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Introduction

Exposures to petroleum derived chemicals have
steadily decreased over the years, since the half of last
century, even due to regulations of occupational exposure
levels to benzene and other air pollutants introduced over
the decades (1-3). Data on benzene toxicity has guided to
an increasingly active monitoring of exposure levels, en-
vironmental remediation and using personal protective
equipment. This led to a decrease in pathologies strictly
related to the inhalation of high doses of benzene and
opening the research towards the impact that lower doses
of this compound could have on health. Moreover, risk
factors related to a sedentary lifestyle or shift work are al-
ways present in some job categories within petrochemical
industry. All these issues reflect in difficult investigations,
being mostly conducted on company health surveillance
databases, often not containing exhausting medical infor-
mation. Furthermore, information on the workers’ disease
state are often difficult to be linked to environmental sam-
pling data, therefore leading to exposure levels estimated
on self-reported work history. On the other hand, most epi-
demiological studies on workers in the oil processing in-
dustry have been conducted to address the problem of the
carcinogenicity. The aim of this narrative review is to give
a general overview on health status of petrochemical
workers, exposed to several carcinogenic substances, to
possibly provide an orientation on further studies for mon-
itoring workers’ health status within oil refining plants.

Methods

The narrative review was conducted searching the
PubMed and Web of Science databases to identify studies
addressing the health of petrochemical workers, published
in peer-reviewed journals. Search strings were based on the
topic of interest and included keywords such as: health, re-
finery, work or worker, petroleum or petrochemical, oil,
cardiovascular, respiratory, mortality, surveillance; all the
words have been combined in various ways (see Supple-
mentary Material). The time period considered ranged from
1980 to 2021. Specific references cited by the articles,
found through the listed research methods, were also con-

ABSTRACT. Professional exposure to benzene has been
extensively investigated by occupational medicine, leading to
strict regulation of exposure threshold values. However, the
petrochemical industry utilizes many chemical substances,
whose exposure, without effective control and mitigation actions,
could influence the health status over time. 
The aim of this narrative review is to describe health status 
of petrochemical workers related to occupational exposures,
inquiring literature from 1980 to present. We used the PubMed
and Web of Science search engines. As regards non-neoplastic
diseases, despite heterogeneous prevalence estimates, we could
say that standardized mortality rate (SMR) for hypertension,
hypercholesterolemia and diabetes does not increase overall,
compared to reference populations; a possible explanation may
be the “healthy worker effect”. Attention should be paid to color
disperception and respiratory symptoms, due to toxic or
irritating substances exposure. Studies concerning neoplastic
pathology have mainly investigated mortality outcomes, finding
no increase in cancer, except for melanoma or other skin
cancers and leukemia. As regards the former, however, it is not
excluded that other risk factors may contribute (e.g. UV rays 
in offshore workers), while for leukemia, only the most recent
studies have analyzed various subtypes of hematopoietic tumors,
highlighting a possible risk for the development of
myelodysplastic syndrome. The risk of pleural mesothelioma was
also increased, likely due to asbestos exposures, while the risk 
of death from prostate cancer remains controversial.
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RIASSUNTO. STATO DI SALUTE DEI LAVORATORI DEL SETTORE

PETROLCHIMICO: UNA REVISIONE NARRATIVA. L’esposizione
professionale al benzene è stata ampiamente studiata
nell’ambito della medicina occupazionale, portando a una
rigida regolamentazione dei valori soglia di esposizione.
Tuttavia, l’industria petrolchimica impiega molte sostanze
chimiche, la cui esposizione, in assenza di misure di controllo
efficaci, può influenzare lo stato di salute. Lo scopo di questa
revisione narrativa è descrivere lo stato di salute dei lavoratori
del settore petrolchimico relativamente alla loro esposizione
professionale, revisionando la letteratura dal 1980 ad oggi.
Abbiamo utilizzato i motori di ricerca PubMed e Web of
Science. Per quanto riguarda le malattie non neoplastiche,
nonostante eterogenee stime di prevalenza, si può affermare
che il tasso di mortalità standardizzato per ipertensione,
ipercolesterolemia e diabete non appare complessivamente
aumentato rispetto alle popolazioni di riferimento; una
possibile spiegazione potrebbe essere legata all’effetto
“lavoratore sano”. Occorre prestare particolare attenzione
all’alterata percezione dei colori e ai sintomi respiratori dovuti
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sidered. We excluded articles covering the following topics:
petrol pump workers, psychological status of workers and
the Work Ability Index, other materials refineries (e.g.
copper, nickel, aluminum) and health status of people living
near petrochemical plants. Research ended on 31/12/2021.

Results

We found 933 results through the search strings. After
a selection based on title and abstract content, we have
identified 42 relevant primary studies or meta-analysis.
Main findings are reported below.

