.1 22.9 32.9 41.7 215 18.9 15.6 14.8-16.5 
36-50 (582) 8.11 10.2 14.2 20.5 30.3 43.1 50.2 209 24.3 20.6 19.7-21.6 
51-65 (325) 9.05 12.7 20.5 28.7 39.4 52.3 62.2 192 31.7 27.2 25.5-28.9 

Smoking (1389)*            
No (831) 6.88 8.49 12.1 18.7 28.6 41.7 49.7 215 22.5 18.5 17.8-19.3 
Yes (315) 7.90 9.41 13.3 21.0 32.0 44.1 50.1 192 24.8 20.8 19.5-22.2 
Ex (243) 8.95 11.6 15.5 24.3 34.7 50.3 61.3 209 28.8 23.9 22.2-25.8 

Alcohol (1384)*            
No (617) 6.67 8.30 11.9 17.9 28.6 40.7 50.3 215 22.2 18.1 17.2-19.0 
Yes (767) 8.16 9.79 14.2 22.1 31.9 45.6 53.9 192 25.6 21.5 20.6-22.4 

SERUM (LoD 0.04, N<LoD: 19)          

Total (1344) 0.05 0.07 0.11 0.17 0.27 0.44 0.60 29.3 0.26 0.17 0.17-0.18 

Gender (1344)            
Male (890) 0.05 0.07 0.11 0.17 0.26 0.43 0.59 29.3 0.26 0.17 0.16-0.18 
Female (454) 0.06 0.08 0.12 0.17 0.28 0.45 0.63 12.6 0.28 0.18 0.17-0.19 

Age, years (1344)             
18-35 (479) 0.05 0.07 0.11 0.16 0.26 0.46 0.68 3.35 0.23 0.17 0.15-0.18 
36-50 (558) 0.05 0.07 0.12 0.17 0.27 0.41 0.50 6.09 0.23 0.17 0.16-0.18 
51-65 (307) 0.05 0.07 0.11 0.17 0.28 0.45 0.69 29.3 0.38 0.18 0.16-0.20 

Smoking (1319)**            
No (783) 0.05 0.07 0.11 0.16 0.25 0.39 0.50 1.46 0.21 0.16 0.15-0.17 
Yes (300) 0.05 0.07 0.11 0.17 0.26 0.46 0.68 6.09 0.25 0.18 0.16-0.19 
Ex (236) 0.05 0.08 0.12 0.19 0.31 0.62 0.96 29.3 0.47 0.20 0.18-0.23 

Alcohol (1315)            
No (572) 0.05 0.08 0.11 0.17 0.27 0.42 0.52 6.09 0.23 0.17 0.16-0.18 
Yes (743) 0.05 0.07 0.11 0.17 0.27 0.46 0.65 29.3 0.29 0.17 0.16-0.18 

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
* p≤0.001, Mann-Whitney or Kruskal-Wallis tests 
** p≤0.01, Mann-Whitney or Kruskal-Wallis tests 
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Figure A8. Lead: GM concentrations in different classes 
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MANGANESE (Mn) 

Table A9. Manganese: concentrations (μg/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 0.78, N<LoD: 0)          

Total (1423) 4.41 5.19 6.56 8.30 10.4 12.8 14.5 53.4 8.74 8.19 8.04-8.35 

Gender (1423)            
Male (953) 4.34 5.18 6.50 8.23 10.2 12.6 14.1 19.1 8.56 8.06 7.88-8.24 
Female (470) 4.46 5.20 6.68 8.60 11.0 13.4 14.8 53.4 9.09 8.46 8.17-8.76 

Age, years (1423)            
18-35 (516) 4.33 5.23 6.57 8.34 10.4 12.9 14.7 18.7 8.72 8.19 7.94-8.45 
36-50 (582) 4.44 5.28 6.68 8.35 10.8 12.9 14.5 53.4 8.92 8.32 8.08-8.58 
51-65 (325) 4.17 4.98 6.36 8.08 10.2 12.7 13.8 17.8 8.45 7.95 7.65-8.27 

Smoking (1389)**            
No (831) 4.52 5.29 6.72 8.51 10.7 13.3 14.8 53.4 9.00 8.43 8.22-8.64 
Yes (315) 4.42 5.19 6.36 7.92 9.84 12.1 13.1 19.1 8.27 7.82 7.53-8.12 
Ex (243) 4.11 4.86 6.41 8.08 10.6 13.0 14.9 18.6 8.67 8.09 7.70-8.49 

Alcohol (1384)*            
No (617) 4.58 5.46 6.81 8.59 10.9 13.0 14.7 19.5 9.02 8.50 8.27-8.74 
Yes (767) 4.32 5.01 6.38 8.06 10.2 12.6 14.6 53.4 8.57 8.00 7.80-8.22 

SERUM (LoD 0.01, N<LoD: 0)          

Total (1343) 0.48 0.57 0.71 0.89 1.05 1.25 1.41 2.33 0.90 0.85 0.84-0.87 

Gender (1343)            
Male (889) 0.51 0.58 0.71 0.89 1.07 1.27 1.44 2.26 0.91 0.87 0.85-0.88 
Female (454) 0.44 0.52 0.70 0.88 1.02 1.23 1.37 2.33 0.88 0.83 0.81-0.86 

Age, years (1343)             
18-35 (479) 0.47 0.55 0.69 0.88 1.03 1.24 1.38 2.20 0.88 0.84 0.82-0.87 
36-50 (558) 0.51 0.59 0.72 0.88 1.05 1.23 1.38 2.33 0.90 0.86 0.84-0.88 
51-65 (306) 0.46 0.52 0.71 0.91 1.12 1.31 1.47 2.26 0.92 0.86 0.83-0.90 

