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Recommendation from the Scientific Committee on
Occupational Exposure Limits:
Risk assessment for Hexavalent Chromium

8 hour TWA:

-

STEL (15 mins):

-

Additional classification:

Excess Cases of Lung Cancer*
Excess lung cancer cases per
Exposure (Working Lifetime
1000 male workers
to a range of Crvi compounds)
5-28

50 µg/m3

2-14

25 µg/m3

1-6

10 µg/m3

0,5-3

5 µg/m3

0,1-0,6

1 µg/m3

* see Table 4 on page 30 for details.
EU Classification:
Chromium (VI) compounds (with the exception of barium chromate and of
compounds specified elsewhere in Annex1 of the Directive):
Carc Cat 2 : R49 May cause cancer by inhalation.,
R43 May cause sensitization by skin contact; R50-53 Very toxic to aquatic organisms, may
cause long-term adverse effects in the aquatic environment.

Chromium (VI) trioxide:
O; R9 Explosive when mixed with combustible material.
Carc. Cat. 1; R45 May cause cancer.
Muta. Cat. 2; R46 May cause heritable genetic damage.
Repr. Cat. 3; R62 Possible risk of impaired fertility.
T+; R26 Very toxic by inhalation.
T; R24/25-48/23 Toxic in contact with skin and if swallowed. Toxic: danger of serious
damage to health by prolonged exposure through inhalation.
C; R35 Causes severe burns.
R42/43 May cause sensitization by inhalation and skin contact.
N; R50-53 Very toxic to aquatic organisms, may cause long-term adverse effects in the
aquatic environment.
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Substance identification:
Hexavalent chromium compounds are one of a number of oxidation states in which
chromium occurs. Chromates and dichromates exist as a wide variety of compounds
with 20 to 30 being of major industrial importance. These include, ammonium
chromate and dichromate, barium chromate, calcium chromate and dihydrate, chromic
chromate, chromium (IV) chloride, chromium trioxide (chromic acid), chromyl
chloride, lead chromates, molybdenum orange (PbCrO4PbMoO4Pb.SO4Al2O3),
potassium chromate and dichromate, sodium chromate and dichromate and zinc
chromates. The solubility of chromates varies widely and ranges from virtually
insoluble to highly soluble. The various uses of the term solubility have caused much
confusion and to harmonise discussions and classification it has been proposed (Cross
et al, 1997) that the water solubility of hexavalent chromium compounds can be
defined as: poorly soluble (<1g/l), sparingly soluble (1-10g/l); highly soluble
(>100g/l). Thus, poorly soluble includes lead and barium chromate, sparingly soluble
includes strontium, calcium and zinc chromate and highly soluble would include
sodium and potassium chromates and dichromate.

