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Abstract

Objectives Exposure to inorganic arsenic through drinking water is a threat for public health. Using the arsenic-containing water
in the long-term causes a variety of skin diseases, high blood pressure, and skin cancer. Arsenic also damages the nervous system.
A wide range of studies have studied the effect of arsenic in drinking water on the level of intelligence in children.

Methods For the purpose of our research, we searched three electronic databases including Scopus, Web of Science, and Medline
(PubMed) in English from 2000 to January 2018. We used the dose-response meta-analysis through applying random effect models
in order to estimate the pooled association (with a 95% uncertainty) between water arsenic concentration and intelligence level.
Results Using a two-stage random effect model to investigate the dose-response association between arsenic concentration and
Intelligence Quotient scale, we estimated a significant linear association as —0.08 (95% CI: —0.14, —0.01). Actually, for each unit
increase in arsenic concentration (one microgram per liter), intelligence quotient scale decreases by 0.08%.

Conclusions Considering the significance of the relationship between arsenic concentration in drinking water and the level of
intelligence quotient as an important factor in training, the level of arsenic and its associated risks should be decreased in water

resources.
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Introduction

Arsenic is a natural element of earth’s crust found in the soils,
rocks, natural water, air and living organisms [28]. Arsenic
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can be released into water and soils naturally via weathering
reactions, microbiological activity, and volcanic eruptions. It
can also be released from a wide range of anthropogenic ac-
tivities, including mining activities, metal processing and
using arsenical pesticides and fertilizers [3, 27]. Drinking wa-
ter is the main source of human exposure to arsenic [4].
Arsenic in drinking water is a serious threat for human health
and exposure to it can cause acute and chronic detrimental
effects on human health. Acute arsenic poisoning is manifest-
ed by vomiting, severe diarrhea and abdominal pain. Diffuse
skin rash, seizures, psychosis and toxic cardiomyopathy are of
other symptoms of acute arsenic poisoning [20].
Epidemiological researches have suggested that chronic expo-
sure to arsenic is associated with malignancies of lung [19],
bladder [25], skin [18], kidney [6] and liver [2]. Other health
effects caused by long-term exposure to arsenic include neu-
rological effects, skin lesions, hypertension, cardiovascular
disease, pulmonary disease, peripheral vascular disease, and
diabetes mellitus [29].

One of the principal target for toxic effects of arsenic is the
neurological system [21]. Many epidemiological studies have
suggested that chronic exposure to arsenic can induce
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neurobehavioral disorders, cognitive dysfunction, and learn-
ing deficits in humans [10, 13, 30]. Children are especially
vulnerable to the neurotoxic effects of arsenic [31]. Results of
several published studies have shown that arsenic exposure is
associated with alteration in cognitive function, such as intel-
lectual performance and learning ability during childhood [11,
24, 36]. Grandjean et al. suggested that chronic exposure to
arsenic is responsible for permanent decrease in intelligence
quotient (IQ) and could lead to an increase in school failure
[8]. In addition, Rocha-Amador et al. reported that increased
levels of arsenic in drinking water and urine is related to a
decrease in IQ in children aged 610 years [22]. The adverse
effects of arsenic exposure on children’s intelligence have also
been previously reported from Mexico, Bangladesh, and the
United States [1, 33, 36]. However, how strong the association
is between arsenic and children’s IQ is still a matter of debate.
Thus, in this dose-response meta-analysis, we aimed to review
the recently published epidemiological studies on the effect of
chronic arsenic exposure in drinking water on intelligence
quotient.

Materials and methods

Search strategy We applied a search strategy to identify all
related studies. In this study, we searched for article titles and/
abstracts in order to access studies published in three electron-
ic databases including Scopus, Web of Science, and Medline
(PubMed) in English from 2000 to January 2018. We per-
formed the searches using combinations of keywords and
MeSH terms including “arsenic” OR “arsenate” OR “arse-
nate” OR ““arsenicosis” OR “arsenic exposure” OR “arsenic
poisoning” AND “intelligence” OR “intelligence quotient”
OR “IQ” or “intellectual function” (Appendix 1). We
reviewed the duplicate articles and then deleted them. In ad-
dition, if the full text of paper was unavailable, we requested
the paper from the author via email.