Smoking (1318)            
No (782) 0.48 0.57 0.70 0.87 1.03 1.22 1.39 2.24 0.89 0.85 0.83-0.86 
Yes (300) 0.51 0.59 0.75 0.92 1.08 1.28 1.45 2.33 0.93 0.88 0.85-0.92 
Ex (236) 0.47 0.56 0.71 0.89 1.10 1.30 1.42 2.26 0.91 0.87 0.83-0.90 

Alcohol (1314)            
No (572) 0.51 0.58 0.71 0.87 1.03 1.27 1.46 2.33 0.90 0.85 0.83-0.88 
Yes (742) 0.47 0.56 0.71 0.90 1.06 1.25 1.39 2.26 0.91 0.86 0.84-0.88 

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
* p≤0.001, Mann-Whitney or Kruskal-Wallis tests 
** p≤0.01, Mann-Whitney or Kruskal-Wallis tests  
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Figure A9. Manganese: GM concentrations in different classes 
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MERCURY (Hg) 

Table A10. Mercury: concentrations (μg/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 0.29, N<LoD: 37)          

Total (1423) 0.35 0.47 0.72 1.15 1.95 3.40 5.16 15.0 1.68 1.19 1.15-1.25 

Gender (1423)*            
Male (953) 0.36 0.48 0.76 1.25 2.15 3.71 5.50 15.0 1.81 1.27 1.21-1.34 
Female (470) 0.34 0.45 0.65 1.00 1.67 2.60 3.71 11.3 1.41 1.05 0.98-1.12 

Age, years (1423)            
18-35 (516) 0.35 0.49 0.71 1.15 1.75 3.13 4.52 13.8 1.58 1.15 1.08-1.23 
36-50 (582) 0.36 0.45 0.71 1.13 2.11 3.53 5.22 15.0 1.72 1.20 1.12-1.28 
51-65 (325) 0.34 0.47 0.76 1.24 2.14 3.60 5.19 11.3 1.76 1.25 1.14-1.37 

Smoking (1389)            
No (831) 0.35 0.48 0.73 1.18 1.97 3.49 5.28 13.6 1.69 1.20 1.14-1.27 
Yes (315) 0.34 0.45 0.71 1.09 1.76 2.85 3.95 13.8 1.52 1.10 1.00-1.20 
Ex (243) 0.36 0.45 0.71 1.24 2.18 4.09 5.94 15.0 1.88 1.28 1.15-1.43 

Alcohol (1384)            
No (617) 0.36 0.46 0.71 1.13 1.81 2.93 4.28 10.5 1.52 1.14 1.07-1.21 
Yes (767) 0.34 0.47 0.73 1.18 2.03 3.76 5.73 15.0 1.81 1.23 1.16-1.31 

SERUM (LoD 0.08, N<LoD: 33)          

Total (1344) 0.13 0.20 0.35 0.60 0.95 1.51 1.89 7.38 0.76 0.56 0.53-0.58 

Gender (1344)            
Male (890) 0.12 0.19 0.35 0.61 1.02 1.58 2.07 7.38 0.79 0.56 0.53-0.60 
Female (454) 0.15 0.22 0.36 0.58 0.90 1.31 1.63 5.22 0.70 0.55 0.51-0.58 

Age, years (1344)             
18-35 (479) 0.14 0.21 0.39 0.60 0.93 1.50 1.88 5.22 0.76 0.57 0.53-0.61 
36-50 (558) 0.14 0.19 0.36 0.61 0.98 1.53 1.95 7.38 0.79 0.57 0.53-0.61 
51-65 (307) 0.11 0.18 0.31 0.57 0.95 1.44 1.72 3.15 0.71 0.53 0.48-0.58 

Smoking (1319)            
No (783) 0.15 0.22 0.37 0.60 0.94 1.48 1.82 5.13 0.75 0.57 0.54-0.60 
Yes (300) 0.08 0.16 0.30 0.56 0.90 1.46 1.65 3.67 0.69 0.49 0.44-0.55 
Ex (236) 0.16 0.23 0.37 0.63 1.04 1.69 2.33 7.38 0.85 0.61 0.55-0.68 

Alcohol (1315)            
No (572) 0.15 0.20 0.35 0.58 0.91 1.44 1.76 7.38 0.73 0.55 0.51-0.59 
Yes (743) 0.13 0.19 0.35 0.61 1.00 1.56 2.00 5.13 0.78 0.56 0.53-0.60 

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
* p≤0.001, Mann-Whitney or Kruskal-Wallis tests 
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Figure A10. Mercury: GM concentrations in different classes 
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MOLYBDENUM (Mo) 

Table A11. Molybdenum: concentrations (μg/L) in adults (18-65 years) in Italy  

Class   
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 0.31, N<LoD: 0)          

Total (1423) 0.69 0.79 0.99 1.22 1.52 1.79 2.05 5.13 1.28 1.21 1.19-1.23 

Gender (1423)            
Male (953) 0.70 0.80 0.99 1.24 1.53 1.78 2.04 4.02 1.29 1.22 1.19-1.24 
Female (470) 0.67 0.78 0.97 1.21 1.51 1.81 2.08 5.13 1.27 1.20 1.16-1.24 

Age, years (1423)            
18-35 (516) 0.70 0.80 0.98 1.23 1.56 1.86 2.10 4.02 1.31 1.23 1.20-1.27 
36-50 (582) 0.71 0.78 1.00 1.25 1.52 1.75 1.96 3.63 1.72 1.21 1.18-1.24 
51-65 (325) 0.63 0.78 0.97 1.19 1.46 1.75 2.06 5.13 1.25 1.18 1.14-1.22 

Smoking (1389)            
No (831) 0.69 0.81 1.01 1.25 1.54 1.82 2.05 5.13 1.30 1.23 1.20-1.26 
Yes (315) 0.67 0.77 0.96 1.20 1.46 1.72 2.09 2.90 1.25 1.18 1.14-1.23 
Ex (243) 0.70 0.78 0.95 1.20 1.51 1.78 1.94 3.20 1.25 1.19 1.14-1.24 