Occurrence and Use:
Hexavalent compounds, with the exception of some small amounts in minerals, do not
occur naturally in the environment but are formed from trivalent chromium during
chromate-production processes. The starting point for all hexavalent compounds is
chromite ore, which contains trivalent chromic oxide and this is oxidised to sodium
chromate during kiln roasting in the chromate-producing industry. This is the usual
starting material for all other hexavalent compounds. Apart from in the chromateproducing industry, occupational exposure may occur in the production of
ferrochromium alloys and chromium metal, production and welding of stainless
steels, metal finishing processes (chromium plating) and the manufacture and use of
chromium chemicals. These latter include corrosion inhibitors (strontium, calcium,
zinc and barium chromates); pigments in paints and in metal primers (lead and zinc
chromates and molybdenum orange); wood preservatives (sodium and potassium
chromates and chromium trioxide); dye mordants, catalyst and leather tanning
(ammonium, sodium and potassium chromate). It should be noted that within the
European Community, leather tanneries invariably use basic trivalent chromium
sulphate, which contains no measurable hexavalent chromium. Some hexavalent
chromium is present in cement as a contaminant arising from its manufacture and
possibly from the clinker or gypsum constituents, or from the kiln dust during the
firing stage which comes from chromium-containing refractories. The hexavalent
form is, however, reduced to the trivalent form by the addition of ferrous sulphate to
the cement.
Occupational exposure can be to a simultaneous number of different hexavalent
compounds, depending on the industry, and in some industries can be further
complicated by exposure to both trivalent and hexavalent compounds. The chromateproducing industry is an example of this. Such mixed exposures can make
interpretation problematical for both hazard and risk assessment in human studies in
relation to individual compounds, especially when exposures are expressed only as
total chromium.
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Health Significance:
Toxicokinetics (animal):
Absorption of inhaled hexavalent chromium from the respiratory tract varies
according to the solubility of the compound with high or sparingly soluble compounds
absorbed more rapidly than poorly soluble or insoluble compounds (Adachi et al,
1981; Miyai et al, 1980). Repeated inhalation results in the accumulation of
chromium in lung tissue and this is more marked for poorly soluble compounds.
Absorption of orally-administered hexavalent chromium, which has only been studied
with soluble compounds, is poor presumably due to its rapid reduction to the trivalent
species in the acidic conditions of the stomach (Mackenzie et al, 1959; Donaldson &
Barreras, 1966; Ogawa et al, 1976). Reduction from hexavalent to trivalent chromium
will also take place in the lung (De Flora, 2000). Dermal absorption occurs following
direct skin contact with soluble hexavalent compounds in aqueous solutions and this
can amount to up to 4% of the applied dose (Wahlberg & Skog, 1963).
Hexavalent chromium absorbed into the blood stream is taken up by blood cells,
predominantly red blood cells (RBC), reduced to trivalent chromium in the plasma or
distributed to the tissues. RBCs uptake is rapid and involves a specific anion transport
carrier in the cell membrane. Following uptake, the hexavalent chromium is reduced
and irreversibly bound to haemoglobin. Chromium can only be transported into cells
when in the hexavalent oxidation state and extracellular reduction serves to prevent its
uptake. Non-enzymatic reducing agents include glutathione, ascorbic acid and
cysteine; enzymatic agents include microsomal P450 enzymes.
Inhaled intratracheally-instilled hexavalent chromium has been shown to be
distributed to the lungs, liver, kidneys, testes, spleen and GI tract. Parenteral
administration studies in pregnant animals have shown that hexavalent chromium
compounds can cross the placenta and be distributed within the embryo. These
findings however, are of questionable relevance to occupational exposure. Inhaled or
i.t. instilled hexavalent chromium is excreted in the urine or faeces with the relative
contribution varying with compound solubility. Orally administered compounds are
mainly excreted in the faeces.
Toxicokinetics (human):
The limited number of volunteer and worker studies would suggest much of the
animal toxicokinetic data is relevant to human. Biological monitoring of occupational
exposure is routinely carried out using blood or urine, but the analytical techniques
employed tend to express the amounts as total chromium.
Health effects (animal):
Single exposures to hexavalent compounds by inhalation cause inflammation and
necrotic changes to the upper respiratory tract with effects in rats reported at 7.4mg
Cr/m3 and above (Suzuki et al, 1984; Last et al, 1979). LC50 values of between 33 and
83mg Cr/m3 have been reported for rats (Gad et al, 1986). An oral LD50 With male
rats using sodium chromate, sodium dichromate potassium dichromate and
ammonium chromate has given values of 87, 59, 74, and 55mg Cr/kg respectively.
Equivalent values for female rats were 13, 16, 17 and 20mg Cr/kg (Gad, 1986). Not
surprisingly, higher LD50 are seen with sparing or poorly soluble chromate.
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A number of studies using highly soluble chromates have shown that they are capable
of causing skin and eye irritation. Animal studies have shown that soluble hexavalent
compounds are skin sensitisers, inducing a type IV cell-mediated response
(Cacciuttolo et al, 1980; Siegenthaler et al, 1983). There is also evidence of crossreactivity with trivalent chromium compounds (Siegenthaler et al, 1983).
The effect of repeat exposure in animals to hexavalent compounds has been studied in
animals using inhalation exposure, intratracheal instillation, oral dosing and parenteral
administration, In inhalation studies, near continuous exposure to aerosols of sodium
dichromate at concentrations up to 0.1mg Cr/m3 for 18 months, or 0.2mg Cr/m3 for 90
days, had no effects on body weight gain, haematology or histopathology (Glaser et
al, 1985). However, with exposure to 0.5mg Cr/m3 and above for 28 days or more,
there was increased organ weights (lung, liver, spleen and kidney). Similar results
were seen in another study (Miyai, 1980) in which sodium chromate or barium
chromate dusts at concentrates between 0.01 and 0.13mg Cr/m3 for up to 8 months.
Repeat exposure to chromic acid (1.81mg Cr/m3 and above) caused irritant and
corrosive effects in the respiratory tract of mice (Adachi et al, 1986). Exposure to
sodium chromate aerosol (0.9mg Cr/m3 for up to 6 weeks) caused no damage to the
respiratory tract epithelium in rabbits, but had a stimulating effect on pulmonary
macrophages (Johansson et al, 1986 a & b). From these repeat inhalation studies, it is
not possible to identify with any confidence a NOAEL for hexavalent chromium
compounds.
In a number of oral-dosing studies, administration of highly soluble hexavalent
compounds at concentrations up to 100ppm caused no sign of toxicity. One study at
70ppm in drinking water caused reduced body weight gain in rats. In a dietary study,
high doses of lead chromate caused reduced weight gain, haematological effects and
renal toxicity in rats and dogs although it is possible that both chromium and lead
might have contributed to these effects. (Kennedy et al, 1976; Christofano et al, 1976)
There are a number of studies which have investigated the carcinogenicity of
hexavalent chromium compounds, but only a few using the inhalation route and these
suffer from several deficiencies in design or reporting. Exposure to sodium
dichromate by inhalation (up to 0.1mg Cr/m3 continuously for 18 months) was
associated with increased lung cancer incidence in rats at the highest dose (Glaser et
al, 1986). Exposure to sodium dichromate by intratracheal instillation (a single dose
of 0.5mg Cr/kg/week for 30 months) was associated with an increase in lung tumours
in rats, although the same total weekly dose, administered as five separate
instillations, failed to increase lung tumour incidence (Steinhoff et al, 1986). Calcium,
strontium and zinc chromate have been shown to induce bronchial carcinoma in rats
using the bronchial implantation technique (Levy et al, 1986).
There are no inhalation studies available to evaluate the potential carcinogenicity of
poorly soluble chromates. There are also no acceptable studies on the carcinogenicity
of orally-administered hexavalent chromium compounds.
The genotoxicity of hexavalent chromium compounds has been extensively
investigated in in vitro assays using non-human and mammalian cells. All highly
soluble compounds tested have consistently generated positive results in bacterial cell
assays and mammalian cell assays providing clear evidence that all highly soluble
compounds are in vitro clastogens and mutagens.
Medium or sparingly soluble chromates such as those of calcium, strontium and zinc
have also yielded positive results in bacterial and mammalian cell assays. In most
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tests, the genotoxic activity was enhanced by prior solubilisation with sodium
hydroxide. With high, medium or sparingly soluble compounds, the presence of an
exogenous metabolising activation system in bacterial cell assay typically decreased
genotoxic activity by enhancing the reduction of hexavalent to trivalent chromium. [It
is generally accepted that trivalent chromium compounds have not been shown to be
genotoxic]. Very poorly soluble chromates such as those of lead and barium are only
positive in in vitro bacterial mutation assays following chemical solubilisation.
However, they have been able to show positive results in some mammalian cell
assays.
The in vitro genotoxicity of hexavalent compounds has been less well studied
although highly soluble compounds have generally yielded positive results in sister
chromatid exchange, micronucleus and chromosomal aberration assays. Some limited
positive results have also been reported for calcium and lead chromate.
A number of studies have investigated the effect of chromates on reproduction in
animals. Parenteral administration of maternally toxic doses of chromium trioxide
(3.9mg Cr/kg and above) to pregnant hamsters during gestation resulted in resorption
and embryotoxicity (increased foetal resorption; subcutaneous oedema, delayed
skeletal ossification and cleft palate in surviving embryos) (Gale, 1974; Gale 1978).
Doses, which caused no maternal toxicity, caused cleft palate, hydrocephalus and
delayed skeletal ossification in hamsters (2.6mg Cr/kg), but failed to induce
embryotoxicity in rats (2mg Cr/kg). (Gale & Bunch, 1979; Mason et al, 1989). Repeat
injection studies of sodium chromate in male rats (1- 4mg Cr/kg for 5 days) caused a
reduction in body weight, a reduction in testicular weight, atrophy of seminiferous
tubules and reduced sperm count. Caution is needed in the interpretation as the
relevance of these studies on reproduction as the route of introduction by parenteral
administration would avoid the normal reducing route by oral or inhalation routes.
Health Effects (human):
Data on the effects of single exposures in human is mainly from case-reports
involving accidental exposures and only relates to highly soluble compounds. An
incompletely and poorly reported volunteer study of 10 subjects exposed to chromic
(IV) oxide reported that “brief exposures” to 10-24µg/m3 (apparently CrO3, thus 512µg Cr/m3) caused nasal irritation (Kuperman, 1964). The threshold for irritation
was reported to be 2.5µg/m3 (apparently as CrO3; thus 1.3µg Cr/m3).
Severe skin damage and renal toxicity have been reported in two fatal cases involving
accidental exposure involving direct skin contact with hot (>90ºC) acidified solutions
of highly soluble chromates (Fritz et al, 1960). Corrosive damage to the GI tract
mucosa and renal toxicity have been reported in cases of accidental or intentional
ingestion of soluble hexavalent compounds. In many of the case reports, avoidable
death (Cross et al) was often the outcome with ingestion of approximately 350mg Cr
and above.
Information relating to the irritant effects of hexavalent chromium compounds in
human is only available for soluble compounds. Evidence, mainly from case reports,
clearly shows that highly soluble compounds cause irritant and corrosive effects to the
eyes. There are numerous reports of skin ulcers in workers exposed to soluble
chromium compounds, in particular chrome plating workers or chromate-production
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workers (Cross et al, 1997). These “chrome ulcers” are mostly located on the hands
and forearms.
Skin sensitisation resulting from exposure to hexavalent compounds has been
demonstrated in patch-testing studies of contact dermatitis patients and in various
chromate-exposed occupational groups (Sun, 1984; Samoen et al, 1984; Fregert et al,
1970; Engel & Calnan, 1963). Hexavalent chromium-sensitised subjects may react to
trivalent chromium compounds although the latter are less able to penetrate the skin
and thus have a lower skin sensitising potential (Fregert & Rorsman, 1964; Samitz &
Shrager, 1966).
Available case reports, together with supporting evidence from bronchial challenge
tests, show that inhaling hexavalent chromium compounds can induce occupational
asthma (Park et al, 1994). As with skin sensitisation, hexavalent chromium-sensitised
subjects may react following exposure by inhalation to trivalent chromium
compounds.
A large number of studies are available, which have investigated the health of workers
with repeated long-term exposure to hexavalent chromium compounds. The two most
studied groups are chrome plate and chromate-production workers (Cross et al, 1997).
Many of these studies have reported effects on the upper respiratory tract but few
have presented exposure details for chromium exposure. Effects on the upper
respiratory tract include inflammation, atrophy of the nasal mucosa and ulceration or
perforation of the nasal septum (Colvin et al, 1993; Royle, 1975; Lin et al, 1994). In
the lower respiratory tract, the reported effects include inflammation and various
obstructive disorders (Ameille et al, 1983; Wieser et al, 1982). Transient impairment
of lung function has also been reported (Lindberg & Hedenstierna, 1983). In this latter
study on chrome platers, effects on the nasal passages were reported with exposures to
average concentrations of 0.002mg Cr/m3 and above although some effects were even
reported at lower average concentrations. However, it should be noted that short-term
exposure to higher concentrations or, direct contamination of the nasal mucosa with
chromic acid might have been involved in the development of these lesions.
Kidney function has been investigated in chrome platers, chromate production
workers, ferrochromium workers and stainless steel welders. Some but not all studies
have reported renal dysfunction indicated by altered urinary levels of specific
enzymes or proteins (Lindberg & Vesterberg, 1983; Nagaya et al, 1994; Verschoor et
al, 1988; Wang et al, 1994; Mutti et al, 1985; Littorin et al, 1984). Irritant and
corrosive effects on the GI tract and hepatotoxicity have been reported but these
effects cannot be related to exposure data.
Carcinogenicity:
Case reports:
The first case of cancer associated with chromium compounds was reported by
Newman (1890) and described an adenocarcinoma in the nasal passages of a chromate
pigment production worker. Since then, there have been several case reports of lung
cancer among chromate pigment production workers, chromate-production workers
and chrome platers and some case reports of cancer of the GI tract in chromate
production workers (IARC, 1990).
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Epidemiological studies:
A large number of epidemiological studies are available for the evaluation of
carcinogenicity and there have been a number of reviews (IARC, 1990; Cross et al,
1997; ATSDR, 2000; EPA, 1998). The studies are best examined when grouped into
the following industrial sectors: chromate-production workers, pigment production
workers, chrome plating workers, ferrochromium workers, stainless steel production
workers and stainless steel welders.
Chromate production workers:
The most extensive studies are those in the chromate production industry and can be
grouped into those from the US, the UK, Germany, Italy and Japan (Cross et al,
1997). These studies provide clear evidence of increased mortality among chromate
workers. Values of standardised mortality ratios (SMRs) from 200 to over 2000 have
been reported. In many cases, the study populations involved workers employed in the
first half of the 20th century. Results from most recent studies indicate that lung cancer
mortality in the industry has decreased in more recent years, probably associated with
changes in production processes and/or improved hygiene control. Exposure data are
available for two cohorts – Mancuso, 1975 updated in Mancuso, 1997 and Hayes et
al, 1975 updated in Gibbs et al, 2000. These exposure data enable the relationship
between airborne chromium, in particular hexavalent chromium and increased lung
cancer mortality in the chromate production industry to be investigated (see
Recommendations). Most importantly, no exposure data are provided regarding
types of chromium compounds including specific hexavalent compounds.
Pigments-production workers:
A number of studies have reported excess risk of cancer for workers employed in the
chromate pigment production industry. Most of the plants studied produced both lead
and zinc chromate and in some, exposure to other chromates including strontium, may
have occurred. Therefore, the independent effects of lead chromate and zinc chromate
with respect to lung cancer are difficult to identify. However, a series based in three
UK factories provided strong suggestive evidence that zinc chromate, and not lead
chromate is associated with lung cancer risks in this industry (Davies, 1979; Davies,
1984 a and b). No detailed exposure data are available to enable the relationship
between chromium exposure and increased lung cancer mortality in the chromate
pigment production industry to be investigated.
Chrome plating workers:
Several studies of chrome plating workers are available for evaluation. One study
provides clear evidence of increased lung cancer mortality (Sorahan et al, 1987).
Exposure data provided in this study suggests that exposure to CrO3 was generally
below 0.05mg/m3 (0.026Cr/m3) but this figure should be treated with some caution.
Other, less well-conducted studies also report an elevated risk of mortality from lung
cancer in chrome platers.
Ferrochromium workers:
Two studies are informative in the possible carcinogenicity of hexavalent chromium
to ferrochromium workers. One study reported a non-significant excess of lung cancer
(Langård et al, 1980; Langård et al, 1990) and one study reported a non-significant
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deficit in lung cancer (Axelsson et al, 1980). Both studies noted possible co-exposure
to other known carcinogens.
Stainless steel production workers:
Two studies in separate groups of French stainless steel production workers have been
performed (Moulin et al, 1990; Moulin et al, 1993). A suggestive increase in lung
cancer was considered to be more related to PAH exposure rather than chromium.
Stainless steel welders:
There are several studies that have investigated cancer mortality in stainless steel
welders, but few have specifically investigated chromium (Cross et al, 1997). Of the
available studies, some have reported increased risk of lung cancer mortality in
stainless steel welders whilst others have not. By far the most comprehensive is a
large study (IARC, 1989; Simonato et al, 1991) which reported increased lung cancer
mortality in stainless steel welders, although a greater excess was reported for mild
steel welders. In most of the studies reported, exposure to asbestos and other
confounders were noted. Thus, any association between hexavalent chromium
exposure and increased risk of lung cancer in stainless steel welders remains to be
elucidated.
Effects on reproduction:
Studies, which have reported complications in pregnancy and childbirth in women
employed in the chromate manufacturing industry, provide unreliable data (Shmitova
1978; Shmitova, 1980). Several investigations of male fertility have focussed on
welding as an occupation. Some of these studies report effects on semen quality
(Mortensen, 1988) whilst others do not (Bonde & Ernst, 1992; Jelnes & Knudsen,
1988). The general absence of exposure data in these studies precludes any
assessment of the relationship to hexavalent chromium.
Recommendation:
Non-cancer end-points:
In humans occupationally exposed by inhalation to hexavalent chromium compounds,
the main health effects are irritant and corrosive effects on the skin and respiratory
tract. Effects on the respiratory tract include inflammation of the nasal septum. Lower
respiratory effects include inflammation and obstructive disorders; transient
impairment on lung function has been reported. It is uncertain to what extent shortterm exposure to high hexavalent chromium levels or direct contamination of the
nasal mucosa with chromium may be involved in the development of the nasal lesions
and this complicates a clear interpretation of the significance of the reported average
exposure levels in relation to these health outcomes. Renal dysfunction has been
reported in some studies, indicated by altered urinary protein or enzyme levels. In
contrast, some studies have reported no effects on kidney function. Irritant and
corrosive effects on the GI tract and effects in the liver have been reported following
repeated exposure, but these cannot be related to exposure data. Hexavalent chromium
compounds are potent skin sensitisers in humans and can cause respiratory
sensitisation, Sensitised individuals may also react to trivalent chromium compounds.
In general, the animal investigations from both single and repeated exposures are
supportive of the effects seen in humans although the data do not cover the wide range
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of hexavalent chromium compounds in common use, most focussed on the highly
soluble compounds, and do not allow clear NOAELs to be established for the health
endpoints investigated.
Carcinogenicity:
A large number of epidemiological studies are available which have investigated
cancer risks. Studies of chromate production workers provide clear evidence of
increased lung cancer mortality. Excess risk of lung cancer mortality has also been
reported for workers in the chromate pigment industry, producing principally lead and
zinc chromates. There is suggestive evidence that zinc chromate, rather than lead
chromate, is associated with the increased lung cancer mortality in the pigment
producing industry. One study of chrome platers provides clear evidence of increased
lung cancer risks and this finding is supported by other less informative studies of
chrome platers. Epidemiological investigations of ferrochrome workers, stainless steel
production workers and stainless steel welders have generated conflicting results and
with the added complication of co-exposure to known carcinogens, allow no
conclusions to be reached regarding lung cancer risks in relation to hexavalent
chromium exposure in these industries. Overall, only a few of the reported
epidemiological studies provide exposure data and no single study includes
measurements of occupational exposures for all time periods under investigation.
Consequently, any quantification of lung cancer risk is based on limited data.
The carcinogenicity of a number of hexavalent chromium compounds has been
investigated in animal studies using various route of exposure; the most informative
for the purpose of estimating cancer risks to humans in occupational settings are
inhalation, intratracheal instillation and intrabronchial studies. In an inhalation study,
in which rats were exposed to sodium chromate (0.025, 0.05 or 0.1mg Cr/m3),
increased lung tumours occurred only at the highest dose. In a mouse inhalation study,
increased lung tumours were associated with exposure the calcium chromate at the
concentration used of (4.3mg Cr/m3). Two mouse inhalation studies showed a nonsignificant increase in lung tumours following exposure to chromium (IV) oxide.
These inhalation studies all suffered from some deficiencies in design. Other
inhalation studies, some of which investigated less soluble hexavalent chromium
compounds, had major deficiencies that prevented any conclusions being drawn. In
one intratracheal instillation study, increased lung tumour incidence was reported in
rats following exposure to calcium chromate. In the same study, sodium dichromate
was associated with increased lung tumour incidence in rats with 1.25mg/kg/week
(0.5mg Cr/kg/week) administered as one weekly dose, but not when the same weekly
dose was administered in five instillations. Other intratracheal instillation studies had
major limitations, which prevented any conclusions being drawn. An intrabronchial
implantation study in rats demonstrated elevated lung cancer incidence with calcium
chromate, strontium chromate and zinc chromate, but failed to demonstrate evidence
for carcinogenicity of poorly soluble compounds (lead chromate or barium chromate)
or sodium dichromate, although the method may be inappropriate for highly soluble
compounds.
On the basis of the animal carcinogenicity data, it is concluded that there is evidence
to suggest a potency difference between hexavalent chromium compounds, probably
related to solubility and consequently bioavailability. However, the variation in
design of the animal studies and, crucially, the scarcity of reliable data for poorly
soluble hexavalent chromium compounds precludes definite distinctions being made,
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either qualitative or quantitative, between hexavalent chromium compounds on the
basis of the available animal studies done alone.
The genotoxicity of hexavalent chromium compounds has been widely investigated in
assays for different genetic endpoints and has, with a few possible exceptions, been
uniformly positive in in vitro assays for mutagenicity and clastogenicity, with
evidence of in vivo expression of these effects in some compounds. The possible
exceptions are lead and barium chromate and these two compounds have required
solubilisation to elicit positive results in bacterial cell assays or to enhance their
genotoxic activity in mammalian cells. Although there appears to be a difference in
genotoxic potential between the various hexavalent chromium compounds tested
based on solubility, positive results were obtained with the poorly soluble compounds
in some assays. It is therefore not possible to exclude any compounds tested from
possessing some mutagenic or clastogenic potential.