NON-NEOPLASTIC PATHOLOGIES
Data coming from a large health surveillance project at

14 Shell refineries (4) reveal that, among 12,089 male em-
ployees, the five most common disease categories (72% of
all absences lasting over 5 days) were: wounds/injuries
(24.8%), respiratory diseases (16.7%), skeletal disorders
(14.1%), digestive system diseases (9.1%) and hearth dis-
eases (6.8%). As regards female workers (2,081), geni-
tourinary diseases (9.9%) replaced hearth diseases (2.7%)
in the top five categories. Workers in the production sub-
group showed higher sickness rates than workers be-
longing to administrative and staff personnel. In general,
the probability of an illness/absence was higher in subjects
who had previously experienced long-term absences, in
older workers, smokers and employees with health risk
factors (high blood pressure, hypercholesterolemia and
obesity). In 8 years of surveillance, 535,487 work days
were lost due to illness events lasting over five days.

A ten-years retrospective study on 439 male workers
of an Italian (5) refinery showed an increase in BMI
values over the years (2000: 26.5 kg/m2, 95%CI: 26.2-
26.8 kg/m2 – 2010: 27.4 kg/m2, 95%CI: 27-27.7 kg/m2),
in particular for obesity (BMI 30; 2000: 11% – 2010:
19%), while the number of subjects with hypercholes-
terolemia has slightly decreased over the years (2000:
30% – 2010: 23%), even though subjects with borderline
levels (200-239 mg/dL) increased (2000: 31% – 2010:
39%). Unlike what observed in this study, the prevalence
of hypertension in workers of a Brazilian refinery (6) in-
creased between 2008 (27.2%) and 2017 (35.2%) (the

prevalence of diabetes also underwent a growth trend, al-
beit not statistically significant: from 5.3% to 6.4%), while
a decrease in prevalence of high cholesterol (14.7% to
11.6%) and cigarette smoking habits (8.4% to 3.8%) oc-
curred. Specifically, shift workers showed a greater risk of
hypertension (OR=1.33; 95%CI: 1.23-1.43) and high LDL
cholesterol levels (OR=1.06; 95%CI: 0.99-1.14) than
workers with fixed hours; the latter, on the other hand,
showed a greater risk of prevalence as regards diabetes,
cigarette smoking and arterial risk factors. In another
analysis, shift petrochemical workers seem to have indeed
an increased risk of metabolic syndrome (according to
NCEP-ATPIII definition; OR=2.38; 95%CI: 1.13-4.98)
compared to day workers, with higher levels of triglyc-
erides and lower levels of HDL-C; however, no significant
difference emerged in terms of BMI, blood pressure and
total cholesterol (7). In an Iranian investigation, carried
out on eight petrochemical plants, the multivariable re-
gression model returned an increased risk of gastroin-
testinal disorder in shift workers (OR=1.52; 95%CI: 1.20-1.93)
while no association emerged for cardiovascular health
problems at the univariate analysis (8).

In another survey, benzene exposed workers showed an
higher prevalence of hypertension compared to age/sex-
matched unexposed group (30.5%; OR=2.44; 95%CI:
1.24-4.85); this observations was similar for the group ex-
posed both to xylene and benzene (27.9%; OR=2.00;
95%CI: 1.11-3.61) (9). The prevalence of hypertension and
its relation to noise exposure were investigated in a group
of Brazilian refinery workers: 430/1729 subjects were
found to be hypertensive (PAS 140 mmHg of PAD 90
mmHg), of which 12.7% were already under treatment.
There seemed to be an association between hypertension
and noise exposure: using the 75dB exposure as reference
category, the risk of hypertension significantly increased in
accordance with noise level (OR75-85dB=1.56; 95%CI:
1.13-2.17 – OR 85dB=1.58; 95%CI: 1.10-2.26).

In an Italian cross-sectional study (10), conducted on
1,073 male workers, it was noted that the percentage of
obese (BMI 30) men over 53 years was higher than the
national male estimates (27.5% vs 15.5%) and the condi-
tion of overweight or obesity affected more than half of
the sample (62.4%). Just over a third of subjects (35.5%)
had a condition of hypertension (which increased over
50% in the >53 years aged group) as well as high levels of
triglycerides (29.7%), or cholesterol levels (24.3%); how-
ever, these data were in line with those of the general pop-
ulation.