Study selection We used criteria of the PRISMA guidelines in
our study [14]. Therefore, we included all English language
studies in which the mineral arsenic was measured in drinking
water using a standard laboratory method, and 1Q value (Full
scale) was assessed using the Raven’s Standard Progressive
Matrices and the Wechsler Intelligence Scale. To simplify
faster screening, first, the titles were judged, where clearly
irrelevant papers were scraped. Then, the abstracts of the re-
lated studies were read to ensure that the basic subject of the
article was relevant to arsenic exposure and intelligence quo-
tient. Final screening of the studies was based on the full texts.
In this secondary study, letters to the editors, case reports, and
previous systematic reviews and meta-analyses were not in-
cluded. The selection process of the papers was not affected
by the name of authors or title of journals.
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Screening and data extraction All potentially relevant publi-
cations were inserted in EndNote X8 software and indepen-
dently reviewed by two authors (MH and RM). Any discrep-
ancies between the authors were resolved through a consensus
with an expert (YM). All three authors extracted the data in
order to identify eligible studies. After the final evaluation, the
authors extracted and recorded the required data, including
name of the first author, year of publication, country, sample
size, exposure measurement (arsenic), outcome measurement
(IQ), and standard deviation (SD) of the outcome. All the
extracted data were then entered into the Excel software.

Quality assessment of the studies To assess the methodo-
logical quality of included studies, we used the
Newcastle-Ottawa quality assessment adapted for cross-
sectional studies [26]. We assessed the quality of all rel-
evant studies in accordance with the type of study, sample
size, participant’s selection, setting, validity and reliability
of measuring exposure and outcome, and appropriate sta-
tistical analysis. Finally, studies with high and medium
quality were included in the analyses (three studies were
excluded at this stage).

Statistical analysis /° statistics was applied to determine the
degree of heterogeneity between the studies. Applying the
random effect models, the pooled associations (with a 95%
uncertainty) between arsenic concentration and IQ were pre-
sented as mean difference. R 3.6.0. with the “meta” package
was used to perform the meta-analysis. In order to investigate
the association between arsenic concentration in drinking wa-
ter and 1Q scale, we compared the high-dose arsenic concen-
tration (ranged from 50 to 650 pg/L) versus control group
(ranged from 2 to 60 pg/L) as well as the medium-dose arsenic
concentration (ranged from 50 to 270 pg/L) versus control
group. It should be noted that those defined levels of arsenic
concentration have to some extent a degree of overlap in dif-
ferent studies. Because of these overlapped levels of exposure,
we conducted a dose-response meta-analysis. Therefore,
using the “mvmeta” and “dosresmeta” packages, we tried to
perform dose-response meta-analysis to evaluate the relation-
ship between arsenic (1g/L) and IQ scale. This way, two-stage
random effects models (linear and cubic spline) were per-
formed and the best model was chosen according to the AIC
and BIC.

Finally, publication bias was checked through applying
Egger’s test. (Funnel plot was not applied due to low number
of studies = 7).

Results

Up to 2018, seven observational studies (Fig. 1) with a total of
2126 men and women were included in the present study.
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High dose arsenic concentration versus control dose

Figure 2 depicts the pooled estimate of IQ mean difference
between high-dose arsenic concentrations (ranged from 50 to
650 pg/L) versus control group (ranged from 2 to 60 pug/L).
We estimated the mean difference as —11.73 (95% CI: —16.01,
—7.44), that is statistically significant. Actually, exposure to
high-dose arsenic concentration compared to control dose re-
sulted in lower IQ scale. The ° statistics was estimated as
78%.

Medium dose arsenic concentration versus control
dose

Figure 3 depicts the pooled estimate of IQ mean difference
between medium-dose arsenic concentrations (ranged from 50
to 650 pg/L) versus control group (ranged from 2 to 60 pg/L).
We estimated the mean difference as —8.25 (95% CI: —12.49,
—4.01), that is statistically significant. The P statistics was
estimated as 61%.

Dose-response association between arsenic
concentration and 1Q scale

Using the two-stage random effects model to investigate the
dose-response association between arsenic concentration and
1Q scale, we estimated a significant linear association as —0.08
(95% CIL: —0.14, —0.01). Actually, for each unit increase in
arsenic concentration (one microgram per liter), IQ scale de-
creases by 0.08% (Fig. 4).