Basis for recommending a limit:
The health effects associated with occupational exposure to hexavalent chromium
compounds are carcinogenicity, (specifically lung cancer), sensitisation, renal toxicity
and irritancy, and corrosivity of the skin, respiratory and gastrointestinal tract.
Clearly, the most serious of these outcomes in health terms is lung cancer and, given
the magnitude of occupational cancer risks shown in some of the earlier
epidemiological studies, and given that hexavalent chromium compounds are
comprehensively genotoxic, it follows that lung cancer is the critical effect upon
which to base any occupational exposure limit. Ideally, it would be preferable to
develop lung cancer risk estimates for individual hexavalent chromium compounds
(or a few groups of compounds). Unfortunately, the quantity and quality of the
epidemiological data are not sufficient to rank, with any confidence, the carcinogenic
potencies of the various hexavalent chromium compounds encountered in industry.
The available animal carcinogenicity investigations do not provide this missing
information. Notwithstanding the dearth of appropriate human studies, the available
human and experimental animal data indicate that poorly soluble hexavalent
chromium compounds have a lower carcinogenic potency than soluble compounds.
Such an effect might be explained be the relatively lower delivery of bioavailablyactive chromium ions to the intracellular target in the respiratory epithelium.
Lung cancer risk assessment:
The study of Mancuso (1975) currently dominates the risk assessments of hexavalent
chromium; USEPA, 1984; Gibb et al, 1986; PCHRG 1993; Crump, 1995. However,
this survey, with a total of 41 lung cancer deaths available for analysis, does not
constitute a large epidemiological study. In addition, the job histories and exposure
histories of study subjects seem to be poorly described.
A risk assessment for hexavalent chromium based on epidemiological data, has been
prepared for the US Occupational Safety and Health Administration (OSHA) (Crump,
1995). This assessment identified six sets of epidemiological data that provided some
quantitative information on chromium exposures (Mancuso, 1975; Hayes et al, 1979;
Langård et al, 1980; Axelsson et al, 1980; Pokrovskaya & Shabynina, 1973; Sjögren
et al, 1987). The risk estimates prepared for OSHA are that some 6-9 excess lung
cancer deaths will be experienced over a lifetime by a cohort of 1000 workers
followed-up from the age of 20 years and occupationally exposed to 1µg/m3 of
hexavalent chromium until retirement at age 65 years (Crump, 1995). At an
10

