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Implication for health policy/practice/research/medical education:
To investigate the relationship between blood lead level and anemia in end-stage renal disease undergoing maintenance 
hemodialysis, we conducted a case-control study on 70 patients. No correlation between lead level and anemia was detected, 
however the blood lead level was higher in those undergoing long-term maintenance hemodialysis. 
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Introduction
End-stage renal disease (ESRD) is the most debilitating 
condition and results in an increased risk of morbidity 
and mortality due to cardiovascular events and 
dialysis associated risk factors, such as oxidative stress, 
inflammation, anemia and infection (1). Hemodialysis 
is the most common treatment for ESRD and anemia 
is a common complication among these patients. 
Various causes have been reported for anemia among 
these patients, the main of them is failure of kidneys to 
synthesize erythropoietin (EPO). EPO, as a hormone with 
a glycoprotein structure, is mainly synthesized by the 

kidneys and slightly produced by liver tissues in adults 
and causes red blood cell production by stimulating the 
bone marrow (2). Hemodialysis has a devastating effect 
on red blood cells and reduces their lifespan too (3). 
Sometimes iron deficiency can cause anemia even in the 
presence of sufficient amounts of EPO. Disturbance in 
iron metabolism is due to inflammatory mediators in renal 
failure, hemodialysis process, and an increase in oxidative 
stress (4). On the other hand, kidneys have a significant 
role in regulating the concentration of trace elements. 
Renal failure can disturb the levels of the elements like 
lead, cadmium, mercury and arsenic. Studies have shown 

Introduction: Studies show that blood lead level (BLL) is higher in hemodialysis patients than 
in healthy people. Lead can disrupt iron metabolism and hemoglobin synthesis and therefore 
it is regarded as a cause of anemia. 
Objectives: This study investigated the relationship between BLL and anemia in end-stage 
renal disease (ESRD) undergoing maintenance hemodialysis
Patients and Methods: This case-control study was conducted on 70 patients who had received 
hemodialysis at least for three months. The participants were selected randomly among 
eligible patients considering the inclusion and exclusion criteria. Based on their hemoglobin 
levels, the participants were divided into two groups, namely patients with anemia (case) and 
those without anemia (control).
Results: The mean age of the participants in the case and control groups were 63.8±11.02 
and 55.4±13.34 years, respectively. There were significant differences between two groups 
regarding hemoglobin, C-reactive protein (CRP) and erythropoietin (EPo) levels (P < 0.05). 
There was a significant correlation between hemoglobin and ferritin levels in the case group 
and between the length of dialysis and serum iron level in the control group without anemia 
(P < 0.001).
Conclusion:  Our results showed no correlation between BLL and anemia, however the BLL 
was higher in those undergoing long-term maintenance hemodialysis. Our findings require 
further investigation with larger studies.
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that blood lead level (BLL) is higher in hemodialysis 
patients than healthy people (5).

It seems that some secondary reactions related to the 
poorly dialysis water purification are not respected 
appropriately, because many of these reactions are regarded 
as the symptoms of mineral and bone disorders induced 
by chronic kidney diseases or chronic inflammation 
unless the patients show acute or sub-acute reactions. 
The maximum admissible levels of water contaminants in 
dialysis water have been quantified by the Association for 
the Advancement of Medical Instrumentation (AAMI). 
The acceptable lead level in dialysis water is 0.005 mg/L (6).

Lead can disrupt iron metabolism and hemoglobin 
synthesis. Therefore, lead poisoning is one of the causes 
of anemia (7).

Hemodialysis patients are exposed to a large amount of 
water (more than 300 L/wk). As a result, the presence of 
small amounts of toxic materials in hemodialysis water 
can cause a gradient between blood and dialysis fluid 
which eventually results in toxicity-related symptoms. 
The deficiency of basic elements such as zinc or selenium, 
and an increase in toxic elements, including lead and 
arsenic, are hazardous complications that can be fatal for 
hemodialysis patients (8-10).