A study conducted in Saudi Arabia (11) has for the first
time investigated the potential association between predi-
abetes or type 2 diabetes with some occupational cate-
gories. It was found that the prevalence of prediabetes
(HbA1c: 5.7-6.4%) in refinery workers (n=217) was
36.86%, while that of type 2 diabetes (HbA1c> 6.4%) was
16.12%; HbA1c levels were significantly higher in the ex-
posed group compared to controls. It would seem that ex-
posure to air pollutants can contribute to some degree of
inflammation and also to oxidative stress, which is in-
volved in one of the mechanisms of insulin resistance de-
velopment. However, lower prevalence of diabetes (glu-

all’esposizione a sostanze tossiche o irritanti. Gli studi relativi
alla patologia neoplastica hanno principalmente indagato 
gli esiti di mortalità, non trovando alcun aumento del rischio,
ad eccezione del melanoma o di altri tumori della pelle e della
leucemia. Per i primi, tuttavia, non è escluso che possano
contribuire altri fattori di rischio (es. raggi UV nei lavoratori
delle piattaforme petrolifere), mentre per le leucemie solo gli
studi più recenti hanno approfondito le analisi relativamente
ai diversi sottotipi di tumori ematopoietici, evidenziando un
possibile rischio per lo sviluppo di mielodisplasia. Risulta
aumentato anche il rischio di mesotelioma pleurico,
verosimilmente legato all’esposizione all’amianto, mentre resta
controverso il rischio di morte per cancro alla prostata.

Parole chiave: raffineria, salute, lavoratori, petrolchimico,
respiratorio, visivo, uditivo, neoplastica, non-neoplastica.
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cose>126 mg/dL) were observed in other studies, ranging
from 2% to 10% depending on the years (5,6,10).

Respiratory system
Petrochemical derivatives are a complex mixture of

aromatic hydrocarbons with high volatility and can reach
the deepest parts of the lungs, potentially resulting in an
alteration of properties and concentration of the surfactant
in the respiratory tree and contributing to the closure of
small airways. What emerged in a refinery in Saudi Arabia
(12) would seem to support this consideration with signif-
icantly reduced values of FEV1 (Forced Expiratory
Volume in the 1st second; Exposed: 3.08±0.16 L/s – Con-
trol: 3.99±0.14 L/s), Tiffeneau index (67.19±3.15 vs
76.66±2.01%), PEF (Peak Expiratory Flow; 4.80±0.37 vs
6.89±0.34 L/s), FEF25% (Forced Expiratory Flow at 25%
of FVC; 4.45±0.36 vs 6.39±0.33 L/s), FEF50% (3.65±0.36
vs 6.39±0.33 L/s) in subjects considered exposed to ben-
zene. Similar findings were observed in 80 refinery
workers in Macedonia (13): a greater prevalence of respi-
ratory (33.7% vs 22.5%) and nasal symptoms (36.2% vs
23.7%) emerged in subjects considered as exposed com-
pared to subjects of the public administration. There was
also a decrease in spirometry values: MEF50 (equivalent to
FEF50) (61.9% of predicted vs 67.4%) and in MEF75
(56.1% of predicted vs 62.9%), even stratifying by
smoking habits. On the other hand, the prevalence of
asthma (control vs exposed: 3.7% vs 5.0%), allergic
rhinitis (control vs exposed: 10.0% vs 16.3%) and allergen
sensitization (control vs exposed: 31.2% vs 35.0%) was
found to be in line with data relating to Macedonian adult
population.

The responses to a questionnaire from 5,983 workers
within a petrochemical complex comprising 75 companies
(refinery, production of organic chemicals compounds,
synthetic rubber, fertilizers) highlighted an increased risk
of having phlegm, wheezing or shortness of breath in
smokers and subjects with a previous history of respiratory
diseases or atopy, as well as in those who have declared to
handle toxic materials (e.g. powders, metals, organic sol-
vents and vapors; overall ORphlegm=1.39; 95%CI: 1.11-1.73
– ORwheezing=1.71; 95%CI: 1.31-2.44 – ORshortness of breath
=1.80; 95%CI:1.37-2.38) and in those who did not wear or
wear incorrectly protective devices (ORcpugh=2.47;
95%CI: 1.21-5.06 – ORphlegm=2.05; 95%CI: 1.29-3.27 –
ORwheezing=3.03; 95%CI: 1.65-2.43 – ORshortness of breath
=2.05; 95%CI: 1.17-3.60). This study did not reveal an in-
crease in the onset of respiratory symptoms in relation to
the duration of work (set at 8.3 years on the basis of
sample average), however the subdivision of the exposure
values based on the job performed and aerial levels of com-
pounds in the various structures is not clear (14).