Alcohol (1384)*            
No (617) 0.71 0.83 1.04 1.26 1.54 1.79 2.03 3.63 1.31 1.24 1.21-1.28 
Yes (767) 0.68 0.78 0.95 1.19 1.49 1.78 2.09 5.13 1.26 1.19 1.16-1.22 

SERUM (LoD 0.05, N<LoD: 0)          

Total (1344) 0.43 0.53 0.68 0.90 1.17 1.48 1.83 9.21 0.90 0.89 0.87-0.91 

Gender (1344)            
Male (890) 0.42 0.51 0.66 0.89 1.16 1.48 1.86 7.13 0.97 0.88 0.85-0.90 
Female (454) 0.48 0.56 0.71 0.93 1.19 1.49 1.77 9.21 1.01 0.92 0.89-0.96 

Age, years (1344)             
18-35 (479) 0.49 0.56 0.70 0.92 1.15 1.48 1.85 2.90 0.99 0.91 0.88-0.95 
36-50 (558) 0.45 0.54 0.69 0.90 1.19 1.49 1.81 9.21 1.01 0.91 0.87-0.94 
51-65 (307) 0.37 0.45 0.63 0.84 1.15 1.47 1.83 7.13 0.94 0.83 0.79-0.88 

Smoking (1319)**            
No (783) 0.46 0.54 0.70 0.91 1.19 1.49 1.87 9.21 1.01 0.92 0.89-0.94 
Yes (300) 0.48 0.57 0.69 0.90 1.15 1.49 1.78 7.13 1.00 0.90 0.86-0.94 
Ex (236) 0.33 0.43 0.61 0.83 1.10 1.38 1.53 3.91 0.89 0.80 0.75-0.85 

Alcohol (1315)*            
No (572) 0.49 0.58 0.73 0.96 1.21 1.51 1.85 9.21 1.04 0.95 0.92-0.98 
Yes (743) 0.40 0.49 0.65 0.85 1.10 1.42 1.80 7.13 0.94 0.85 0.82-0.87 

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
* p≤0.001, Mann-Whitney or Kruskal-Wallis tests 
** p≤0.01, Mann-Whitney or Kruskal-Wallis tests 
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Figure A11. Molybdenum: GM concentrations in different classes 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

total male female 18-35  36-50 51-65 no yes ex no yes     

G
M

 w
it

h
95

%
 C

I
(μ

g
/L

)

years smoke alcohol

BLOOD

SERUM

G
M

 w
it

h
95

%
 C

I
(μ

g
/L

)

gender

total male female 18-35  36-50 51-65 no yes ex no yes     
years smoke alcoholgender

1.00

1.05

1.10

1.15

1.20

1.25

1.30

1.00

1.05

1.10

1.15

1.20

1.25

1.30

0.60

0.70

0.80

0.90

1.00



Rapporti ISTISAN 11/9 

NICKEL (Ni) 

Table A12. Nicke:l concentrations (μg/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 0.35, N<LoD: 80)          

Total (1422) <LoD 0.41 0.58 0.90 1.38 1.95 2.62 50.5 1.23 0.89 0.86-0.92 

Gender (1422)            
Male (952) <LoD 0.41 0.58 0.90 1.38 2.02 2.61 50.5 1.27 0.89 0.85-0.94 
Female (470) <LoD 0.42 0.57 0.89 1.39 1.86 2.65 36.6 1.16 0.88 0.83-0.94 

Age, years (1422)            
18-35 (516) <LoD 0.42 0.60 0.90 1.36 1.88 2.46 32.8 1.13 0.88 0.84-0.94 
36-50 (581) 0.35 0.42 0.56 0.86 1.34 1.89 2.73 47.8 1.21 0.88 0.83-0.93 
51-65 (325) <LoD 0.38 0.55 0.93 1.45 2.38 3.01 50.5 1.43 0.91 0.84-1.00 

Smoking (1388)            
No (830) <LoD 0.41 0.58 0.91 1.40 1.97 2.72 50.5 1.32 0.90 0.86-0.95 
Yes (315) <LoD 0.39 0.55 0.89 1.32 1.81 2.51 7.07 1.07 0.85 0.79-0.92 
Ex (243) 0.36 0.43 0.61 0.89 1.43 2.15 2.78 10.1 1.15 0.90 0.83-0.95 

Alcohol (1383)            
No (617) 0.37 0.43 0.56 0.90 1.35 1.77 2.46 36.6 1.12 0.88 0.84-0.92 
Yes (766) <LoD 0.39 0.58 0.89 1.41 2.30 3.01 50.5 1.33 0.90 0.85-0.95 

SERUM (LoD 0.03, N<LoD: 19)          

Total (1343) 0.09 0.14 0.27 0.39 0.58 0.82 0.94 10.5 0.45 0.35 0.34-0.37 

Gender (1343)            
Male (889) 0.07 0.12 0.26 0.39 0.55 0.82 0.95 10.5 0.45 0.34 0.33-0.36 
Female (454) 0.09 0.17 0.28 0.39 0.61 0.81 0.90 1.56 0.45 0.37 0.35-0.40 

Age, years (1343)             
18-35 (479) 0.09 0.15 0.26 0.38 0.57 0.81 0.95 10.5 0.46 0.35 0.33-0.38 
36-50 (558) 0.08 0.13 0.27 0.39 0.58 0.84 0.98 9.74 0.46 0.35 0.33-0.38 
51-65 (306) 0.09 0.17 0.27 0.40 0.58 0.79 0.85 2.03 0.44 0.36 0.34-0.39 