Zinc and iron deficiency are the risk factors for lead 
poisoning (11). Epidemiological studies have shown that 
long-term exposure to lead is associated with an increased 
risk of cardiovascular events, cancer and mortality. 
Moreover, increased BLL is associated with an increase 
in age-related hypertension and kidney diseases. The 
harmful effects of this metal have been shown in different 
studies (12,13). In ESRD patients, the most important 
factors in determining the concentrations of the trace 
elements, including lead, are the severity of renal failure 
and the selected treatment as the renal replacement 
therapy. Lead poisoning disrupts the functions of many 
organs which results in several complications such as 
encephalopathy, anemia, peripheral neuropathy and gout. 
Studies have shown that increased BLL has significantly 
and positively correlated with the duration of hemodialysis 
therapy. Concomitant high BLL and anemia exacerbate 
the symptoms and finally aggravates disabilities and even 
causes death of patients. This study designed to evaluate 
BLL as an effective factor in causing refractory and 
resistant anemia to EPO and iron replacement therapy.

Objectives
This study aimed to determine the association of BLL 
with anemia in patients on maintenance dialysis at a 
hemodialysis centre in Hamadan, Iran.

Patients and Methods 
Study design 
This case-control study was conducted on 70 hemodialysis 
patients, who had received hemodialysis for at least three 

months during 2017-2018. Information about the study 
was given to the participants since those who agreed and 
signed the consent forms enrolled in the study.

The patients were divided into two groups, namely those 
with anemia (the case group) and those without anemia 
(the control group) based on their hemoglobin level 
(a participant with a hemoglobin level of less than 11.5 
mg/dL was diagnosed with anemia) (14). The estimated 
sample size in each group was 35 according to the study 
by Palaneeswari et al (15).

Participants
All study patients were recruited from Shahid Beheshti 
hemodialysis centre in Hamadan. Only patients over 18 
years of age who received maintenance hemodialysis for 
at least three months were enrolled in this study. The 
exclusion criteria were anemia induced by other underlying 
reasons such as gastrointestinal bleeding, malignancy, 
thalassemia and surgery in the last three years, drug 
abuse (e.g. opium consumption) and infections. Most of 
patients underwent standard thrice-weekly (at least three 
hours per session) hemodialysis. The dialysate contained 
standard ionic components with bicarbonate-based buffer 
and type of dialyzer was polysulfone membrane. Blood 
flow and dialysate flow were 230–300 and 500 mL/min, 
respectively. Dialysis efficacy was measured using serum 
urea clearance (Kt/V; where k: dialyzer urea clearance; t: 
total treatment time and V: the total volume within the 
body that urea is distributed) since the optimal adequacy 
of dialysis was equal or more than 1.2.

Laboratory assessments
Prior to hemodialysis, their blood samples were taken and 
the BLL level was measured using the atomic absorption 
technique (SpectrAA-200, Variant). The hemoglobin 
levels of all participants were also measured. The serum 
iron and ferritin levels were measured in both groups using 
BioSystem (Spain) and ELISA (Monobind, Germany) kits, 
respectively. The weekly doses of EPO received by the 
patients were recorded.

The data collection instrument was a checklist 
comprising of demographic information, number of 
hemodialysis sessions, duration of hemodialysis session 
(hour), hemoglobin level (g/dL), C-reactive protein (CRP) 
level (mg/L), serum iron level (mcg/dL), ferritin level 
(ng/mL), lead level (mg/dL), total iron-binding capacity 
(TIBC) (mcg/dL) and iron saturation percentage and EPO 
dose (U/kg). 

Ethical issues
The study was conducted in accordance with the 
Declaration of Helsinki. The Ethics Committee of 
Hamadan University of Medical Sciences approved this 
study (#IR.UMSHA.REC.1396.593). Accordingly, written 
informed consent was taken from all participants before 
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inclusion in the research. This study was granted by 
the Hamadan University of Medical Sciences (Grant# 
9609145659).

Statistical analysis
Data were analyzed using the SPSS software (version 
21, SPSS Inc., Chicago, IL, USA). Comparison among 
quantitative variables was analyzed exploiting t-test and 
Mann–Whitney U-test. Qualitative data was assessed by 
chi-square test. A P value of <0.05 was set significant.

Results
In this study, 70 patients (35 with anemia and 35 without 
anemia) undergoing hemodialysis were studied. The 
mean age of all participants was 59.64 ± 12.88 years. There 
was a significant difference in the mean age between 
the case (63.8 years) and control (55.4 years) groups 
(P = 0.05). Male participants constituted 48.6% and 54.3% 
of the case and control groups. In addition, 88.6% and 
77.1% of the case and control groups lived in urban area, 
respectively. Around 74.3% of the case participants and 
74.3% of the control participants underwent four hours of 
hemodialysis and three times per week respectively. There 
were not any significant “between-group” differences 
with respect to gender, place of residence, educational 
attainment, number of dialysis sessions, and duration of 
dialysis per week (P > 0.05; Table 1).

