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Background: Clinical studies have shown that precipitation of urate crystals in joints of hyperuricemic patients could lead to systemic 
inflammation; however, this subject has been little explored in patients undergoing hemodialysis.
Objectives: We carried out this study in order to evaluate the association of serum uric acid (SUA) levels with plasma concentrations of 
CRP, an inflammatory marker, and ferritin in hemodialysis patients.
Materials and Methods: This cross-sectional study was conducted on 182 hemodialysis patients in two hemodialysis wards in Iran. 
Required laboratory parameters, including serum levels of uric acid, C-reactive protein, lipid profiles (cholesterol, triglyceride, HDL, 
LDL), and ferritin were measured. Demographic data were also collected with the self-report survey. P Value less than 0.05 is considered 
significant.
Results: Higher serum levels of uric acid and CRP were seen in 44% and 47% of the patients, respectively. Hyperferritinemia was observed 
in 80% of participants. Although there was a significant relationship between SUA level and plasma triglyceride (P = 0.007), a linear 
correlation indicated that SUA level had no significant association with CRP and ferritin.
Conclusions: Our results indicated that there is no statistical relationship between SUA level and CRP and serum ferritin. Detailed 
investigations with larger sample size are recommended.
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1. Background
Chronic kidney disease (CKD) is a main public health 

challenge (1), especially in developing countries (2), 
which its incidence and prevalence are on the rise (3). 
Although patients undergoing hemodialysis, as a main-
tenance invasive treatment, can live longer (4), they ex-
perience diverse complications that noticeably disturb 
their quality of life (5). Patients undergoing hemodialysis 
have an extremely high risk of developing cardiovascu-
lar diseases in comparison with general population (6); 
as a result, cardiovascular diseases with vascular calcifi-
cations are the most important cause of morbidity and 
mortality among these patients (7). Although risk factors, 
such as hypertension and lipid metabolic disorders (hy-
percholesterolemia) are more prevalent in the patients 
with CKD, these factors cannot explain the higher mor-
tality of cardiovascular disease in patients undergoing 
hemodialysis (8).

 In recent years, it has been found that cardiovascular 
events and mortality are significantly related to hyperuri-
cemia in the general population and in patients with CKD 

(9, 10). Hyperuricemia, represented by increased level of 
serum uric acid (SUA), is one of the most prevalent disor-
ders in CKD patients and occurs usually during the early 
stages of the disease (1). It is accompanied with rapid loss 
in residual renal function (11).

Moreover, according to the literature, there was a sig-
nificant association between cardiovascular mortality 
and systematic inflammation (12). Systemic inflamma-
tion is a common disorder in patients with CKD, which 
results from an increase in the production of oxidative 
stress-free radicals and a reduction in the capacity of an-
tioxidants (13). It exacerbates with the deterioration of 
kidney function and hemodialysis inception (14). In re-
cent years, clinical studies have shown that the precipita-
tion of urate crystals in joints of hyperuricemic patients 
could lead to the release of inflammatory cytokines (15) 
and a systemic inflammation (16). In other words, inflam-
mation could be involved with elevated serum uric acid; 
however, this subject has been little investigated in pa-
tients undergoing hemodialysis (17).
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 C-reactive protein (CRP) that is synthesized during the 
inflammation by liver is a reliable marker for showing 
the inflammatory state and response (18). Although the 
role of ferritin is storing intracellular iron (19), it may 
have other effects. Limited evidence shows that high 
levels of serum ferritin could aggravate oxidative stress 
in patients undergoing hemodialysis (20); however, we 
have not found any study reporting serum levels of in-
flammation markers in hemodialysis patients with high, 
normal or low serum levels of ferritin. 

2. Objectives
In this study, we analyzed the association between uric 

acid and CRP (an inflammatory marker) in hemodialysis 
patients. We also compared CRP (an inflammation mark-
er) level in regular hemodialysis patients with normal or 
high serum levels of ferritin.

3. Materials and Methods
This study was conducted using a cross-sectional design 

from October 2012 to January 2013 on ESRD (End stage re-
nal disease) patients who were undergoing maintenance 
hemodialysis. The data was gathered via a data collection 
form and measurement of laboratory parameters.

3.1. Patients
One hundred and eighty-two volunteer patients were 

enrolled from two hemodialysis units in two hospitals in 
an urban area of Iran (Baqiyatallah and Chamran hospi-
tals in Tehran). The sample criteria included all patients 
with ESRD aged ≥18 years, having regular recourse for 
maintenance hemodialysis 2 or 3 sessions per week, and 
undergoing hemodialysis more than 3 months. Sample 
size was determined by elements such as α (type I) error 
level, statistical power error level, and the standard devia-
tion of the measurements for continuous outcomes. The 
equation used for sample size calculation was:

(d = Absolute error) (21).