Smoking (1318)            
No (782) 0.09 0.14 0.27 0.39 0.57 0.82 0.95 10.5 0.45 0.35 0.34-0.37 
Yes (300) 0.08 0.13 0.27 0.40 0.62 0.83 0.95 9.74 0.48 0.36 0.33-0.40 
Ex (236) 0.07 0.14 0.26 0.39 0.56 0.76 0.88 1.33 0.42 0.34 0.31-0.38 

Alcohol (1314)*            
No (572) 0.13 0.18 0.29 0.41 0.60 0.82 0.99 9.74 0.48 0.39 0.37-0.41 
Yes (742) 0.07 0.11 0.25 0.38 0.55 0.81 0.90 10.5 0.44 0.33 0.31-0.35 

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
* p≤0.001, Mann-Whitney or Kruskal-Wallis tests 
 

 66



Rapporti ISTISAN 11/9 

 67

 
 
 

 

Figure A12. Nickel: GM concentrations in different classes 
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PALLADIUM (Pd) 

Table A13. Palladium: concentrations (ng/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 15.0, N<LoD: 125)          

Total (1423) <LoD 15.5 19.4 25.2 32.2 40.7 47.6 390 26.9 24.0 23.4-24.6 

Gender (1423)            
Male (953) <LoD 15.6 19.8 25.4 32.4 41.0 49.1 390 27.4 24.4 23.6-25.2 
Female (470) <LoD 15.2 18.7 24.7 31.5 39.6 45.3 79.0 25.7 23.2 22.2-24.2 

Age, years (1423)            
18-35 (516) <LoD 15.4 19.2 25.5 32.2 40.0 46.4 111 26.6 24.0 22.9-25.0 
36-50 (582) <LoD 15.5 19.9 25.1 32.2 40.8 49.7 207 26.9 24.1 23.2-25.1 
51-65 (325) <LoD 15.6 18.9 25.0 32.1 41.2 47.3 390 27.2 23.8 22.6-25.1 

Smoking (1389)            
No (831) <LoD 15.5 19.7 25.3 32.4 40.6 47.5 207 26.8 24.1 23.3-24.9 
Yes (315) <LoD 16.3 19.1 24.6 31.3 40.9 47.3 75.7 26.3 24.1 22.9-25.3 
Ex (243) <LoD <LoD 19.4 25.6 34.2 41.1 51.3 390 28.2 23.9 22.3-25.7 

Alcohol (1384)            
No (617) <LoD 15.4 19.3 25.4 31.9 40.2 44.4 207 26.4 23.8 22.9-24.7 
Yes (767) <LoD 15.7 19.6 25.2 32.6 41.3 50.7 390 27.4 24.3 23.5-25.2 

SERUM (LoD 2.85, N<LoD: 40)          

Total (1343) 3.69 5.00 7.32 11.2 16.0 22.5 29.4 130.5 12.9 10.6 10.2-10.9 

Gender (1343)*            
Male (889) 4.05 5.15 7.89 11.7 17.0 24.4 31.5 64.8 13.7 11.2 10.8-11.8 
Female (454) 3.07 4.30 6.44 9.70 14.6 19.3 24.2 130.5 11.4 9.36 8.81-9.95 

Age, years (1343)*            
18-35 (479) 3.18 4.59 6.65 10.0 15.0 20.3 25.5 64.8 11.7 9.68 9.13-10.3 
36-50 (558) 4.34 5.52 7.79 11.6 16.7 24.4 30.6 63.9 13.6 11.2 10.6-11.8 
51-65 (306) 3.02 4.69 7.75 11.9 17.1 23.4 30.2 130.5 13.6 10.9 10.1-11.8 

Smoking (1318)            
No (782) 3.77 5.02 7.32 10.8 15.8 21.7 29.0 64.8 12.7 10.5 10.0-10.9 
Yes (300) 3.93 5.04 7.26 10.9 15.6 21.0 26.3 50.1 12.4 10.3 9.64-11.1 
Ex (236) <LoD 4.87 7.97 12.5 18.5 27.4 36.0 130.5 14.8 11.5 10.5-12.7 

Alcohol (1314)            
No (572) 4.24 5.60 7.80 11.3 16.0 22.2 28.9 130.5 13.2 11.0 10.2-11.5 
Yes (742) 3.13 4.65 7.16 11.1 16.3 23.1 30.1 64.8 12.8 10.4 9.86-10.9 

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
* p≤0.001, Mann-Whitney or Kruskal-Wallis tests 
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Figure A13. Palladium: GM concentrations in different classes 
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PLATINUM (Pt) 

Table A14. Platinum: concentrations (ng/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 5.00, N<LoD: 59)          

Total (1423) 5.28 6.88 10.2 15.1 20.6 27.3 31.6 95.0 16.4 14.1 13.6-14.5 

Gender (1423)*            
Male (953) 5.56 7.49 10.8 16.0 21.7 28.7 35.1 95.0 17.5 14.9 14.4-15.5 
Female (470) <LoD 6.49 9.26 13.9 18.9 23.4 28.3 57.7 14.5 12.5 11.8-13.2 

Age, years (1423)            
18-35 (516) 7.50 15.4 19.2 25.5 32.2 40.0 46.4 95.0 17.2 14.7 14.0-15.5 
36-50 (582) 7.50 15.5 19.9 25.1 32.2 40.8 49.7 56.8 16.2 14.1 13.5-14.8 
51-65 (325) 7.50 15.6 18.9 25.0 32.1 41.2 47.3 75.5 15.5 12.9 12.0-13.8 

Smoking (1389)            
No (831) 5.33 6.86 10.2 15.1 20.3 26.3 30.2 75.5 16.1 13.9 13.4-14.5 
Yes (315) <LoD 7.32 10.2 14.8 20.1 27.7 33.8 95.0 16.4 14.0 13.1-14.9 
Ex (243) 5.13 6.23 9.62 15.6 21.8 30.2 37.9 74.6 17.2 14.3 13.2-15.5 