We found a significant difference between two groups 
regarding levels of hemoglobin (P = 0.001), CRP and EPO 

dose (P < 0.05); whereas, there was not any significant 
difference between two groups in relation with the serum 
iron, lead, ferritin and saturated iron and TIBC (Table 2).

The relationships between blood level of lead, iron, 
ferritin, hemoglobin, and EPO dose and the duration 
of the dialysis session was investigated. Results showed 
a significant correlation between the duration of 
hemodialysis and serum iron (P = 0.001) and lead levels 
(P < 0.05; Table 3).

According to Table 4, a significant correlation between 
the hemoglobin and ferritin levels in the case group 
was seen (P < 0.001). A significant relationship was also 
observed between duration of the dialysis and serum iron 
levels in the control group (P < 0.001; Table 5).

Discussion
Hemodialysis can be associated with accumulation of 
toxic elements and profound clinical consequences, 
such as the increased risk of cardiovascular diseases, 
immunodeficiency, anemia and bone disease. Anemia 
is a common complication in dialysis patients while 
many causes have been reported for its development 
(3). The lead toxicity affects many organs and causes 
encephalopathy, anemia, peripheral neuropathy, gout and 
renal failure. Studies have shown that exposure to lead 
in the environment is associated with progress of renal 
failure in patients with and without diabetes (13). This 
study was conducted to assess the lead level in case and 
control groups.

Table 1. Distribution frequency of the characteristics of the studied patients

Characteristics With anemia (n=35) Without anemia (n=35) P value

Age(year) 63.8 ± 11.02 55.4 ± 13.34 0.005

Gender (%)
Male
Female

17 (48.6%)
18 (51.4%)

19 (54.3%)
16 (45.7%)

0.406

Urban area 31 (88.6%) 27 (77.1%) 0.205

Educational levels(high school or more) 10 (28.6%) 10 (28.7%) 0.092

Number of HD sessions (Three times and more) 26 (74.3%) 26(74.3%) 0.991

HD duration (year) 4.62±4.00 4.58±4.46 0.887

HD; hemodialysis.

Table 2. Comparison of the investigated variables in the case and control groups

Characteristics With anemia (case) (n=35) Without anemia (control) (n=35) Total P value

Hemoglobin (g/dL) 10.09±0.86 12.29±1.04 11.19±1.45 0.001

hs-CRP (mg/L) 8.21±8.35 3.95±4.75 6.08±7.08 0.006

Serum iron(mcg/dL( 118.08±67.42 102.34±76.14 110.21±71.83 0.179

Ferritin (ng/mL) 105.51±84.70 142.02±176.94 123.76±138.92 0.751

BLL (µg/dL) 11.02±6.13 10.87±2.61 10.95±4.68 0.401

TS (%) 33.21±12.59 28.15±13.95 30.68±13.43 0.111

EPO dose 7657.1±3895.26 5791.4±6227.47 6724.28±5241.09 0.033
BLL; Blood lead level, Erythropoietin (U/wk), TS; Transferrin saturation.
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The results showed a significant between-group 
difference in hemoglobin level, CRP and EPO dose. 
However, no significant between-group difference was 
observed in serum iron, lead, ferritin, saturated iron levels 
and TIBC.

Mean lead level in the case and control groups was 
11.02 µg/dL and 10.87 µg/dL respectively, indicating no 
significant “between-group” difference between them in 
this regard. However, the mean lead level in hemodialysis 
patients was higher than the international standard level. 
Previous studies showed a higher lead level in hemodialysis 
patients than healthy people (15).

Filler et al reported that the BLL in the hemodialysis 
group was higher than in normal people (21.1+15.8 µg/L 
versus 6.35 µg/L) (11). The highest lead level in their study 
(58 µg/L) was higher than that in the present study (41.6 
µg/L) (11). Since the maximum concentration of lead 
for hemodialysis water based on AAMI must to be 0.005 
mg/L, the high serum lead level in the patients can be due 
to renal failure, reduced kidney function, the inability to 
get rid of lead from the body and lack of lead removal 
during dialysis (6).