Assessment of publication bias

We conducted the Egger’s test to check the probability of the
publication bias. The results showed that there was no publi-
cation bias in the present study (P value =0.811).

Discussion

We identified seven epidemiological studies that had investi-
gated the association between arsenic in drinking water and IQ
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Fig. 2 Pooled estimate of IQ mean difference of high-dose and control-dose (low) arsenic concentration

scale. We excluded insufficient studies and estimated the
dose-response association. There was a negative and statisti-
cally significant association between arsenic and 1Q scale. In
fact, according to the results, higher arsenic concentration
could lead to lower IQ scale. Wasserman et al. [34], using a
linear regression model, estimated the association between
arsenic concentration in drinking water and IQ scale with a
beta coefficient of —0.03. According to their findings, each
unit increase in arsenic concentration could lead to a decrease
in IQ scale by 0.3 score [34]. Previous systematic review and
meta-analysis by Dong and Su [5] indicated that living in an
arsenicosis area compared to non-arsenicosis area could re-
duce IQ scale of children [5]. Another systematic review and
meta-analysis by Rodriguez-Barranco et al. [23] showed a
negative association between arsenic and IQ scale. They esti-
mated that a 50% increase in arsenic level in urine, could
lower the 1Q of children by 0.4 (Rodriguez-Barranco,
Lacasana et al. [23]). None of those two meta-analyses used
a dose-response method. In essence, our study is an update on
them to examine the dose-response relationship of arsenic of
drinking water and IQ scale. Furthermore, a research by
Wasserman et al. [37] revealed that decreasing creatinine-
adjusted urinary arsenic and blood arsenic as exposure bio-
markers was associated with improvement in working mem-
ory score; however, it was not significantly associated with
full scale 1Q. Nonetheless, they believed that the period of the
study was short (a 2-year follow-up study) [37].

It seems that sex of children could be an effect modifier
when investigating the association between arsenic in

drinking water and 1Q scale. A study by Hamadani et al. [9],
using a multivariable-adjusted regression analysis and con-
trolling for potential confounders, i.e. social-demographic var-
iables, showed that arsenic exposure might have adverse ef-
fects on IQ scale in girls but not boys [9]. In our study, all
seven studies were conducted on both genders.

To our knowledge, the present study is the first effort to
perform the dose-response analysis of the relationship be-
tween arsenic in drinking water and IQ scale. One of the main
limitations of this study is unmeasured confounding. Actually,
individual studies have better focus on this methodological
point and try to consider the confounding.

Based on the adverse health effects related to arsenic con-
tamination in surface and ground water resources, US
Environmental Protection Agency (USEPA) and World
Health Organization (WHO) set arsenic as a class-A carcino-
gen(1,2) Accordingly, the WHO lowered the arsenic guideline
level for drinking water from 50 to 10 pg/L in 1993. In many
regions of the world, the recommended level of 10 pg/L has
been accepted as an enforceable standard (3) Arsenic in water
should be removed or lowered to the standard level. However,
lowering the arsenic level or its removal from water resources
requires financial sources and proper technologies. In many
parts of the word especially developing countries, there are
problems with arsenic removal. Although many efficient
methods of water treatment has been studied and recommend-
ed, mainly coagulation methods (3), adsorption (4), mem-
brane technologies (5) and adsorption process (6) but in prac-
tice, some challenges exist. Adsorption via low cost material
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Fig. 3 Pooled estimate of IQ mean difference of medium-dose and control-dose (low) arsenic concentration
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Fig. 4 Dose-response association
between arsenic concentration
and IQ scale based on the linear
model; the solid line represents
the fitted linear trend, and dash
line represents the 95%
confidence interval
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(activated carbon) has been more applicable for arsenic re-
moval from water in low income and developing countries.