Alcohol (1384)**            
No (617) 5.06 6.64 9.86 14.5 19.5 24.4 28.6 74.6 15.3 13.3 12.7-13.9 
Yes (767) 5.27 7.13 10.3 15.6 21.8 29.6 35.5 95.0 17.2 14.6 14.0-15.2 

SERUM (LoD 0.74, N<LoD: 6)          

Total (1344) 1.64 2.21 3.62 5.64 7.97 10.8 13.3 475 6.79 5.23 5.04-5.42 

Gender (1344)            
Male (890) 1.58 2.14 3.44 5.50 7.94 10.8 13.7 475 6.94 5.14 4.91-5.38 
Female (454) 1.74 2.30 3.93 5.87 8.12 10.8 12.5 60.6 6.50 5.41 5.10-5.73 

Age, years (1344)             
18-35 (479) 1.63 2.31 3.77 5.66 8.52 11.6 14.1 60.6 6.76 5.40 5.08-5.75 
36-50 (558) 1.51 2.17 3.60 5.85 8.03 10.6 13.0 475 7.15 5.23 4.94-5.54 
51-65 (307) 1.74 2.19 3.35 5.13 7.41 9.69 12.6 121 6.19 4.96 4.62-5.31 

Smoking (1319)            
No (783) 1.70 2.30 3.75 5.79 8.30 11.0 13.5 475 7.14 5.38 5.13-5.64 
Yes (300) 1.83 2.42 3.73 5.81 7.89 10.4 12.4 32.4 6.40 5.32 4.95-5.72 
Ex (236) 1.32 1.78 2.88 5.18 7.87 10.6 13.3 121 6.28 4.66 4.24-5.13 

Alcohol (1315)*            
No (572) 2.00 2.56 4.27 6.15 8.67 11.6 14.4 60.6 7.05 5.88 5.60-6.19 
Yes (743) 1.43 1.96 3.22 5.09 7.55 10.4 12.5 475 6.62 4.77 4.53-5.02 

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
* p≤0.001, Mann-Whitney or Kruskal-Wallis tests 
** p≤0.01, Mann-Whitney or Kruskal-Wallis tests 

 70



Rapporti ISTISAN 11/9 

 71

 
 
 

 

Figure A14. Platinum: GM concentrations in different classes 
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RHODIUM (Rh) 

Table A15. Rhodium: concentrations (ng/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 15.0, N<LoD: 220)          

Total (1423) <LoD <LoD 16.2 18.9 24.0 28.8 32.2 59.3 19.6 18.0 17.6-18.4 

Gender (1423)*            
Male (953) <LoD <LoD 15.8 18.5 22.9 28.3 31.0 46.0 18.9 17.3 16.8-17.8 
Female (470) <LoD <LoD 16.7 19.8 25.5 30.5 33.6 59.3 21.0 19.5 18.8-20.2 

Age, years (1423)            
18-35 (516) <LoD <LoD 16.3 19.3 24.7 30.3 33.8 59.3 20.3 18.7 18.0-19.4 
36-50 (582) <LoD <LoD 16.1 18.8 24.0 29.0 31.8 51.9 19.4 17.8 17.2-18.4 
51-65 (325) <LoD <LoD 15.9 18.3 22.8 27.0 29.6 38.7 18.7 17.3 16.6-18.2 

Smoking (1389)            
No (831) <LoD <LoD 16.2 19.2 24.4 29.6 32.4 59.3 19.9 18.3 17.8-18.9 
Yes (315) <LoD <LoD 15.9 18.5 22.9 27.0 29.8 40.7 18.8 17.4 16.6-18.2 
Ex (243) <LoD <LoD 16.0 18.2 23.1 28.6 32.2 51.9 19.0 17.4 16.4-18.4 

Alcohol (1384)*            
No (617) <LoD <LoD 16.5 19.7 25.0 29.9 33.1 59.3 20.4 18.9 18.3-19.5 
Yes (767) <LoD <LoD 15.8 18.3 22.6 28.3 30.8 59.2 18.8 17.2 16.7-17.7 

SERUM (LoD 2.05, N<LoD: 32)          

Total (1343) 3.21 4.29 6.56 10.2 14.1 18.8 23.1 56.4 11.1 9.28 8.97-9.60 

Gender (1343)*            
Male (889) 2.98 3.98 6.17 9.73 13.2 16.9 19.7 56.4 10.3 8.73 8.38-9.10 
Female (454) 3.86 4.86 7.36 11.0 15.6 22.9 27.3 43.0 12.5 10.4 9.84-11.1 

Age, years (1343)             
18-35 (479) 2.81 3.97 6.31 10.0 14.4 19.3 25.0 56.4 11.1 9.07 8.52-9.66 
36-50 (558) 3.36 4.32 6.73 10.1 13.8 18.8 21.8 43.0 11.0 9.34 8.89-9.82 
51-65 (306) 3.60 4.63 6.79 10.6 14.0 18.4 21.7 47.8 11.1 9.48 8.85-10.2 

Smoking (1318)            
No (782) 2.95 4.20 6.55 10.3 14.0 19.0 24.5 56.4 11.2 9.27 8.85-9.71 
Yes (300) 3.35 4.42 6.47 10.2 14.7 18.5 21.3 33.7 11.0 9.32 8.68-10.0 
Ex (236) 3.34 4.26 6.88 9.74 13.2 18.9 21.3 47.8 10.8 9.28 8.61-10.0 

Alcohol (1314)            
No (572) 3.33 4.24 6.57 10.2 14.3 19.3 24.2 56.4 11.2 9.33 8.85-9.84 
Yes (742) 3.16 4.30 6.50 10.2 13.9 18.4 21.8 47.8 11.0 9.23 8.82-9.67 