Recently, the inflammatory processes have been reported 

as the main cause of EPO-resistant anemia in hemodialysis 
patients. The serum CRP levels in hemodialysis patients 
are 1-5 times higher than in the healthy control (16). CRP 
is an accurate, reliable, and effective biomarker for early 
diagnosis of patients vulnerable to cardiac events. It has 
also been approved as an independent and exact predictor 
of mortality among hemodialysis patients (17). Kus et al 
showed that the hs-CRP levels in hemodialysis groups 
with a hemoglobin level of higher than 12 g/dL were lower 
than in the group with hemoglobin level lower than 12 g/
dL, which is consistent with the present study (18). The 
between-group comparison showed a higher level of hs-
CRP in the case group too. This relationship may suggest 
that chronic inflammation is the main cause of anemia in 
hemodialysis patients.

The between-group comparison showed no significant 
difference in serum iron level, indicating the role of other 
effective mechanisms in the development of anemia. 
There were not any significant relationships between the 
serum iron and lead levels in the case and control groups.

There was also no significant correlation between the 
ferritin and lead levels in the case and control groups. 
Ogawa et al showed that the serum ferritin level and iron 

Table 3. Correlation between the investigated variables in hemodialysis patients

Variables Lead level Iron level Ferritin level Hb level EPO dose |HD duration

Lead level 1

Iron level -0.080 1

Ferritin level -0.191 0.075 1

Hb level -0.086 -0.219 -0.107 1

EPO dose 0.083 0.000 -0.149 -0.192 1

HD duration 0.235* -0.316* -0.062 0.082 0.055 1
EPO, erythropoietin; HD, hemodialysis; Hb, hemoglobin. * P value less than 0.05.

Table 4. Correlation between the investigated variables in the case group

Variables Lead level Iron level Ferritin level Hb level EPO dose |HD duration

Lead level 1

Iron level -0.075 1

Ferritin level -0.171 -0.167 1

Hb level -0.286 -0.266 -0.454* 1

EPO dose 0.048 -0.092 -0.148 -0.131 1

HD duration 0.213 -0.088 -0.073 0.253 0.043 1

Table 5. Correlation between the investigated variables in the control group

Variables Lead level Iron level Ferritin level Hb level EPO dose HD duration

Lead level 1

Iron level -0.084 1

Ferritin level -0.231 0.043 1

Hb level 0.236 0.058 -0.101 1

EPO dose 0.252 0.075 -0.125 -0.11 1

HD duration 0.278 -0.554* -0.083 0.08 0.088 1
EPO; erythropoietin; HD; hemodialysis; Hb; hemoglobin.  * P value less than 0.05.

http://journalrip.com


       Journal of Renal Injury Prevention, Volume 10, Issue 1, March 2021http://journalrip.com                          5

Blood lead level in hemodialysis

saturation percentage in hemodialysis patients to respond 
to the EPO was lower than the expected level. The ferritin 
level (<90 ng/mL) and iron saturation level (>20%) are 
adequate for responding to treatment with EPO (19).

There was a significant relationship between the 
hemodialysis duration and serum iron level in hemodialysis 
patients, while, the serum iron level decreased with the 
prolongation of the hemodialysis sessions. In the present 
study, the serum lead level increased with prolongation of 
the hemodialysis sessions. Palaneeswari et al studied 100 
hemodialysis patients to measure the serum lead level and 
its relationship with hemodialysis duration. They found 
that serum lead level slightly increased with the increases 
in the duration of hemodialysis session (15). 

Huang et al studied 931 patients receiving hemodialysis 
for at least six months and showed that serum lead level 
was high in 7% of the patients receiving EPO treatment, 
whereas, the serum leads level was high in 22% of 
patients who did not receive EPO treatment (20). In 
our study, no significant relationship between BLL and 
EPO dose was detected, which may be attributed to the 
smaller sample size. In previous studies, long-term lead 
exposure was associated with production of reactive 
oxygen species (ROS), decreased nitric oxide availability, 
inflammation, cell expressing angiotensin II, increased 
lipopolysaccharide-induced tumor necrosis factor-α factor 
levels and liver damage. Overproduction of ROS in patients 
with ESRD has an important role in the development of 
inflammation that induced long-term complications, 
including anemia, accelerated atherosclerosis, nutritional 
disorders in long-term hemodialysis patients (21). 
Exposure to lead in the environment is an important 
factor to increase the mortality rate among the general 
population and in hemodialysis patients. Increased serum 
lead level in dialysis patients is due to kidney dysfunction 
and also inadequate lead removal during dialysis. The 
exposure to lead, even at lower levels, is associated with 
increased serum lead level and related complications in 
dialysis patients.