occupational exposure level of 50µg/m3, the predicted number of occupational lung
cancers was in the range 246 to 342. These assessments were based on data from the
Mancuso (1975). When the assessments were based on the cohort of Hayes et al,
(1979) the corresponding figures were 2 excess lung cancer deaths at an exposure
level of 1µg/m3 and 88 excess lung cancer deaths at an exposure level of 50µg/m3.
(The 4 other studies were judged to be less suitable for any primary risk assessment.)
The study cohort of chromate production workers described by Hayes et al in 1979
was redefined and updated (Gibb et al, 2000). The new cohort comprised 2357
workers first employed between 1950 and 1974; follow-up was to the end of 1992.
The new cohort included 990 workers who were employed for less than 90 days.
These latter workers were included to increase the size of the low exposure group.
Short-term workers are often found to have unusual patterns of mortality and it is
unclear whether or not the inclusion of this group has been helpful. The authors put
considerable effort into characterising chromium exposures in different jobs and
different time periods. Unfortunately, the resulting job-exposure matrix is not
reported. What is clear, however, is that many estimated exposures must have been
very low because 75% of the cohort have estimated cumulative hexavalent chromium
exposures in the range 0 - 0.0769mg/m3/y. A statistically significant non-monotonic
positive trend is shown for lung cancer in relation to four levels of cumulative
hexavalent chromium exposure and the study provides further evidence of excess lung
cancer risks being causes by hexavalent exposure. The incorporation of the study
findings into quantitative risk assessment is problematical in that three of the four
exposure categories are so low (0 – 0.00149, 0.0015 – 0.0089 and 0.0090 – 0.0769mg
CrO3/m3/y)
A further follow-up of 332 workers, first employed at a US chromate plant in the
period 1931-37, has been reported by Mancuso (1997); follow-up was to the end of
1993. The study suffers from the absence of standard modern methods of analysis
such as Poisson regression. The reader is supplied with much of the raw data in terms
of deaths, and person-years-at risk shown by eight age-group categories and seven
cumulative chromium exposure categories (total, soluble and insoluble chromium
exposure are shown in turn). There then follows a descriptive account of patterns in
the data rather than a statistical analysis that seeks to identify the independent effects
of different chromium exposures. The data reported does not however, supply
sufficient information to carry out the necessary analysis. Interestingly, the
overwhelming majority of the Gibb et al, 2000 study population (perhaps in order of
90% of the cohort) would be placed in the lowest exposure categories in the Mancuso,
1997 study.
Sorahan et al (1998) publishes a worked example of a quantitative risk assessment
based on data from a single cohort study of chrome platers. These calculations
provided risk estimates that were higher than those shown in the Criteria Document of
Cross et al ( 1997). The difference arose, in the main, because different assumptions
were made about the exposure conditions pertaining to the study cohort. It is clear that
under-or over-estimation of the exposure conditions which gave rise to the observed
lung cancer excesses will have dramatic effects on any quantitative risk estimation
derived from the epidemiological findings. It seems reasonable to use estimates which
are based on more than one study, and the estimates shown in Table 4 in Appendix 1
(column 1 relating to assumption 1) which are based on summary epidemiological
findings from ten published cohort studies are considered to involve more reasonable
assumptions about exposure conditions than do those predictions shown in other
columns of Table 4.
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The preferred risk assessment (see Appendix 1) is thus based on a summary of ten
published studies (Steenland et al, 1996) and it has been estimated that about 5-28
excess lung cancers will occur in a cohort of 1000 male workers, followed-up from
age 20 to age 85 and occupationally exposed to 50µ/m3 of hexavalent chromium until
retirement at age 65. The corresponding number of excess lung cancers has been
estimated to be 2-14 for an exposure level of 25µg/m3, 1-6 for an exposure level of
10µg/m3, 0.5-3 for and exposure of 5µg/m3 and 0.1-0.6 for and exposure level of
1ug/m3.
It is important to recognise that there are a number of limitations attached to all the
proceeding estimates. They do not include statistical uncertainty and this will be
considerable for the OSHA assessments given the small number of deaths available
for that analysis. Uncertainty also exists regarding the appropriateness of the doseresponse model employed. The model used assumes linear extrapolation of cancer
risks through the origin; there is no “threshold” dose, i.e. no dose or dose rate below
which there is no carcinogenic effect. This is particularly important in the case of
hexavalent chromium, which, because it is comprehensively genotoxic, could be
considered an ideal carcinogenic substance to which to apply a “no threshold” linear
extrapolation. However, it should also be recognised that the irritant and inflammatory
properties of hexavalent compounds may also contribute to the carcinogenic process
and that for these effects there will be thresholds. It is not known to what extent
irritancy may contribute towards carcinogenicity but it is quite plausible that linear
extrapolation to low doses, below those seen in existing studies and where irritancy
does not occur may over-estimate the true cancer risk. One should also take into
account the lung’s ability to reduce hexavalent chromium to the non-genotoxic and
non-carcinogenic trivalent species (De Flora, 2000). Unfortunately, epidemiological
data can contribute little to this important issue. Whilst epidemiological data may
shown no excess lung cancer risk in a low cumulative exposure category, it is most
likely that the confidence intervals attached to any such observed estimate of risk will
include the (low) projected risk estimate supplied by linear extrapolation of cancer
effects observed at higher cumulative exposures. Consequently, this aspect of model
definition cannot be tested. In addition, other aspects of the statistical model used in
the risk assessment are not based on the source data themselves. For example, any risk
modifying effects of sex, age at exposure and period of follow-up have not been
estimated. It is also of concern that the risk assessments have a sizable fraction of the
total predicted risk occurring at ages beyond the follow-up ages available in the
source data.
The proposed risk estimate has, for reasons discussed, not drawn any distinction
between highly, sparingly and poorly hexavalent chromium compounds. However the
available evidence, albeit incomplete, strongly suggests that poorly soluble hexavalent
compounds carry a lesser lung cancer risk although the size of such a reduction cannot
be quantified. Thus, in establishing occupational exposure limits a pragmatic
approach may be appropriate. As an example, an exposure limit of 50µg/m3 of
hexavalent chromium may well provide adequate protection for workers exposed to
poorly soluble hexavalent chromium compounds but, on the basis of the risk
assessments described in Appendix 1, consideration could be given to setting
exposure limits at 25µg/m3 or 10µg/m3 for other hexavalent chromium compounds.