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
* p≤0.001, Mann-Whitney or Kruskal-Wallis tests 
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Figure A15. Rhodium: GM concentrations in different classes 
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THALLIUM (Tl) 

Table A16. Thallium: concentrations (μg/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 0.015, N<LoD: 21)          

Total (1423) 0.018 0.020 0.026 0.034 0.048 0.074 0.098 0.74 0.045 0.037 0.035-0.038

Gender (1423)            
Male (953) 0.017 0.020 0.026 0.034 0.048 0.073 0.095 0.47 0.043 0.036 0.035-0.037
Female (470) 0.018 0.021 0.025 0.033 0.049 0.077 0.121 0.74 0.049 0.037 0.035-0.039

Age, years (1423)            
18-35 (516) 0.018 0.021 0.026 0.034 0.050 0.079 0.106 0.74 0.048 0.038 0.036-0.040
36-50 (582) 0.018 0.020 0.026 0.034 0.048 0.073 0.093 0.47 0.043 0.036 0.035-0.038
51-65 (325) 0.017 0.019 0.024 0.033 0.048 0.073 0.113 0.37 0.043 0.035 0.033-0.037

Smoking (1389)            
No (831) 0.017 0.020 0.026 0.035 0.050 0.077 0.097 0.62 0.045 0.037 0.036-0.038
Yes (315) 0.018 0.020 0.025 0.032 0.045 0.073 0.105 0.69 0.045 0.035 0.033-0.038
Ex (243) 0.017 0.020 0.025 0.030 0.043 0.070 0.094 0.74 0.043 0.034 0.032-0.037

Alcohol (1384)*            
No (617) 0.018 0.020 0.026 0.036 0.056 0.080 0.103 0.69 0.049 0.039 0.037-0.040
Yes (767) 0.017 0.020 0.025 0.031 0.044 0.065 0.092 0.74 0.041 0.034 0.033-0.036

SERUM (LoD 0.005, N<LoD: 1)          

Total (1344) 0.012 0.014 0.018 0.024 0.034 0.050 0.071 1.79 0.034 0.026 0.025-0.026

Gender (1344)            
Male (890) 0.012 0.014 0.018 0.024 0.034 0.049 0.066 1.79 0.031 0.025 0.024-0.026
Female (454) 0.013 0.014 0.019 0.024 0.035 0.057 0.090 1.51 0.038 0.027 0.025-0.028

Age, years (1344)             
18-35 (479) 0.013 0.014 0.018 0.024 0.035 0.050 0.072 1.79 0.035 0.026 0.025-0.027
36-50 (558) 0.012 0.014 0.018 0.024 0.034 0.050 0.065 1.51 0.032 0.026 0.024-0.027
51-65 (307) 0.010 0.013 0.017 0.023 0.033 0.052 0.085 0.62 0.034 0.025 0.023-0.027

Smoking (1319)*            
No (783) 0.012 0.014 0.019 0.025 0.036 0.055 0.072 0.62 0.032 0.027 0.025-0.028
Yes (300) 0.010 0.014 0.017 0.023 0.030 0.046 0.084 1.79 0.036 0.024 0.023-0.026
Ex (236) 0.012 0.014 0.017 0.021 0.030 0.046 0.065 1.51 0.034 0.024 0.022-0.026

Alcohol (1315)*            
No (572) 0.012 0.014 0.019 0.026 0.039 0.056 0.078 1.51 0.036 0.028 0.026-0.029
Yes (743) 0.012 0.014 0.017 0.022 0.030 0.047 0.066 1.79 0.031 0.024 0.023-0.025

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
* p≤0.001, Mann-Whitney or Kruskal-Wallis tests 
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Figure A16. Thallium: GM concentrations in different classes 
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TIN (Sn) 

Table A17. Tin: concentrations (μg/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 0.095, N<LoD: 32)          

Total (1423) 0.124 0.169 0.289 0.501 0.975 1.754 2.250 86.5 1.261 0.539 0.512-0.568

Gender (1423)            
Male (953) 0.130 0.172 0.286 0.524 0.976 1.825 2.255 86.5 1.305 0.552 0.518-0.588
Female (470) 0.109 0.164 0.296 0.476 0.963 1.725 2.164 57.1 1.172 0.514 0.469-0.563

Age, years (1423)            
18-35 (516) 0.129 0.171 0.292 0.489 0.997 1.667 2.218 70.3 1.019 0.527 0.486-0.571
36-50 (582) 0.116 0.158 0.280 0.504 0.926 1.725 2.145 42.8 0.912 0.506 0.468-0.547
51-65 (325) 0.142 0.184 0.299 0.511 1.111 1.992 3.206 86.5 2.270 0.625 0.552-0.708

Smoking (1389)            
No (831) 0.130 0.181 0.291 0.496 0.948 1.696 2.222 86.5 1.240 0.534 0.500-0.570
Yes (315) 0.109 0.145 0.272 0.458 0.866 1.705 2.089 48.0 1.102 0.488 0.437-0.546
Ex (243) 0.132 0.176 0.299 0.557 1.305 2.067 3.075 43.5 1.514 0.610 0.531-0.700

Alcohol (1384)            
No (617) 0.129 0.164 0.272 0.473 0.893 1.650 2.107 78.1 1.183 0.507 0.469-0.547
Yes (767) 0.120 0.177 0.299 0.521 1.012 1.920 2.292 86.5 1.320 0.561 0.522-0.603

SERUM (LoD 0.06, N<LoD: 23)          

Total (1344) 0.11 0.14 0.21 0.34 0.51 0.85 1.27 5.19 0.46 0.34 0.32-0.35 

Gender (1344)*            
Male (890) 0.11 0.15 0.23 0.36 0.56 0.94 1.37 5.19 0.49 0.36 0.34-0.38 
Female (454) 0.10 0.13 0.19 0.30 0.46 0.75 1.15 3.37 0.40 0.30 0.28-0.32 