Using two validated questionnaires, spirometry and
FeNO measurement, in a cross-sectional study conducted
in Algeria emerged a significant increased prevalence of
respiratory and nasal symptoms in workers exposed to
benzene, toluene, ethylbenzene and other compounds, em-
ployed in a hydrocarbons distribution company. Odd-ra-
tios, adjusted for age, BMI and smoke, range approxima-
tively form 2 to 10; even after additional adjustment for

reported allergy, the main symptoms keep statistical sig-
nificance (e.g. ORcough, last 12 months=3.25; 95%CI: 2.0-5.2
– ORphlegm, at least 3 months/yr=3.81; 95%CI: 1.9-7.6 – 
ORbreaths at rest, last 12 months= 12.5; 95%CI: 3.7-41.4 
– ORasthma, last 12 months=3.95; 95%CI: 1.3-12.2 – 
ORnasal symptoms, throughout the year=3.96; 95%CI: 1.4-11.4).
Authors observed, even after excluding subjects with
rhinitis, a significant reduction of Tiffeneau index
(81.9±8.6% vs 83.8±6.8%) and MEF25 (95.6±41.8% vs
105.8±49.7%) in exposed workers, as well as for others
parameters, but without statistics relevance as regards the
latter. Values of FeNO were significantly higher among
exposed workers, both with and without adjustment for
age, height and smoking category (15).

Visual and hearing system
The harmful substances present in the working envi-

ronments of petroleum derivatives, inhaled in closed or
poorly ventilated environments, especially if mixed with
other impurities, can lead to disturbances not only of the
respiratory system, but also of the nervous system (or-
ganic solvents can accumulate in organs rich in lipids): for
example alteration of the visual and auditory system. In
fact, organic solvents have been shown to be responsible
for alterations in several components of the visual system,
including the lens, retinal layers and the optic nerve. Oc-
cupational exposure to solvents such as styrene, toluene,
n-hexane, carbon disulfide has been indicated as a pos-
sible causal event of acquired dyschromatopsia (16-18). In
a Korean refinery (19) researchers saw an increase in the
prevalence of dyschromatopsia, especially type III (con-
cerning the perception of blue-yellow colors). Prevalence
in left eye of workers without exposure was 22.7%, 24.0%
in workers with low exposure, 26.5% in subjects with
medium exposure and 30.2% in workers with high expo-
sure; environmental pollutants were below the risk limit
threshold, with the exception of benzene which was found
to be on average 102% of the TLV. Using the CCI (Color
Confusion Index) as parameter, it emerged that the level of
exposure and duration in working years appeared to be
statistically associated with the presence of type III
dyschromatopsia in the left eye, even though this associa-
tion was very weak (Spearman’s correlation=0.131). The
loss of color discrimination was also very weakly associ-
ated with chronological age (it should be noted that sub-
jects with the highest exposure were also those with higher
age). Similar disperception was weakly observed in 30
workers of an Indian refinery: blue-yellow vision defects
were found in 16 of 30 workers vs 7 of 30 age-matched
reference group. Furthermore, the Color Confusion Index
(CCI) was higher in exposed than in unexposed
(1.40±0.18 vs 1.28±0.21; p=0.037) (20). This latter asso-
ciation was not found in the study by Lee et al (except for
not significant increase in the left eye) but only between
CCI and age (p=0.002) (19).

Regarding the hearing system, it has been suggested
that the association between chemical solvents and noise
could have an additive effect even if levels are low or
moderate (21,22). Morata et al (23) tried to evaluate a pos-
sible difference in the prevalence of hearing disorders
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among workers of a refinery in South America, through
audiometric and acoustic immittance tests: most of the
toxic compounds (such as toluene, xylene, cyclohexane
ethylbenzene) were found to be below exposure threshold
levels in the various subgroups of workers, with the ex-
ception of benzene, which was found to be on average
over-threshold for subjects involved in maintenance, re-
fining of aromatic compounds and paraffins and workers
in the internal laboratory for quality control. The result
was a greater hearing loss at high frequencies in subjects
considered to be more exposed to pollutants and noise
(compared with reference categories not considered ex-
posed due to environmental sampling with values below
the detectable threshold for the pollutants analyzed;
p<0.005). From the multiple regression model it was also
observed that the risk of hearing loss was 3 times greater
in maintenance subjects, again compared to the categories
considered not exposed to noise or pollutants (95%CI:
1.3-6.9) and almost two and a half times higher in subjects
operating in the refining of aromatics and paraffins
(95%CI: 1.0-5.7). Subjects belonging to the subgroup of
aromatic compound refinement and pipe-fitting, showed a
significantly higher percentage of cases of decay of the
acoustic reflex. Results, also considering the greater loss
of reflex due to ipsilateral rather than contralateral stimu-
lation, suggest that there may be retrocochlear involve-
ment in the acoustic disturbances observed and that
hearing loss may therefore not be attributable simply to
cochlear damage following acute acoustic trauma or
chronic.