Conclusion

Identifying the dose-response association between arsenic and
1Q scale could pave the way for policy makers in order to plan
for control of decreasing IQ scale. Minimizing (or at least
decreasing) arsenic removal from drinking water could be an
important health strategy.
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Appendix 1
Search Strategy in Pub Med:

(arsenic[Title/Abstract] OR arsenate[Title/Abstract] OR
arsenite[ Title/Abstract] OR arsenicosis[Title/Abstract] OR

200 300 400 500 600

Arsenic concentration (ug/L)

“arsenic exposure”[Title/Abstract] OR “arsenic
poisoning”[Title/Abstract]) AND (Intelligence[Title/
Abstract] OR IQ[Title/Abstract] OR “intelligence
quotient’’[ Title/Abstract])

Search Strategy in Scopus:

(TITLE-ABS-KEY (arsenic OR arsenate OR arsenite
OR arsenicosis OR “arsenic exposure” OR “arsenic poi-
soning”) AND TITLE-ABS-KEY (intelligence OR “chil-
dren intelligence” OR iq OR “intelligence quotient™))
AND (LIMIT-TO (DOCTYPE, “cp”) OR LIMIT-TO
(DOCTYPE, “ar”))

Search Strategy in Web of Science:

#2 AND #1

Refined by: DOCUMENT TYPES: (ARTICLE OR PROCEEDINGS
PAPER OR MEETING ABSTRACT)

Indexes=SCI-EXPANDED, SSCI, CPCI-S, CPCI-SSH, ESCI
Timespan=All years

#2 AND #1

Indexes=SCI-EXPANDED, SSCI, CPCI-S, CPCI-SSH, ESCI Timesp

an=All years

TS=(Intelligence or “children intelligence” or IQ or “intelligence
quotient”)

Indexes=SCI-EXPANDED, SSCI, CPCI-S, CPCI-SSH, ESCI
Timespan=All years

TS=(arsenic or arsenate or arsenite or arsenicosis or “arsenic exposure’ or
“arsenic poisoning”)

Indexes=SCI-EXPANDED, SSCI, CPCI-S, CPCI-SSH, ESCI
Timespan=All years
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Appendix 2

SD_control 14.7 214 29.5 6.98 11.34 20.3 28.5
SD medium  15.6 22.6 28.2 17.3
SD_high 16.6 22.3 19.3 9.6 6.17 15.4 33
1Q_control 104.8 522 50 108.7 30.55 56.5 107
1Q medium  100.6 43.8 38 45.1
1Q_high 95.1 40.7 27.5 97 17.95 39.4 109
Dose control 2 9 60 6 2 59 2.37
Dose_medium 142 50 270 221
Dose_high 190 120 650 50.6 90 653 82
Sample size 196 120 255 28 20 58 151
(control)
Sample size 253 96 112 47
(medium)
Sample 91 96 41 114 20 25 152
size(high)
Sample size 540 312 404 142 40 130 303
Sex Both Both Both Both Both Both Both
YOP 2007 2014 2013 2017 2017 2012 2011
Country Bangladesh Bangladesh Bangladesh India India Bangladesh Bangladesh
First author San-Xiang Wang Mst. Nasrin Nahar Mst. Nasrin Nahar Soumya Bikash Manju Mst. Nasrin Gail A. Wasserman
et al. [32] etal. [17] et al. [16] Ghosh et al. [7] et al. Nahar[15] et al. [35]
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References 9. Hamadani JD, Tofail F, Nermell B, Gardner R, Shiraji S, Bottai M,
Arifeen SE, Huda SN, Vahter M. Critical windows of exposure for
1. Calderon J, Navarro M, Jimenez-Capdeville M, Santos-Diaz M arsenic-associated impairment of cognitive function in pre-school
’ Golden A ’Ro driguez—L’eyva I, Borja-Aburto V’ Diaz-Barriga F? girls and boys: a population-based cohort study. Int J Epidemiol.
Exposure to arsenic and lead and neuropsychological development 291 1;40(6):1 59?_604' . .
in Mexican children. Environ Res. 2001;85(2):69-76. 10. LiuJ, GaoY, Liu H, Sun J, Liu Y, Wu J, Li D, Sun D. Assessment
2. Chiu H-F, Ho S-C, Wang LY, Wu T—N’ Yang C-Y. Does arsenic of relationship on excess arsenic intake from drinking water and
’ exposure’increase, the risk fo; liver cailcer” T Toxicol Environ cognitive impairment in adults and elders in arsenicosis areas. Int J
Health, Part A. 2004:67(19):1491-500. Hyg Environ Health. 2017;220(2):424-30.