Age, years (1344)             
18-35 (479) 0.11 0.14 0.21 0.32 0.48 0.75 1.20 4.28 0.43 0.32 0.30-0.34 
36-50 (558) 0.11 0.14 0.21 0.34 0.51 0.82 1.14 5.19 0.45 0.34 0.32-0.36 
51-65 (307) 0.09 0.14 0.23 0.36 0.62 1.07 1.52 4.72 0.53 0.37 0.33-0.41 

Smoking (1319)**            
No (783) 0.11 0.14 0.21 0.32 0.49 0.85 1.19 5.19 0.44 0.33 0.31-0.34 
Yes (300) 0.11 0.13 0.21 0.33 0.52 0.80 1.21 4.28 0.44 0.34 0.31-0.36 
Ex (236) 0.10 0.16 0.25 0.39 0.60 0.93 1.48 3.79 0.52 0.38 0.34-0.42 

Alcohol (1315)            
No (572) 0.11 0.14 0.21 0.32 0.46 0.75 1.10 3.11 0.41 0.32 0.30-0.34 
Yes (743) 0.11 0.14 0.21 0.35 0.57 0.94 1.40 5.19 0.49 0.35 0.33-0.37 

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
* p≤0.001, Mann-Whitney or Kruskal-Wallis tests 
** p≤0.01, Mann-Whitney or Kruskal-Wallis tests  
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Figure A17. Tin: GM concentrations in different classes 
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TUNGSTEN (W) 

Table A18. Tungsten: concentrations (μg/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 0.005, N<LoD: 1)          

Total (1423) 0.011 0.014 0.019 0.027 0.039 0.059 0.075 5.14 0.038 0.028 0.027-0.029

Gender (1423)*            
Male (953) 0.012 0.014 0.019 0.028 0.041 0.063 0.082 0.63 0.036 0.029 0.028-0.030
Female (470) 0.010 0.013 0.018 0.025 0.035 0.053 0.066 5.14 0.044 0.026 0.025-0.028

Age, years (1423)*            
18-35 (516) 0.012 0.015 0.021 0.030 0.043 0.065 0.085 5.14 0.047 0.031 0.029-0.033
36-50 (582) 0.012 0.014 0.018 0.026 0.037 0.057 0.072 0.93 0.034 0.027 0.026-0.028
51-65 (325) 0.010 0.013 0.017 0.025 0.037 0.055 0.066 0.29 0.031 0.025 0.024-0.027

Smoking (1389)            
No (831) 0.011 0.014 0.019 0.027 0.038 0.058 0.070 0.93 0.036 0.028 0.027-0.029
Yes (315) 0.011 0.014 0.018 0.026 0.040 0.067 0.076 0.14 0.033 0.028 0.026-0.029
Ex (243) 0.011 0.014 0.019 0.028 0.043 0.063 0.084 5.14 0.056 0.030 0.027-0.032

Alcohol (1384)            
No (617) 0.012 0.014 0.020 0.027 0.037 0.058 0.069 0.39 0.033 0.028 0.026-0.029
Yes (767) 0.011 0.014 0.018 0.027 0.041 0.062 0.082 5.14 0.043 0.290 0.027-0.030

SERUM (LoD 0.019, N<LoD: 2)          

Total (1344) 0.055 0.064 0.079 0.102 0.138 0.190 0.235 0.570 0.117 0.106 0.103-0.108

Gender (1344)**            
Male (890) 0.057 0.066 0.079 0.104 0.142 0.200 0.247 0.570 0.121 0.109 0.106-0.112
Female (454) 0.052 0.061 0.079 0.098 0.132 0.175 0.195 0.370 0.109 0.100 0.096-0.104

Age, years (1344)             
18-35 (479) 0.055 0.063 0.080 0.107 0.145 0.191 0.216 0.350 0.118 0.108 0.104-0.112
36-50 (558) 0.057 0.066 0.079 0.101 0.138 0.192 0.250 0.570 0.119 0.107 0.103-0.111
51-65 (307) 0.049 0.061 0.074 0.099 0.127 0.186 0.243 0.420 0.113 0.101 0.096-0.106

Smoking (1319)            
No (783) 0.057 0.066 0.081 0.103 0.139 0.191 0.232 0.490 0.118 0.108 0.104-0.111
Yes (300) 0.056 0.064 0.079 0.105 0.142 0.196 0.240 0.570 0.121 0.108 0.102-0.114
Ex (236) 0.049 0.058 0.074 0.099 0.131 0.175 0.219 0.420 0.111 0.100 0.094-0.105

Alcohol (1315)*            
No (572) 0.057 0.067 0.085 0.110 0.146 0.198 0.250 0.570 0.125 0.114 0.109-0.117
Yes (743) 0.053 0.064 0.076 0.098 0.130 0.181 0.216 0.490 0.111 0.101 0.097-0.104

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
* p≤0.001, Mann-Whitney or Kruskal-Wallis tests 
** p≤0.01, Mann-Whitney or Kruskal-Wallis tests  
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Figure A18. Tungsten: GM concentrations in different classes 
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URANIUM (U) 

Table A19. Uranium: concentrations (μg/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 0.0015, N<LoD: 32)          

Total (1423) 0.0018 0.0026 0.0042 0.0059 0.0083 0.0115 0.0140 0.0898 0.0068 0.0057 0.0055-0.0058

Gender (1423)*            
Male (953) 0.0017 0.0024 0.0040 0.0058 0.0084 0.0117 0.0142 0.0436 0.0067 0.0056 0.0053-0.0058
Female (470) 0.0021 0.0032 0.0046 0.0061 0.0080 0.0108 0.0138 0.0898 0.0069 0.0059 0.0056-0.0062