A more recent Chinese study investigated the effect of
combined exposure to noise and ethylbenzene in two re-
finery group workers compared to an unexposed group and
to power station workers. Using the Neurobehavioral Core
Test Battery, ia decrease in some of the function inspected,
especially in people with 3 or more working age, was ob-
served. There was also an increased risk of hearing loss 25
dB in the two petrochemical groups, but the estimate was not
precise enough to get a conclusion (age-adjusted OR1=107;
95%CI: 17.1-358 – OR2=114; 95%CI: 34.2-343) (24).

Mortality
As regards cardiovascular diseases mortality, a study

carried out on a cohort of 1,583 workers of an Italian re-
finery (25) showed a lower risk of death (SMR=0.77;
95%CI: 0.64-0.93) compared to the general Lombard pop-
ulation (period 1949-1968). This result was in line with a
previous study (26) conducted on workers of the same re-
finery, in which no increased risk emerged by comparing
the sample with the Italian national population
(SMR=0.88; CI95%: 0.68-1.12) and with the Lombard one
(SMR=0.68; CI95%: 0.53-0.87). A further study (27) con-
firmed this mortality reduction (SMR=0.70; 95%CI: 0.63-
0.78). Same mortality (SMR=0.90; 95%CI: 0.87-0.92)
was found by a broader temporal analysis considering
28,555 employees who had worked at least 12 months
from 1951 to 2003 in 8 refineries located in England,
Scotland and Wales, using national population as refer-
ence. A significant reduction also emerged analyzing
2,203 workers employed between 1990 and 1998 in a

chemical/refinery plant in Louisiana (OR=0.83; 95%CI:
0.72-0.94) (28) and also an older cohort of refinery and
petrochemical Shell Oil Company workers (working pe-
riod: 1948-1972; SMR 0.80) (29). A slight discrepancy
from previous estimates was instead observed within a co-
hort of Canadian refinery workers, in which there seems to
be an increase in the standardized mortality rate for ar-
teries, arterioles and capillaries disease, compared to na-
tional population (SMR=1.31; 95%CI: 1.09-1.56). On the
other hand, these workers showed a decreasing risk for
acute myocardial infarction (SMR=0.84; 95%CI: 0.77-
0.93). Aortic aneurysm mortality showed an insignificant
increase for these refinery workers (SMR=1.21; 95%CI:
0.89-1.62), while it was for marketing and distribution
sector ones, potentially exposed to petroleum products
(SMR=1.56; 95%CI: 1.11-2.12) (30); in a previous study,
mortality from diseases of the arteries was increase in the
refinery subgroup (SMR=120; 95%CI: 107-135) (31).

Among three of the Italian (25,27) and English cohort
(32) analyzed above, respiratory (SMR=0.54, 95%CI:
0.29-0.92; SMR=0.59, 95%CI: 0.44-0.78, SMR=0.76,
95%CI: 0.72-0.81 respectively) and gastrointestinal dis-
eases mortality (SMR=0.54, 95%CI: 0.33-0.84; SMR=0.55,
95%CI: 0.42-0.71, SMR=0.80, 95%CI: 0.72-0.90 respec-
tively) was decreased compared to the reference population.

Finally, within a cohort of 7,147 workers at a petro-
chemical plant in Southern Italy, the SMRs observed for
cardiovascular (SMR=0.57; 95%CI: 0.50-0.65), respira-
tory (SMR=0.61; CI95%: 0.46-0.82) and gastrointestinal
diseases (SMR=0.50; 95%CI: 0.38-0.65), calculated for
6,458 subjects with a follow-up of at least 10 years, were
lower than the reference population (33).

NEOPLASTIC PATHOLOGIES
Data relating to malignancies mostly focus on mor-

tality rates. Results of most of the studies in literature have
been already summarized in some meta-analyzes. Pub-
lished in 1989, a systematic review and meta-analysis of
epidemiological studies on oil workers examined different
types of solid and hematopoietic tumors (34): overall,
there was no significant increase in mortality from any
type of cancer in the oil industry. However, an increased
risk of cancer mortality has been described in some small
groups of petrochemical industry workers for the fol-
lowing cancers: prostate cancer in workers of
methylethylketone (MEK) units in two US refineries,
kidney cancer in petrol tanker drivers in a UK study, and
melanoma in two out of eight UK refineries. Additionally,
an increased risk of leukemia has been reported in three
cohorts of workers within US refineries, especially those
employed in the 1940s or earlier. No increased mortality
was found for other types of cancers. These results were
consistent with the evaluation of the International Agency
for Research on Cancer (IARC, 1989): limited evidence
for skin cancer and leukemia risk due to oil refineries,
while inadequate evidence for other types of cancer (35).
The authors stressed the lack of specificity of the analysis
within the broad category of hematopoietic tumors in co-
hort studies: for instance, leukemias had not been ana-
lyzed for specific cell type. In addition, other hematopoi-
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etic cancers, such as non-Hodgkin’s lymphoma (NHL)
and multiple myeloma (MM), were not debated in most
cohort studies. Nevertheless, subsequent systematic re-
views and meta-analyzes of multiple myeloma and non-
Hodgkin’s lymphoma (36-38) did not reveal an increased
risk of these hematopoietic tumors following occupational
exposure to benzene or other petroleum products con-
taining it. An update of this review (39), including a cohort
of over 350,000 petrochemical workers, concluded that
there was no increase in mortality from gastrointestinal
cancers (stomach, colon, liver or pancreas), from pul-
monary, bladder, kidney and brain tumor cancers. The
summary standardized mortality ratios for each tumor
type were below unity.