12

Key Bibliography:
Adachi S, Yoshimura H, Miyayama R, Katayama H, Tasemoto K, Kawai H. Effects
of chromium compounds to the respiratory system. Part 1. An experimental
study of inhalation of chromic acid mist in electroplating. Jpn J Health
1981;23.294-299 HSE translation no.12255.*
Adachi S, Yoshimura H, Katayama H, Tasemoto K. Effects of chromium compounds
to the respiratory system. Part 4. Long term inhalation of chromic acid mist in
electroplating to ICR female mice. Jpn J Health 1986;28:283-287. HSE
translation no.12643.*
Alderson MR, Rattan NS, Bidstrup L. Health of workmen in the chromate-producing
industry in Britain. Br J Ind Med 1981;38: 117-124.
Ameille J, Brochard P, Vigier C, Domont A, Rochemaure J, Proteau J. Electrolytic
chromium plating and chronic obstructive bronchopneumonopathy: three case
reports. Ach Mal Prof 1983; 44:33-35, HSE translation no.12704.*
ATSDR Toxicology Profile for Chromium US Department of Health and Human
Services. Public Health Service: Agency for Toxic Substances and Diseases
Registry 2000.
Axelsson G, Rylander R, Schmidt A. Mortality and incidence of tumours among
ferrochromium workers. Br J Ind Med 1980;37:121-127.
Bonde JPE, Ernst E. Sex hormones and semen quality in welders exposed to
hexavalent chromium. Human Exp Toxicol 1992;11:259-263.
Breslow NE, Day NE. Statistical methods in cancer research, volII. The design and
analysis of cohort studies. Lyon: IARC, 1987. (IARC Sci Publ No. 82)
Cacciuttolo R, Sertoli A, Apecella F. Experimental sensitisation of the guinea pig to
potassium dichromate. Med Lav 1980;1:92-98. HSE translation no. 12408.*
Christofano EE, Kennedy GL, Gordon DE, Keplinger ML. Calandra JC. Toxicity of
lead chromate pigments and tissue residues following 90 days feeding to
beagle dogs. [abstract] Toxicol Appl Pharmocol 1976;37:161
Colvin MSE, Abdool Karim SS, Gouws E. Occupational disease in a chromate
producing factory. S Afr Med J 1993;83:857-858.
Cross HJ, Faux SP, Sadhra S, Sorahan T, Levy LS, Aw TC, Braithwaite R, McRoy C,
Hamilton L, Calvert I. Criteria Document for Hexavalent Chromium 1997.
International Chrome Development Association (ICDA) Paris France.
Crump KS. Evaluation of epidemiological data and risk assessment for hexavalent
chromium. Washington DC: Occupational Safety and Health Administration,
Contract No. J-9-F-1-0066, 1995.
Davies JM. Lung cancer mortality in workers chromate pigment manufacture: An
epidemiological survey. J Oil Chem Assoc, 1979;62:157-163.