Conclusion
Although there was not any correlation between the serum 
lead level and anemia in the present research, it was shown 
that the serum lead level is higher in those undergoing 
long-term hemodialysis. In this study, the lead level of 
inlet water to hemodialysis machines did not measure, 
and many patients had BLL higher than normal. 

Consequently, it is recommended to measure trace 
elements level periodically and make the required 
modification based on international standards. It seems 
that reducing exposure to lead, correcting conditions 
leading to iron deficiency, finding effective treatments to 
reduce inflammation, increased anti-oxidative activity, 
and utilization of chelator therapy can be the most effective 
therapeutic method for treating anemia in hemodialysis 

patients. Further improvement of dialysis-water purity 
should be conducted to modify the inflammatory status 
and reduce activation of proinflammatory cytokines with 
beneficial effect on anemia.

Limitations of the study 
The research limitations were the small sample size 
and the selection of participants from only one dialysis 
section. The other limitation of the current study is the 
lack of measurement of lead levels in water of outlets of 
reverse osmosis system and inlets of dialysate.

Acknowledgments
We would like to appreciate the Centre for Clinical 
Research Development Unit of Shahid Beheshti Hospital 
the Vice Chancellor for Research and Technology of the 
Hamadan University of Medical Sciences for approval of 
this work. Also, the authors thank all patients for helping 
and participating in the study. 

Authors’ contribution 
VS, FAJ and HA contributed to study design, statistical 
analyses and critical review of the manuscript. VS have 
been involved in study design, statistical analyses and 
critical review of the manuscript. PM contributed to data 
collection, patient sampling and manuscript drafting. 
Biochemical measurements were performed by FAJ. 
All authors have read and approved the content of the 
manuscript and confirmed the accuracy of any part of the 
work.

Conflicts of interest
The authors report no conflicts of interest in this study.

Ethical considerations
Ethical issues (including plagiarism, data fabrication, 
double publication) have been completely observed by the 
authors.

Funding/Support
This study was supported by Hamadan University of 
Medical Sciences.

References
1.	 Gansevoort RT, Correa-Rotter R, Hemmelgarn BR, Jafar 

TH, Lambers Heerspink HJ, Mann JF, et al. Chronic 
kidney disease and cardiovascular risk: epidemiology, 
mechanisms, and prevention. Lancet. 2013;382(9889):339-
52. doi: 10.1016/S0140-6736(13)60595-4.

2.	 Cody JD, Hodson EM. Recombinant human erythropoietin 
versus placebo or no treatment for the anaemia of 
chronic kidney disease in people not requiring dialysis. 
Cochrane Database Syst Rev. 2016;2016:CD003266. doi: 
10.1002/14651858.CD003266.pub3.

3.	 Fishbane S, Spinowitz B. Update on anemia in ESRD and 
earlier stages of CKD: core curriculum 2018. Am J Kidney 

http://journalrip.com


Journal of Renal Injury Prevention, Volume 10, Issue 1, March 2021 http://journalrip.com                                              6 

Mohammadi P et al

Dis. 2018;71:423-35. doi: 10.1053/j.ajkd.2017.09.026.
4.	 Gluba-Brzozka A, Franczyk B, Olszewski R, Rysz J. The 

influence of inflammation on anemia in CKD patients. Int J 
Mol Sci. 2020;21:725. doi: 10.3390/ijms21030725.

5.	 Tonelli M, Wiebe N, Hemmelgarn B, Klarenbach S, Field C, 
Manns B, et al. Trace elements in hemodialysis patients: a 
systematic review and meta-analysis. BMC Med. 2009; 7:25. 
doi: 10.1186/1741-7015-7-25.

6.	 Layman-Amato R, Curtis J, Payne GM. Water treatment for 
hemodialysis: an update. Nephrol Nurs J. 2013;40:383-404. 

7.	 Hegazy A, Zaher MM, MA el-salam MA, Morsy AA, Saleh 
RA. Relation between anemia and blood levels of lead, 
copper, zinc and iron among children. BMC Res Notes. 
2010;3:133. doi: 10.1186/1756-0500-3-133.