Association with Non-Hodgkin Lymphoma (NHL)
and benzene was observed in a more recent meta-analysis,
even after adjusting for the “healthy worker effect” (40).
The summary relative risk for the 21 refinery studies
analysed was 1.21 (Shore-adjusted 95%CI: 1.00-1.46) and
1.42 (Shore-adjusted 95%CI: 1.19-1.69) after adjusting
for the healthy worker effect. Even after removing the
largest sample size study or the one with the greater rela-
tive risk, the overall effect was confirmed. Considering
only the 14 studies that assessed a higher exposure
working category, the summary Relative Risk (RR) in-
creased to 1.51 (Shore-adjusted 95%CI 1.07-2.14). This
evidence is in contrast to what observed in a previous
meta-analysis (41), which however not considered only
refinery industries. It should be pointed up that some old
studies report only risks for lymphosarcoma and reticu-
losarcoma, subcategories of NHL. Even Kane et al (42)
highlighted the lack of association between gasoline ex-
posure (not only refinery plants where considered) and
NHL risk, with an overall risk, calculated with random ef-
fects analysis, of 1.02 (95%CI: 0.94-1.12. I2=24.7%,
p=0.077). The subtotal pooled risk for refinery and petro-
chemical plants resulted of 1.00 (95%CI: 0.91-1.09.
I2=0.0%, p=0.554).

Significant increases in melanoma mortality have been
reported in some small groups of UK refinery workers
(SMR=1.78; 95%CI: 1.20-2.54) and Canadian upstream
ones (SMR=6.00; 95%CI: 2.19-13.06) (43,44), but re-
sponsible agents have not been identified. However, none
of the US cohort studies described a significant increase in
skin cancer mortality (SMR=1.10; 95%CI: 0.95-1.27)
(39). High mortality has been instead described for
prostate cancer in short-term workers in a US refinery and
in short-term workers employed in some crude oil opera-
tions. However, the absence of a growing trend in relation
to length of service in these workers argues against the as-
sociation between exposure to petroleum products and
prostate cancer. Out of total oil workers, prostate cancer
mortality was not increased (SMR=0.98; 95%CI: 0.94-
1.03) (39). More recently, a systematic review and meta-
analysis was performed with the aim of updating the
IARC and Wong and Raabe reviews: particular attention
was paid to mesothelioma, melanoma, and hematopoietic
tumors (45). Studies using the most appropriate methods
for case identification provided the best estimate of
mesothelioma risk (meta-RR=3.22; 95%CI: 1.45-7.23),

while a higher meta-RR was found in maintenance
workers. A modest relative excess risk was found for acute
lymphatic leukemia (ALL) (meta-RR: 1.51; 95%CI: 1.08-2.13)
and melanoma (meta-RR: 1.23; 95%CI: 1.09-1.38). The
relative risk for ALL was influenced by results of a large
study, with some suspicion of diagnostic uncertainty, and
the relative excess risk for melanoma was linked to two
large studies on incidence. Furthermore, refinery workers
may have a lower risk of lung cancer (meta-RR: 0.81;
95%CI: 0.76-0.86). The increased incidence of melanoma
emerged in another meta-analyses (Standardized Inci-
dence Rate or SIR=1.23: 95%CI: 1.11-1.36), but there is
less evidence regarding mortality (SMR=1.02; 95%CI:
0.81-1.28), although the male subgroup analysis showed a
greater association (SMR=1.19; 95%CI: 1.00-1.42). Re-
garding mortality, there appeared to be an association with
the latitude of the Country in which studies were con-
ducted (46).