Age, years (1423)*            
18-35 (516) 0.0020 0.0030 0.0048 0.0064 0.0083 0.0116 0.0142 0.0898 0.0072 0.0061 0.0057-0.0064
36-50 (582) 0.0020 0.0025 0.0041 0.0059 0.0084 0.0113 0.0139 0.0436 0.0066 0.0056 0.0053-0.0059
51-65 (325) 0.0016 0.0022 0.0037 0.0053 0.0081 0.0118 0.0139 0.0420 0.0063 0.0052 0.0048-0.0055

Smoking (1389)            
No (831) 0.0020 0.0029 0.0046 0.0061 0.0083 0.0113 0.0139 0.0898 0.0070 0.0059 0.0057-0.0061
Yes (315) 0.0016 0.0026 0.0040 0.0059 0.0083 0.0115 0.0148 0.0242 0.0065 0.0055 0.0051-0.0059
Ex (243) 0.0016 0.0021 0.0034 0.0054 0.0083 0.0125 0.0152 0.0436 0.0066 0.0052 0.0047-0.0057

Alcohol (1384)            
No (617) 0.0023 0.0033 0.0046 0.0061 0.0083 0.0113 0.0138 0.0898 0.0070 0.0060 0.0057-0.0063
Yes (767) 0.0017 0.0022 0.0039 0.0058 0.0083 0.0120 0.0145 0.0436 0.0066 0.0054 0.0052-0.0057

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
* p≤0.001, Mann-Whitney or Kruskal-Wallis tests 
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Figure A19. Uranium: GM concentrations in different classes 
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VANADIUM (V) 

Table A20. Vanadium: concentrations (μg/L) in adults (18-65 years) in Italy  

Class  
(sample size) 

P5 P10 P25 P50 P75 P90 P95 MAX AM GM CI-GM 

          

BLOOD (LoD 0.024, N<LoD: 28)          

Total (1423) 0.027 0.030 0.045 0.067 0.092 0.120 0.146 1.41 0.076 0.064 0.062-0.066

Gender (1423)            
Male (953) 0.026 0.030 0.043 0.067 0.093 0.123 0.146 1.22 0.075 0.063 0.061-0.066
Female (470) 0.027 0.031 0.047 0.069 0.090 0.114 0.145 1.41 0.080 0.065 0.062-0.069

Age, years (1423)**            
18-35 (516) 0.028 0.032 0.050 0.072 0.092 0.118 0.151 1.41 0.082 0.068 0.064-0.071
36-50 (582) 0.025 0.030 0.043 0.065 0.093 0.120 0.138 1.06 0.074 0.062 0.059-0.065
51-65 (325) 0.027 0.030 0.041 0.061 0.087 0.121 0.167 0.55 0.072 0.061 0.058-0.065

Smoking (1389)*            
No (831) 0.027 0.031 0.046 0.069 0.094 0.124 0.152 1.22 0.080 0.066 0.063-0.069
Yes (315) 0.027 0.030 0.043 0.063 0.088 0.117 0.133 0.38 0.070 0.062 0.058-0.065
Ex (243) 0.025 0.029 0.039 0.060 0.082 0.105 0.137 1.41 0.070 0.058 0.054-0.062

Alcohol (1384)*            
No (617) 0.028 0.034 0.050 0.073 0.096 0.127 0.151 1.22 0.082 0.069 0.066-0.072
Yes (767) 0.026 0.030 0.040 0.060 0.086 0.112 0.140 1.410 0.071 0.059 0.057-0.062

SERUM (LoD 0.015, N<LoD: 4)          

Total (1343) 0.019 0.022 0.032 0.043 0.059 0.085 0.115 0.78 0.052 0.044 0.043-0.045

Gender (1343)*            
Male (889) 0.020 0.023 0.033 0.045 0.060 0.091 0.131 0.34 0.053 0.046 0.044-0.047
Female (454) 0.018 0.021 0.030 0.040 0.052 0.078 0.095 0.78 0.048 0.040 0.038-0.042

Age, years (1343)             
18-35 (479) 0.020 0.023 0.033 0.044 0.059 0.085 0.115 0.78 0.053 0.044 0.042-0.046
36-50 (558) 0.020 0.024 0.033 0.044 0.060 0.081 0.110 0.31 0.051 0.044 0.042-0.046
51-65 (306) 0.015 0.020 0.029 0.042 0.059 0.091 0.137 0.43 0.052 0.042 0.039-0.045

Smoking (1318)            
No (782) 0.020 0.023 0.032 0.042 0.055 0.077 0.100 0.78 0.050 0.043 0.041-0.044
Yes (300) 0.017 0.020 0.034 0.045 0.062 0.095 0.125 0.31 0.054 0.046 0.043-0.049
Ex (236) 0.015 0.020 0.030 0.045 0.061 0.106 0.148 0.43 0.056 0.046 0.042-0.049

Alcohol (1314)            
No (572) 0.020 0.025 0.033 0.045 0.060 0.082 0.106 0.78 0.053 0.045 0.043-0.047
Yes (742) 0.017 0.020 0.030 0.043 0.059 0.090 0.129 0.44 0.051 0.043 0.041-0.045

N: number of cases; 
P5, P10, P25, P50, P75, P90, P95 = percentiles;  
MAX = maximum value;  
AM = arithmetic mean;  
GM = geometric mean;  
CI-GM = approximate 95% confidence interval for GM. 
 
* p≤0.001, Mann-Whitney or Kruskal-Wallis tests 
** p≤0.01, Mann-Whitney or Kruskal-Wallis tests  

 82



Rapporti ISTISAN 11/9 

 83

 
 
 

 

Figure A20. Vanadium: GM concentrations in different classes 
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