13

Davies JM Lung cancer mortality among workers making lead chromate and zinc
chromate pigments at three English factories. Br J Ind Med 1984a;41:158-169.
Davies JM. Long term mortality study of pigment workers who suffered lead
poisoning. Br J Ind Med 1984b;41:170-178.
De Flora S. threshold mechanisms and site specificity in chromium (VI)
carcinogenesis. Carcinogenesis 2000;21:533-541.
Engel HO, Calman CD. Chromate dermatitis from print. Br J Ind Med 1963;20:192198.
Enterline P. Respiratory cancer among chromate workers. J Occup Med 1974;16:523526.
EPA

Toxicological profile update on hexavalent chromium. Integrated Risk
Information System (IRIS) Cincinnati;US Environmental Protection Agency
1998.

Fregert S, Rorsman H. Allergy to trivalent chromium. Arch Dermatol 1964;90:4-6.
Fregert S, Gruvberger B, Heijer A. Chromium dermatitis from galvanised sheets.
Berufsdermatosen 1970;18:254-260.
Frentzel-Beyme R. Lung cancer mortality of workers employed in chromate pigment
factories. J Cancer Res Clin Oncol, 1983;105:183-188.
Fritz KW, Böhm P, Buntru G, Löwen CH. Acute occupational poisoning with
dichromates and its treatment. Klinische Wochenschrift 1960;17:856-861.
HSE translation no. 12661.
Gad SC, Dunn BJ, Siino KM, Powers JW, Hoffman GM, Walsh RD. Acute toxicity of
four chromium salts. In: Serrone D, editor. Proceedings of Chromium
Symposium 1986: an update. Industrial Health Foundation, PA: 1986:43-58.
Gale TF, Bunch JD. The effect of the time of administration of chromium trioxide on
the embryonic response in hamsters. Teratol 1979;19:81-86.
Gale TF. Effects of chromium on the hamster embryo. Teratol 1974;9A-17.
Gale TF. Embryotoxic effects of chromium trioxide in hamsters. Environ Res
1987;16:101-109.
Gibb HJ, Chen CW, Hiremath CB, Carcinogen risk assessment of chromium
compounds. In: Serrone D, editor. Proceedings of Chromium Symposium
1986; an update. Industrial Health Foundation PA. 1986;248-309.
Gibb HJ. Lees PSJ, Pinsky PF, Rooney BC. Lung cancer among workers in chromium
chemical production. Am J Ind Med 2000;38:115-126.
Glaser U, Hochrainer D, Klöppel H, Kuhnen H. Low level chromium (VI) inhalation
effects on alveolar macrophages and immune function in Wistar rats. Arch
Toxicol 1985;57:250-256.
14

Glaser U, Hochrainer D, Klöppel H, Oldiges H. Carcinogenicity of sodium
dichromate and chromium (VI/III) oxide aerosols inhaled by male Wistar rat.
Toxicology 1986;42:219-232.
Hayes RB, Lilienfeld AM, Snell LM. Mortality in chromium production workers: a
prospective study. Int J Epidemiol 1979;8:365-374.
Hayes RB, Sheffet A, Spirtas R. Cancer mortality among cohort of chromium pigment
workers. Am J Ind Med 1989;16:127-133.
IARC. Mortality and cancer incidence follow-up of an historical cohort of European
welders. IARC Internal Report 1989/003. Lyon, France: World Health
Organisation. 1989.
IARC. IARC Monograph on the evaluation of carcinogenic risks to humans, Vol. 49
Chromium, nickel and welding. Lyon, France: World Health Organisation,
1990: 49-256.
Jelnes JE, Knudsen LE. Stainless steel welding and semen quality. Repro Toxicol
1988;2:213-215.
Johanssen A, Robertson B, Curstedt T, Camner P. Rabbit lung after inhalation of
hexa- and trivalent chromium. Environ Res 1986a;41:110-119.
Johanssen A, Wiernik A, Jarstrand C, Camner P. Rabbit alveolar macrophages after
inhalation of hexa- and trivalent chromium. Environ Res 1986b;39:372-385.
Kennedy GL, Keplinger ML, Wingender RJ, Christofano EE, Calandra JC.
Toxicology of lead chromat pigments and tissue residues following 90 days
feeding to albino rats. Toxicol Appl Pharmocol 1976;37:160.
Korallus U, Lange HJ, Neiss A, Wüstefeld E, Zwingers T. Effect of process changes
and improvements in occupational hygiene on the bronchial carcinoma
mortality in the chromate-producing industry. Arbeitsmed Sozialmed
Präventivmed 1982;17:159-167. HSE translation no. 12748.*
Kuperman EF. Maximum permissible concentration of hexavalent chromium in
atmospheric air. In: Ryazanov V, Goldberg A editors. Maximum permissible
concentrations of atmospheric pollutants. Moscow; Meditsina press, 1964:249256. NIOSH document 00051217,1966.
Langård S, Anderson A, Ravnestad J. Incidence of cancer among ferrochromium and
ferrosilicon workers: an extended observation period. Br J Ind Med
1990;47:14-19.
Langård S, Anderson A, Gylseth B. Incidence of cancer among ferrochromium and
ferrosilicon workers. Br J Ind Med 1980 37:114-120.
Last JA, Raabe OG, Moore PF, Tarkington BK. Chromate inhibition of metabolism
by rat tracheal explants. II. in vivo exposures. Toxicol Appl Pharmacol
1979;47:313-322.