In a mortality study conducted on a cohort of 5,112
male workers employed in Italian petrochemical plants,
between 1949 and 2011 (average follow-up length of 49
years), the SMRs were calculated using regional rates,
specific for age and gender (27). In the whole cohort there
was an increased mortality for pleural mesothelioma
(SMR 1.59; 95%CI: 0.71-3.53), brain tumor (SMR 1.47;
95%CI: 0.87-2.49) and lymphatic leukemia (SMR 1.81;
95%CI: 0.91-3.62), but without statistical relevance. All
deaths from pleural cancer occurred after more than 10
years of latency and in workers with duration of exposure

20 years, while those from brain tumors occurred in
workers with latency and duration of exposure <10 years.
Cases of lymphatic leukemia, especially chronic type, in-
volved workers with latency and duration of exposure 20
years. Four fatal cases of acute myeloid leukemia (AML)
were observed in the group with latency 20 years (SMR
1.55, 95%CI: 0.58-4.12). A recent pooled analysis (47) of
three case-control studies (48-50), updated with new cases
of hematopoietic tumors (total of 370 cases and 1,587 con-
trols), showed that occupational exposure was associated
with an increased risk of myelodysplastic syndrome
(MDS), but not acute myeloid leukemia (AML). In this
analysis, a statistically significant dose-response relation-
ship was found between MDS and benzene exposure, but
similar results were not observed with AML; low benzene
levels can cause MDS, but higher concentrations may be
needed to develop AML. Some studies suggest that im-
mune-mediated inflammation is an early stage in the de-
velopment of benzene-induced MDS. Since MDS is
prevalent in the elderly, the disease could remain at low
grade for years and subsequently progress to the stage of
full-blown disease with age-related decrease in immune
defenses. In contrast, higher concentrations of benzene
may be required for acute myeloid leukemia (AML). In
this study, it was not confirmed that exposures occurring
within 15 years of diagnosis are closely related to AML
(or MDS and CML). The question of whether AML is an
independent effect or a possible outcome of benzene-in-
duced MDS also remains unanswered (47). Results of a
subsequent analysis demonstrated the lack of association
between benzene and chronic lymphocytic leukemia
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(CLL) (51). Nevertheless, some studies identified elevated
CLL mortality in petrochemical plant workers before
1950. As refineries represent a complex exposure environ-
ment, co-exposure in addition to benzene could contribute
to the etiology. Finally, it must be said that previous
studies probably reported an excess of cases of AML or
aplastic anemia, rather than an excess of cases of MDS,
since the diagnostic criteria for the last had yet not been
defined (47).

In addition to cancer risk in residents living near pe-
troleum facilities, the most recent meta-analysis has taken
into consideration specific ones for workers within them.
As in other studies, reduction in lung cancer risk was con-
firmed, although there was a strong heterogeneity between
the included studies (SMR=0.82; 95%CI: 0.76-0.88) as
well as the risk for mesothelioma (SMR 1.98; 95%CI:
1.46-2.67); this one is probably associated, in most cases,
with exposure to asbestos, used in combustion petroleum
pipes. Within the offshore workers sub-category, the risk
of cutaneous melanoma (without statistical significance),
leukemia (OR=1.47; 95%CI: 1.12-1.92), lung (OR=1.20;
95%CI: 1.03- 1.39) and mesothelioma (OR=2.47; 95%CI:
1.66-3.67) were increased, even though many of these as-
sociations appear to be due to other factors than those di-
rectly emerging from petroleum production (52).

Discussion and Conclusion

In the oil sector there are various risk factors which, in
the absence of mitigation and control measures, can affect
the health of workers. The presence of incorrect eating be-
havior, characterized by an excessive intake of high-
calorific food, and work-related stress components, con-
stitute important risk factors for the onset of cardiovas-
cular diseases. From studies in literature, it was possible to
note a slight increase in blood pressure, cholesterol and
BMI values in petrochemical industry workers, but not
evenly. The concept of promoting a balanced diet to re-
duce the onset of cardiovascular and metabolic diseases,
as experimented in other industrial sectors (53), could
therefore be extended to the oil industry, even to increase
efficiency of labour. Greater attention to cardiovascular
and coronary diseases should be given among shift
workers (6,54,55). In almost all epidemiological studies
concerning the occupational field, selection bias known as
the “healthy worker effect” could underestimate the risk
due to environmental pollutants. A possible strategy to
minimize the effect of this bias could be to use as refer-
ence category a workers cohort, instead of general or local
population (56). Along with others such as length and de-
gree of exposure and limitation of the number of people
included in the studies, this critical issue had already been
highlighted in a literature review conducted more than 30
years ago on 120 articles (57).

The possible involvement of air pollutants with devel-
opment of conditions of oxidative stress and inflammation
make it necessary to continuously monitor the indices of
predisposition to cardiovascular damage and the onset of
diabetes; for the latter condition, more in-depth and tar-

geted investigations should be conducted in this category
of workers. The use of glycated hemoglobin would make
it safer to determine a condition of diabetes or prediabetes,
however it is a second level test in clinical practice, there-
fore annual blood glucose monitoring can still provide
data that can be used to evaluate the general trend of the
state glycaemic levels in workers and possibly correlating
it with the role of environmental pollutants in refining
plants.