3.2. Data Collection
A demographic questionnaire was developed by the 

researcher for the assessment of age, gender, weight, in-
come, marital status, education and employment status, 
smoking history, opium use, alcohol consumption, dialy-
sis session and vintage, nephropathy cause, and supple-
ments administration. Required laboratory parameters, 
including serum levels of uric acid, CRP, ferritin and lipid 
profiles (cholesterol, triglyceride, HDL, and LDL) were 
measured. The laboratory data were obtained at least af-
ter 12 h of fasting via the venous line at the beginning of 

hemodialysis session. Lipid profile levels were measured 
according to standard methods. The determination of se-
rum levels of uric acid was done by the Sigma enzymatic 
procedure (Sigma Diagnostics) using colorimetric meth-
ods. CRP (C-reactive Protein) level was assessed using a 
BN2 model nepherometer (Germany) according to the 
instructions by the manufacturer.

3.3. Ethical Consideration
Ethical approval was obtained from the Institutional 

Ethics Committee (No. 31). Oral and written consents 
were obtained from all participants in the study after 
informing each of them about the study purposes, con-
fidentiality of their information, and their freedom to 
withdraw from the study at any stage.

3.4. Statistical Analyses
All data were shown as Mean ± SD. The χ2-test (chi-square 

test), t test and analysis of variance (ANOVA) were used in 
this study. The data was analyzed by SPSS software (ver-
sion 18). The researcher decided to receive only 5% error 
in rejecting the full hypothesis at 95% confidence inter-
val. In this study, P value was taken significant at less than 
0.05 and the statistical power was considered 80%.

4. Results
The study sample consisted of 182 patients on mainte-

nance hemodialysis. Of them, 112 (61.5%) were men, and 
70 (38.5%) were women; with a mean age of 61.9 ± 12.6 y 
(range 24-88 y). Most of the respondents (56%) were more 
than 60 years old. Ninety-six (52.7%) participants were 
retired, 59 (32.4%) described themselves as housewife or 
husband, 13 (7.1%) were employed, and 14 (7.7%) were un-
employed. The mean ages of the retired, unemployed, 
and employed individuals were 63.4, 61.9 and 49 y, re-
spectively. The mean age of the men (62 y) was similar to 
mean age of women (61.6 y). The average hemodialysis 
duration was 37.9 mo (SD ± 42.4; range 2-300 mo). The 
prevalent causes of nephropathy were hypertension and 
diabetes (37.4% HTN, 13.7% DM, 29.1% HTN, and DM simulta-
neously). Educational level in 52.7% of participants was ei-
ther at primary or secondary level. The greater part of the 
participants (84.1%) were married, 13.2% and 2.7% of them 
were widowed and single, respectively. Additional demo-
graphic characteristics of patients are listed in Table 1.

 The mean of SUA levels was 6 ± 1.3 mg/dL (reference 
range, 2.6 to 6 mg/dL). Approximately 44% of the partici-
pants (men, 26.9% and women, 16.5%) had hyperuricemia 
(SUA more than 6 mg/dL). The average age of the patients 
with hyperuricemia was 62.4 y. Hemodialysis duration was 
significantly longer in patients with nephropathy because 
of glomerulonephritis (P < 0.000). The means of plasma 
concentrations of CRP and ferritin were 20.8 (SD ± 33.3) 
and 625.8 ng/mL (SD ± 579.6). Higher serum levels of CRP 
and ferritin were seen in 47% and 80% of the patients, re-
spectively. Serum levels of CRP was higher in the patients 
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with history of hospitalization in two last months, but it 
did not achieve a significant level (P = 0.06). Also ferritin 
mean was more significant in patients with past history of 
transplantation (P = 0.01). The mean serum levels of cho-
lesterol, triglyceride, HDL and LDL were 146.4 (SD ± 37.7), 
124.2 (SD ± 65.8), 37.8 (SD ± 9.3), 83.1 (SD ± 31.1), respectively.

There was no significant difference between the SUA lev-
els of the men (6 ± 1.3 mg/dL) and the women (6 ± 1.2 mg/
dL) (P = 0.93). The highest and lowest uric acid mean were 
seen in individuals with glomerulonephritis (7 ± 1.5 mg/
dL, P = 0.03) and diabetes (5.6 ± 1.09 mg/dL, P = 0.04), re-
spectively. There was no significant relationship between 
age and SUA levels (P = 0.36). Although the highest uric 
acid mean was seen in employed patients (6.1 ± 1.4 mg/dL), 

Table 1.  Baseline Qualitative Characteristics of the Participants 
(n = 182)

Characteristic Frequency a

Age, y

< 40 16 (8.8)

40-60 64 (35.2)

> 60 102 (56)

Education

Primary 79 (43.4)

Under diploma 17 (9.3)

Diploma 52 (28.6)

University 34 (18.7)

Weight, kg

< 50 4 (2.3)

50-70 99 (54.4)

70-90 70 (38.5)

> 90 9 (4.8)

Nephropathy cause

HTN 68 (37.4)

DM 25 (13.7)

Glomerulonephritis 5 (2.7)

HTN and DM 53 (29.2)

Others 31 (17)

Marital status

Married 153 (84.1)

Single 5 (2.7)

Widow 24 (13.2)

a  Data are presented as No. (%)

there was no significant relationship between occupation 
and SUA levels (P = 0.13). In an independent samples t test, 
a significant positive relationship was reported between 
dialysis vintage and SUA levels (P = 0.02). A linear correla-
tion analysis showed that there was a significant associa-
tion between serum levels of triglyceride and cholesterol 
(P = 0.000), LDL (P = 0.01), and uric acid (P = 0.007). It also 
indicated that serum levels of uric acid had no significant 
correlation with serum levels of CRP (P = 0.7), cholesterol, 
HDL (P = 0.5), LDL (P = 0.6) and ferritin (P = 0.2). Table 2 
summarized the relationships between variables. Al-
though there was a significant relationship between SUA 
levels with plasma triglyceride, it had no meaningful as-
sociation with plasma CRP and ferritin (Table 3).