15

Levy LS, Martin PA. Bidstrup PL. Investigation of the potential carcinogenicity of a
range of chromium containing materials on rat lung. BrJ Ind Med
1986;43:243-256.
Lin S-C, Tai C-C, Chan C-C, Wang J-D. Nasal septum lesions caused by chromium
exposure among chromium electroplating workers. Am J Ind Med
1994;26:221-228.
Lindberg E, Hedenstierna G. Chrome plating: symptoms, findings in the upper
airways and effects on lung function. Arch Environ Health 1983;38;367-374.
Lindberg E, Vesterberg O. Urinary excretion of proteins in chromeplaters,
exchromeplaters and referents. Scand J Work Environ Health 1983;9:505-510.
Littorin M, Welinder H, Hultberg B. Kidney function in stainless steel welders. Int
Arch Occup Environ Health 1988;53:279-282.
MacKenzie RD, Anwar RA, Byerrum RU, Hoppert CA. Absorption and distribution
of Cr51 in the albino rat. Arch Biochem Biophys 1959;79:200-205.
Mancuso TF. Consideration of chromium as an industrial carcinogen. In: Hutchinson
TC editor. Institute for Environmental Studies, International Conference on
Heavy Metals in the Environment, 1975: 343-356.
Mancuso TF. Chromium as an industrial carcinogen: Part 1. Am J Ind Med
1997;31:129-139.
Mason RW, Edwards IR, Fisher LC. Teratogenicity of combinations of sodium
dichromate, sodium arsenate and copper sulphate in the rat. Comp Biochem
Physiol 1989;93C 407-411.
Miyai T, Fujii N, Suzuki Y. Absorption and accumulation of chromium in animals
after chromium compound inhalation. 2. Comparison of various chromium
compounds. Shikoku Igaku Zasshi 1980;36:210-233. HSE translation no.
11917.
Mortensen JT. Risk for reduced sperm quality among metal workers, with special
reference to welders. Scand J Work Environ Health 1988;14:27-30.
Moulin JJ, Portefaix P, Wid P, Mur JM, Smagghe G, Mantout B. Mortality among
workers producing ferroalloys and stainless steel in France. Br J Ind Med
1990;47:537-543.
Moulin JJ, Wild P, Mantout B. Fournier-Betz M, Mur JM, Smagghe G. Mortality
from lung cancer and cardiovascular diseases among stainless-steel workers.
Cancer Causes and Control 1993;4:75-81.
Mutti A, Lucertini S, Valcavi P, Neri Tm, Fornari M, Alinovi R et al. Urinary
excretion of brush-border antigen revealed by monoclonal antibody: early
indicator of toxic nephropathy. The Lancet 1985; October 26:914-916.

16

Nagaya T, Ishikawa N, Hata Hideo, Takahashi A, Yoshida I, Okamoto Y. Early renal
effects of occupational exposure to low-level hexavalent chromium. Arch
Toxicol 1994;68:322-324.
Newman D. A case of adeno-carcinoma of the left inferior turbinated body, and
perforation of the nasal septum, in the person of a welder in chrome pigments.
Glasgow Med J 1890;33:469-470.
Park HS, Yu HJ, Jung KS. Occupational asthma caused by chromium. Clin Exp
Allergy 1994;24:676-681.
PCHRG. Petition requesting a reduced tolerance for chromium(VI) (hexavalent
chromium) through an emergency temporary standard issued under the
authority of the Occupational Safety and Health Act. Petitioners: PCHRG and
Oil, Chemical and Atomic Workers’ International Union. 1993.
Royle H. Toxicity of chromic acid in the chromium plating industry (1). Environ Res
1975;10:39-53.
Samitz MH, Katz S, Shrager JD. Studies of the diffusion of chromium compounds
through skin. J Invest Dermatol 1967; 48:514-520.
Samsoen M, Stampf JL, Lelièvre, Foussereau J. Patch testing with hexavalent
chromium salts in different vehicles and with nickel and with cobalt
petrolatum. Dermatosen 1982;30:181-184.
Satoh K, Kukuda Y, Torii K, Katsuno N. Epidemiological study of workers engaged
in the manufacture of chromium compounds. J Occup Med 1981;23:835-838.
Shmitova LA. Content of hexavalent chromium in the biological substrates of
pregnant women and women in the immediate post-natal period engaged in the
manufacture of chromium compounds. Gig Trud Prof Zab 1980;2:33-35. HSE
translation no.12226.*
Shmitova LA. The course of pregnancy in women engaged in the production of
chromium and its compounds. Vlinyanie Prof Faktorov Spetsifich Funkstii
Zhensk Organizma, Sverdlovsk 1978;108-111. HSE translation no. 12819.*
Siegenthaler U, Laine A, Polak L. Studies on contact sensitivity to chromium in the
guinea pig. The role of valence in the formation of the antigenic determinant. J
Invest Dermatol 1983;80:44-47.
Simanato L, Fletcher AC, Andersen A, Andersen K, Becker N, Chang-Claude J et al.
A historical prospective study of European stainless steel, mild steel, and
shipyard welders. Br J Ind Med 1991;48:145-154.
Sorahan T, Burges DCL, Waterhouse JAH. A mortality study of nickel/chromium
platers. Br J Ind Med 1987;44:250-258.
Sorahan T, Hamilton L, Gompertz D, Levy LS, Harrington JM. Quantitative risk
assessment derived from occupational cancer epidemiology: A worked
Example: Ann Occup Hyg 1998;42:347-352.

17

Steinhoff D, Gad SC, Hatfield GK, Mohr U. Carcinogenicity study with sodium
dichromate in rats. Exp Pathol 1986;30:129-141.
Steenland K, Loomis D, Shy C, Simonsen N. Review of occupational lung
carcinogens. Am J Ind Med 1996;29:474-490.
Sun C-C. Allergic contact dermatitis due to chromium. J Formosan Med Assoc
1984;83:699-704.
Suzuki Y, Homma K, Minami M, Yoshikawa H. distribution of chromium in rats
exposed to hexavalent chromium and trivalent chromium aerosols. Ind Health
1984;22:261-277.
Takahashi K, Okubo T. A prospective cohort study of chromium plating workers in
Japan. Arch Environ Health 1990;45:107-111.
US Environment Protection Agency (EPA). Health assessment document for
chromium. Final Report. EPA-600/8-83-014F. Environmental Criteria &
Assessment Office, Research Triangle Park, NC. 1984.
Wahlberg JE, Skog E. The percutaneous absorption of sodium chromate (51 Cr) in the
guinea pig. Acta Derm Venereol 1963;43:102-108.
Wang X, Qin Q, Xu X, Xu J, Wang J, Zhou J et al. Chromium-induced early changes
in renal function among ferrochromium-producing workers. Toxicol
1994;90:93-101.
Wieser O, Grunbacher G, Prugger F, Raber F, Wawschinek O. Obstructive bronchitis
in workers of a chromium manufacturing plant. Wiener Medizinische
Wochenschrift 1982;3:59-62.