As regard neoplastic pathologies, it has been observed
an overall reduction in relative or mortality risks, likely
explained by the “healthy worker effect”. Some excep-
tions were found in specific studies, maybe linked to par-
ticular cohort of subjects or to higher level of environ-
mental pollutants. Considering the variety of volatile
compounds present in petrochemical plants, it is often
difficult to demonstrate the association of each ones to a
specific type of tumor, hence the desire to give a general
overview of cancer risk in this industrial sector. Help
comes from in vitro or animal studies, which linked the
exposure to a single chemical compound with a specific
neoplasm, even though the additive effect of other pollu-
tants present in the workplace cannot be excluded. The
increased risk for certain type of cancers, for example
mesothelioma or lung, could not be closely related to ex-
posure to substances derived from benzene but to mate-
rials such as asbestos, for a long time present in industrial
sector, therefore also in petrochemical plants (58-60).
Furthermore, in older studies, some categories of
haematopoietic tumors did not have the same current
classification, creating a certain difficulty in comparing
the trend of these diseases. For example, MDS diagnostic
criteria were recently defined, and it seems to be a rela-
tionship between benzene exposure and this syndrome
(61), even at low doses, so new studies on petrochemical
workers should be implemented. Overall, the association
between benzene exposure and leukemia is confirmed by
various studies in the literature (62) while there is hetero-
geneity in risks for the different type of leukemia (AML,
CML, CCL), maybe linked to different dose exposure (for
CCL and AML could be necessary high dose). Otherwise,
the association with lymphomas (in particular NHL) is
not so clear. Except for some small studies, no association
between working in refineries and prostate cancer was
found, even though in literature we could find some evi-
dence of association of this neoplasm with BTX exposure
(63); the correct use of PPE and environment monitoring,
to keep toxic compound below threshold levels, could
partially explain these findings.

Major problems, emerging from cross-sectional and
retrospective studies analyzed, are mostly linked to data
collection through company health surveillance databases,
often not conceived for in-depth epidemiological research
and without standardized classification systems. There-
fore, information obtained could be hardly comparable
and sometimes lack in details. Another matter is the low
sample size, which could fail in finding precise Standard-
ized Mortality Ratio or Standardized Incidence Ratio 
(i.e. with wide confidence interval), especially for rare
pathologies.
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In almost all of the studies analyzed, a univocal opinion
emerged on the need to implement workers health moni-
toring programs through different strategies, such as spe-
cific direct examinations or simply medical counseling,
also in order to reduce absenteeism due to health problems.
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Supplementary material

Search strings used in PubMed:

• health[Title/Abstract] AND refinery[Title/Abstract] AND
workers[Title/Abstract] (1980-2021)

• health[Title/Abstract] AND petrochemical[Title/Abstract] AND
workers[Title/Abstract] (1980-2021)

• cardiovascular[Title/Abstract] AND refinery[Title/Abstract] AND
workers[Title/Abstract] (1980-2021)

• cardiovascular[Title/Abstract] AND petrochemical[Title/Abstract]
AND workers[Title/Abstract] (1980-2021)

• respiratory[Title/Abstract] AND refinery[Title/Abstract] AND
workers[Title/Abstract] (1980-2021)

• respiratory[Title/Abstract] AND petrochemical[Title/Abstract] AND
workers[Title/Abstract] (1980-2021)

• surveillance[Title/Abstract] AND petrochemical[Title/Abstract] AND
workers[Title/Abstract] (1980-2021)

• surveillance[Title/Abstract] AND refinery[Title/Abstract] AND
workers[Title/Abstract] (1980-2021)

• refinery[Title] AND smok*[Title] (1980-2021)
• mortality oil petrochemical(1980-2021)
• mortality AND oil AND worker AND petroleum(1980-2021)
• mortality[Title/Abstract] AND oil refinery[Title/Abstract] (1980-2021)

Search strings used in Web of Science:

• Refinery (abstract) and health (abstract) and worker*(abstract)
• Refinery (abstract) and cardiovascular (abstract) and

worker*(abstract)
• Petro* (abstract) and cardiovascular (abstract) and worker*(abstract)
• Refinery (abstract) and respiratory (abstract) and worker*(abstract)
• Petro* (abstract) and respiratory (abstract) and worker*(abstract)
• Petro* (abstract) and vision (abstract) and worker*(abstract)
• Refinery (abstract) and vision (abstract) and worker*(abstract)
• Petro* (abstract) and hear* (abstract) and worker*(abstract)
• Oil refinery (abstract) and mortality (abstract)
• Petroleum (abstract) and mortality (abstract) and meta-analysis (All fields)
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