8.	 Ward RA. Avoiding toxicity from water-borne 
contaminants in hemodialysis: new challenges in an era 
of increased demand for water. Adv Chronic Kidney Dis. 
2011;18(3):207-13. doi: 10.1053/j.ackd.2011.01.007.

9.	 Lentini P, Zanoli L, Granata A, Signorelli SS, Castellino 
P, Dell’Aquila R. Kidney and heavy metals - The role of 
environmental exposure. Mol Med Rep. 2017;15:3413-9. 
doi: 10.3892/mmr.2017.6389.

10.	 Garcia S, Gerondi F, Paixão TR, Arruda MA, Gaubeur 
I. Cadmium and lead determination in freshwater and 
hemodialysis solutions by thermospray flame furnace 
atomic absorption spectrometry following cloud 
point extraction. J Braz Chem Soc. 2015;26:490-7. doi: 
10.5935/0103-5053.20150001.

11.	 Filler G, Roach E, Yasin A, Sharma AP, Blake PG, Yang L. 
High prevalence of elevated lead levels in pediatric dialysis 
patients. Pediatr Nephrol. 2012;27:1551-6. doi: 10.1007/
s00467-012-2150-8.

12.	 Han L, Wang X, Han R, Xu M, Zhao Y, Gao Q, et al. 
Association between blood lead level and blood pressure: an 
occupational population-based study in Jiangsu province, 
China. PLoS One. 2018;13:e0200289. doi: 10.1371/journal.
pone.0200289.

13.	 Lin J, Lin-Tan D, Hsu C, Yen T, Chen K, Hsu H, et al. 
Association of blood lead levels with mortality in patients 
on maintenance hemodialysis: Am J Med. 2011;124:350-8. 
doi: 10.1016/j.amjmed.2010.10.022.

14.	 Mimura I, Tanaka T, Nangaku M. How the target hemoglobin 
of renal anemia should be. Nephron. 2015;131:202-9. doi: 
10.1159/000440849.

15.	 Palaneeswari MS, Sam Rajan A, Santhi S, Jothimalar. Blood 
Lead in End-Stage Renal Disease (ESRD) Patients who 
were on Maintenance  Haemodialysis. J Clin Diagn Res. 
2012;6:1633-5. doi: 10.7860/JCDR/2012/4865.2627.

16.	 Dragovic T, Mijuskovic M, Terzic B. Serum C-reactive 
protein and nutritional parameters in hemodialysis patients. 
Vo J pregled. 2019;76:723-7. doi: 10.2298/VSP160912155D.

17.	 Singh SK, Suresh MV, Voleti B, Agrawal A. The connection 
between C-reactive protein and atherosclerosis. Ann 
Med. 2008;40:110-20. doi: 10.1080/07853890701749225.

18.	 Kus T, Usalan OT, Usalan C. The relationship between 
hemoglobin variability and oxidative stress and 
inflammation in CKD. J Clin Anal Med. 2019;10: 20-5. doi: 
10.3252/pso.eu.49era.

19.	 Ogawa C, Tsuchiya K , Tomosugi N, Kanda F, Maeda K, 
Maeda T. Low levels of serum ferritin and moderate 
transferrin saturation lead to adequate hemoglobin levels 
in hemodialysis patients, retrospective observational 
study.PLoS One. 2017;12:e0179608. doi: 10.1371/journal.
pone.0179608.

20.	 Huang WH, Hsu CW, Weng CH, Lin-Tan DT, Yen TH. 
Negative relationship between erythropoietin dose and 
blood lead level in patients undergoing maintenance 
hemodialysis. Sci Rep. 2016;6:34313. doi: 10.1038/
srep34313.

21.	 Lin JL, Lin-Tan DT, Yen TH. Blood lead levels, malnutrition, 
inflammation, and mortality in patients with diabetes 
treated by long-term hemodialysis. Am J Kidney Dis. 2008 
Jan;51(1):107-15. doi: 10.1053/j.ajkd.2007.10.002.

Copyright © 2021 The Author(s); Published by Nickan Research Institute. This is an open-access article distributed under the 
terms of the Creative Commons Attribution License (http://creativecommons.org/licenses/by/4.0), which permits unrestricted use, 
distribution, and reproduction in any medium, provided the original work is properly cited.

http://journalrip.com