18

Appendix 1

Risk assessment for lung cancer from hexavalent chromium
based on a summary of studies
A recent review of occupational lung cancer was carried out in order to derive broad
approximations of the current toll of occupational factors in current US mortality from
this disease (Steenland et al, 1996). A number of occupational factors were
considered including exposure to hexavalent chromium compounds, and ten studies
had been selected as the largest and best designed studies of chromate production
workers, chromate pigment production workers and chromium platers (see Table 1).
This Appendix shows how it is possible to use the overall SMR for lung cancer,
obtained from these ten studies, to make a number of predictions regarding the effect
of lifetime working at different time-weighted averages (TWA) hexavalent chromium
exposure levels. Conveniently this enables a risk assessment to be made which is
independent of the study by Mancuso (1975); this latter study was not selected by
Steenland et al (1996), even though it features prominently in other assessments.
A number of assumptions have to be made and it has been assumed that the mean
length of employment of all study subjects included in the ten selected studies is 15
years. Three separate series of calculations have been made in which the typical TWA
occupational exposure of these study subjects is assumed to be either 500µg/m3,
1000µg/m3 or 2000µg/m3. Consequently, the mean cumulative exposure of study
subjects to hexavalent chromium is assumed to be either 7500µg/m3/y (assumption 1),
15000µg/m3/y (assumption 2) or 30000µg/m3/y (assumption 3). For each of these
assumptions, three further possibilities were considered. Firstly, all the excess SMR is
due to hexavalent chromium exposure (the SMR of 266 represents an excess SMR of
166, or excess relative risk of 1.666). Secondly, confounding by smoking or other
occupational exposures means that the baseline SMR should be 130 and not 100 (i.e.
in the absence of hexavalent chromium exposure the overall SMR in the selected
cohorts would have been 130); the overall relative excess risk is thus 1.36. Thirdly,
confounding by smoking or other occupational exposures means that the baseline
SMR should be 160 and not 100; the overall excess relative risk is thus 1.06.
For each set of assumptions, an estimate of the risk coefficient – the excess relative
risk due to 1µg/m3/y of exposure – was obtained by dividing the total estimated
excess relative risk by the estimated mean individual cumulative exposure. These risk
coefficients were then applied to life-table calculations in which a population of 1000
male workers aged 20 years is exposed to different TWA exposures over a working
lifetime and followed to age 85. This population suffers a theoretical attenuation
according to age-specific mortality data summarised in the 1981 life-table for England
and Wales, in addition to any predicted age-specific occupational cancers.
Table 2 shows the calculation of baseline data in which occupational exposure is
assumed to have no effect (risk coefficient = 0.0). The footnotes to the table show
how the table is completed. The expected number of lung cancers before age 85 years
in a population of 1000 UK males followed from age 20 years is 84.74. Table 3 shows
one set of calculations in which hexavalent chromium exposure is assumed to have a
specified effect. In this example, a risk coefficient of 0.0002213 is considered; all the
excess relative risk (1.66) is assumed to be the result of hexavalent chromium
exposure and the typical exposure conditions pertaining to the selected studies was
assumed to be 500µg/m3. [In all calculations, exposures received more than 40 years
19

ago are assumed to have no effect. In all other respects, the risk coefficient (a measure
of relative risk and not of absolute risk) is assumed to be constant at all ages and
periods of follow-up.] The calculations shown in Table 3 predict a total of 113.18
lung cancers before age 85 years. The number of excess cancers is thus predicted to
be 28.4 (113.18 – 84.74) and the predicted SMR is 137 (113.18/82.80 expressed as a
percentage).
The calculations shown in Table 3 were then repeated for a number of TWA values
(25, 10, 5, and 1µg/m3) and then each set of TWA values was considered in
conjunction with alternative assumptions (already described) about both the
magnitude of the overall excess risk which could be attributed to hexavalent exposure
and the exposure conditions pertaining to the published studies. A summary of these
calculations is shown in Table 4.
Numbers of excess lung cancers in a 1000 male workers exposed for a working
lifetime to 50µg/m3 of hexavalent and followed to age 85 years are predicted to be in
the range 5-28. These absolute risks are equivalent to SMRs in the range 106 to 137.
The corresponding number of excess lung cancers has been estimated to be about 2-14
for an exposure level of 25µg/m3, 1-6 for an exposure level of 10µg/m3, 0.5-3 for and
exposure level of 5µg/m3 and 0.1-0.6 for an exposure level of 1µg/m3.
Clearly, a large number of pragmatic assumptions have been made in performing the
above calculations. Nevertheless, the ranges of assumed values cover a fairly wide
range of credible values. The question remains: are the predictions likely to be underestimates or over-estimates? In at least one important respect they may be overestimates. The calculations assume that the hexavalent chromium effect is expressed
via a relative risk without regard to latency or age at exposure effects. However, if the
hexavalent chromium effect is expressed as a constant absolute risk, these predictions
will almost certainly need to be lowered (Breslow & Day, 1987). There are also other
biological and mechanistic reasons why linear extrapolation at low levels of exposure
may markedly over-estimate the risk. One of these relates to the fact that cells in the
lung tissue have the capacity to reduce quite large amounts of potentially carcinogenic
hexavalent chromium to the non-carcinogenic trivalent form and it can be argued that
exposure does not pose a threat of carcinogenicity until this reducing and detoxifying
defence system is overwhelmed (De Flora, 2000).
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Table 1

Selected studies of CrVI-exposed workersa

Study

SMR (95% CI)

Enterline (1974)

943

(733 to 1193)

Hayes et al (1979)

203

(155 to 263)

Alderson et al (1981)

242

(200 to 290)

Satoh et al (1981)

923

(627 to 1310)

Korallus et al (1982)

210

(156 to 276)

Frentzel-Beyme (1983)

204

(123 to 319)

Davies (1984a&b)

182

(137 to 243)

Sorahan et al (1987)

150

(117 to 189)

Hayes et al (1989)

143

(93 to 213)

Takahashi et al (1990)

187

(81 to 369)

Overall

266a

(243 to 292)

From Steenland et al (1996)
a.

Mean SMR weighted by the inverse of the variance (obtained from confidence
interval) of each individual SMR, on the basis of a fixed effects model.
Steenland et al (1996) assumed a random effects model and calculated an
overall SMR of 278.
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Table 2 –

Quantitative risk assessment for lung cancer in relation to occupational exosure received over working lifetime
Calculation of baseline data: rxposure CrVI is assumed to have no effect (ß=0, see footnote for column 11)

Exact
Age

Population
At risk

(3)

Ix

(1)
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
35
37
38
39
40
41
42
43
44

(2)
1000.000
999.070
998.201
997.372
996.564
995.757
994.951
994.135
993.310
992.475
991.622
990.749
989.848
988.917
987.938
986.901
985.786
984.573
983.254
981.798
980.178
978.375
976.360
974.104
971.571

Level of
exposure

(3)

Cumulative
expsoure

(4)

qx

(5)

dx

(6)

Deaths in general
population

lung
cancer
(7)

all causes
(8)
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Expected no. of death

lung
cancer
(9)

Predicted no.
of lung
cancer
deaths

Predicted
cumulative
no. of
lung cancer
deaths

(11)

(12)

other causes
(10)

23

24

25

26

27

28

29

30

g.

assumes some of the excess lung cancer risk in published studies (60% above
baseline) is due to smoking or other occupational exposure.
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Appendix 2

SCOEL’s response to comments received during the consultation period
SCOEL received a number of comments during the consultation period and all these were
considered during a subsequent SCOEL meeting. Some comments referred to minor textual
changes and these have been addressed. The most substantial comment related to the risk
assessment methodology used for lung cancer risk and attention was drawn, in particular, to a
recent publication (Crump et al, 2003) which gave a lung cancer risk assessment based upon
one well-studied US facility producing chromate chemicals. This study used actual rather
than estimated data of exposure and thus one commentator felt this might be more reliable
than the estimated data used in the current SCOEL position, which was based on that
employed in the ICBA Criteria Document. On balance, however, SCOEL felt that this latter
position, which had used data pooled from lung cancer risk from ten studies (Steenland et al,
1996), took into account exposure from a wide range of hexavalent chromium compounds.
As the Criteria Document had stressed that there was a wide variability in the carcinogenic
potency of hexavalent chromium compounds, SCOEL felt that it was more robust to use such
a pooled analysis to reflect this carcinogenic variability in potency, in spite of the fact that the
actual exposures were based on estimates. For this reason, SCOEL was content to remain
with its original position.
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