3. Chung J-Y, Yu S-D, Hong Y-S. Environmental source of arsenic 11. Manju R, Hegde AM, Parlees P, Keshan A. Environmental arsenic
exposure. J Prev Med Public Health. 2014a;47(5):253-7. contamination and its effect on intelligence quotient of school chil-

4. Chung J-Y, Yu S-D, Hong Y-S. Environmental source of arsenic dl.*en in a historic goldhmining area Hutti, North Karnataka, India: a
exposure. J Prev Med Public Health = Yebang Uihakhoe chi. pllot.study. J Neurosci Rural Pract. 2017a;8(3):3'64—7. .
2014b;47(5):253-7. 12.  Manju R, Hegde AM, Parlees P, Keshan A. Environmental arsenic

5. Dong J, Su S-Y. The association between arsenic and children’s contamination and its effect on intelligence quotient of school chil-
intelligence: a meta-analysis. Biol Trace Elem Res. 2009;129(1-3): d'ren in a historic gold.mlmng area Hutti, North Karnataka, India: a
88-93. pilot study. J Neurosci Rural Pract. 2017b;8(3):364—7.

6. Ferreccio C, Smith AH, Durén V, Barlaro T, Benitez H, Valdés R, 13.  Mathew L, Vale A, Adcock JE. Arsenical peripheral neuropathy.
Aguirre JJ, Moore LE, Acevedo J, Vasquez MI, Pérez L, Yuan Y, Pract Neurol. 2010;10(1):34-8.

Liaw J, Cantor KP, Steinmaus C. Case-control study of arsenic in 14.  Moher D, Liberati A, Tetzlaff J, Altman DG, P. Group. Preferred
dnn_klng water and kldney cancer in uniquely exposed Northern reporting items for systematic reviews and meta—analyses: the
Chile. Am J Epidemiol. 2013;178(5):813-8. PRISMA statement. PLoS Med. 2009;6(7):e1000097.

7. Ghosh SB, Chakraborty D, Mondal NK. Effect of arsenic and man- 15. Nahar N, Inaoka T. Intelligence quotient and social competence of
ganese exposure on intellectual function of children in arsenic stress junior high school students drinking arsenic contaminated ground-
area of Purbasthali, Burdwan, West Bengal. Expo Health. water in Bangladesh. Res J Environ Toxicol. 2012;6(4):110-21.
2017;9(1):1-11. 16. Nahar MN, Inaoka T, Fujimura M. A consecutive study on arsenic

8. Grandjean P, Landrigan PJ. Developmental neurotoxicity of indus-
trial chemicals. Lancet. 2006;368(9553):2167-78.

@ Springer

exposure and intelligence quotient (IQ) of children in Bangladesh.
Environ Health Prev Med. 2013;19(3):194-9.



J Environ Health Sci Engineer

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

Nahar MN, Inaoka T, Fujimura M, Watanabe C, Shimizu H,
Tasnim S, Sultana N. Arsenic contamination in groundwater and
its effects on adolescent intelligence and social competence in
Bangladesh with special reference to daily drinking/cooking water
intake. Environ Health Prev Med. 2014;19(2):151-8.

Naujokas MF, Anderson B, Ahsan H, Aposhian HV, Graziano JH,
Thompson C, Suk WA. The broad scope of health effects from
chronic arsenic exposure: update on a worldwide public health
problem. Environ Health Perspect. 2013;121(3):295-302.

Putila JJ, Guo NL. Association of arsenic exposure with lung cancer
incidence rates in the United States. PLoS One. 2011;6(10):—
¢25886.

Ratnaike RN. Acute and chronic arsenic toxicity. Postgrad Med J.
2003a;79(933):391-6.

Ratnaike RN. Acute and chronic arsenic toxicity. Postgrad Med J.
2003b;79(933):391-6.

Rocha-Amador D, Navarro ME, Carrizales L, Morales R, Calderdén
J. Decreased intelligence in children and exposure to fluoride and
arsenic in drinking water. Cadernos de saide publica. 2007;23:
S579-87.

Rodriguez-Barranco M, Lacasaia M, Aguilar-Garduiio C, Alguacil
J, Gil F, Gonzélez-Alzaga B, Rojas-Garcia A. Association of arse-
nic, cadmium and manganese exposure with neurodevelopment
and behavioural disorders in children: a systematic review and me-
ta-analysis. Sci Total Environ. 2013;454:562-77.

Rosado JL, Ronquillo D, Kordas K, Rojas O, Alatorre J, Lopez P,
Garcia-Vargas G, del Carmen Caamaiio M, Cebrian ME, Stoltzfus
RJ. Arsenic exposure and cognitive performance in Mexican
schoolchildren. Environ Health Perspect. 2007;115(9):1371-5.
Saint-Jacques N, Parker L, Brown P, Dummer TJ. Arsenic in drink-
ing water and urinary tract cancers: a systematic review of 30 years
of epidemiological evidence. Environ Health: A Global Access Sci
Source. 2014;13:44.

Scale, N.-O. Wells GA, Shea B, O’Connell D, Peterson J, Welch V,
Losos M, et al. (2014). The Newcastle-Ottawa Scale (NOS) for
assessing the quality of nonrandomised studies in meta-analyses.
Smedley, P. L. (2008). Sources and distribution of arsenic in
groundwater and aquifers.

Smedley P, Kinniburgh D. Chaper 1: source and behaviour of ar-
senic in natural waters. Wallingford: British Geological Survey;
2001.

29.

30.

31.

32.

33.

34.

3s.

36.

37.

Smith AH, Lingas EO, Rahman M. Contamination of drinking-
water by arsenic in Bangladesh: a public health emergency. Bull
World Health Organ. 2000;78:1093-103.

Sun H, Yang Y, Shao H, Sun W, Gu M, Wang H, Jiang L, Qu L,
Sun D, Gao Y. Sodium arsenite-induced learning and memory im-
pairment is associated with endoplasmic reticulum stress-mediated
apoptosis in rat hippocampus. Front Mol Neurosci. 2017a;10:286.
Sun H, Yang Y, Shao H, Sun W, Gu M, Wang H, Jiang L, Qu L,
Sun D, Gao Y. Sodium arsenite-induced learning and memory im-
pairment is associated with endoplasmic reticulum stress-mediated
apoptosis in rat hippocampus. Front Mol Neurosci. 2017b;10:286.
Wang SX, Wang ZH, Cheng XT, Li J, Sang ZP, Zhang XD, Han
LL, Qiao XY, Wu ZM, Wang ZH. Arsenic and fluoride expose in
drinking water: children’s IQ and growth in Shanyin country,
Shanxi Province, China. Environ Health Perspect. 2007;115(4):
643-7.

Wasserman GA, Liu X, Parvez F, Ahsan H, Factor-Litvak P, van
Geen A, Slavkovich V, Lolacono NJ, Cheng Z, Hussain 1. Water
arsenic exposure and children’s intellectual function in Araihazar,
Bangladesh. Environ Health Perspect. 2004;112(13):1329-33.
Wasserman GA, Liu X, Parvez F, Ahsan H, Factor-Litvak P, Kline
J, Van Geen A, Slavkovich V, Lolacono NJ, Levy D. Water arsenic
exposure and intellectual function in 6-year-old children in
Araihazar, Bangladesh. Environ Health Perspect. 2006;115(2):
285-9.

Wasserman GA, Liu X, Parvez F, Factor-Litvak P, Ahsan H, Levy
D, Kline J, van Geen A, Mey J, Slavkovich V. Arsenic and man-
ganese exposure and children’s intellectual function.
Neurotoxicology. 2011;32(4):450-7.

Wasserman GA, Liu X, Lolacono NJ, Kline J, Factor-Litvak P, van
Geen A, Mey JL, Levy D, Abramson R, Schwartz A. A cross-
sectional study of well water arsenic and child 1Q in Maine
schoolchildren. Environ Health. 2014;13(1):23.

Wasserman GA, Liu XH, Parvez F, Factor-Litvak P, Kline J,
Siddique AB, Shahriar H, Uddin MN, van Geen A, Mey JL,
Balac O, Graziano JH. Child intelligence and reductions in water
arsenic and manganese: a two-year follow-up study in Bangladesh.
Environ Health Perspect. 2016;124(7):1114-20.

Publisher’s note Springer Nature remains neutral with regard to jurisdic-
tional claims in published maps and institutional affiliations.

@ Springer



	Dose-response meta-analysis of arsenic exposure in drinking water and intelligence quotient
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Introduction
	Materials and methods
	Results
	High dose arsenic concentration versus control dose
	Medium dose arsenic concentration versus control dose
	Dose-response association between arsenic concentration and IQ scale
	Assessment of publication bias

	Discussion
	Conclusion
	Appendix 1
	Appendix 2
	References