Table 2.  Baseline Quantitative Characteristics of the Partici-
pants

Variables Age, y ANOVA
< 45 45-60 > 60

Dialysis vintage, 
mo

56 (80.2) 39.7 (43.3) 33.9 (32) 0.14

Body weight, kg 66.8 (14.9) 69.8 (11.3) 69.3 (11.4) 0.6
Serum 
parameters

Uric acid, mg/dL 6.4 (0.96) 6.01 (1.3) 5.9 (1.3) 0.3
CRP 18.8 (33.1) 17.4 (30.5) 23.2 (35.1) 0.5
Total cholesterol, 
mg/dL

146.7 (43.6) 138.6 (34.3) 151.3 (38.4) 0.2

LDL cholesterol, 
mg/dL

79.8 (30) 78.2 (29.6) 86.5 (31.9) 0.2

HDL cholesterol, 
mg/dL

35.3 (9.3) 37.9 (8.4) 38.1 (9.9) 0.5

Triglyceride, 
mg/L

149.6 (86.1) 123.7 (62.2) 120.7 (64.6) 0.3

Ferritin, ng/mL 774.8 (665) 585 (428.5) 628 (646) 0.5

Table 3.  Characteristics of Participants With Low, Normal and 
High Ferritin Levels

Variable Low Ferritin 
(n: 22)

Normal 
Ferritin (n: 111)

High Ferritin 
(n: 49)

Age, y 63.7 ± 14.1 61.5 ± 12.7 62 ± 11.9
Gender, M/F 11/11 65/46 36/13
Weight, kg 65.5 ± 12.6 69.6 ± 10.9 70.2 ± 12.7
Dialysis 
duration, mo

24.5 ± 24.4 36.6 ± 38.3 46.7 ± 54.7

Ferritin, ng/mL 59.1 ± 21.8 428.1 ± 180.3 1328.1 ± 671.6
CRP 20.4 ± 33.6 20.4 ± 32.5 21.9 ± 35.6
Uric acid, mg/dL 6 ± 1.1 6 ± 1.3 5.9 ± 1.2
Total 
cholesterol, 
mg/dL

147.5 ± 34.9 146 ± 38 147 ± 38.9

LDL cholesterol, 
mg/dL

82.6 ± 28.4 84.7 ± 31.1 79.5 ± 32.6

HDL cholesterol, 
mg/dL

38.4 ± 6.9 37.1 ± 9.1 39 ± 10.6

Triglyceride, 
mg/L

115.5 ± 53 125.7 ± 64.2 124.3 ± 74.8
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5. Discussion
Our data showed that a higher SUA levels, and plasma 

concentrations of CRP were seen in approximately half 
of the patients undergoing hemodialysis. The findings 
also demonstrated the lack of any statistical relationship 
between SUA levels and inflammatory marker of CRP 
or serum ferritin. In the present study, the incidence of 
hyperuricemia was 44%. This result was slightly higher 
than the findings of Numakura (22). In Numakura study, 
hyperuricemia prevalence was evaluated in transplanted 
individuals one year after renal transplantation, whereas 
in our study its prevalence was reported in patients un-
dergoing hemodialysis. Chronic inflammation due to 
the release of inflammatory mediators in hemodialysis 
patients leads to reduced production of essential antioxi-
dants and increased oxidative stress (23), which causes 
an increase in free radicals (24). In our study, 80.2% of pa-
tients had serum CRP level more than 5. In this study, we 
investigated the relationship between serum concentra-
tions of CRP with plasma ferritin and did not found any 
association between them. These results conformed to 
Senol study (13).

Many researchers believed that there was a significant 
relationship between serum levels of CRP and uric acid 
as markers of coronary risk so that lowering serum urate 
could improve systemic inflammation in cardiovascular 
patients (16). Ogino lowered serum uric acid  in patients 
with chronic heart failure by 50 mg benzbromarone, and 
improved TNF-a (an inflammation marker) (25). Likewise, 
after administration of allopurinol 100 mg/day in CKD 
patients with stable renal function (eGFR < 60), Goicoe-
chea reported that lowering of serum urate, decreased 
significantly CRP (26) and Muir achieved similar results 
in the acute ischemic stroke patients (27). Although many 
studies confirmed that SUA relates to CRP, but in these 
studies their relationship analyzed together as a prog-
nostic biomarker in acute myocardial infarction and car-
diovascular disease; therefore,  there was no really signifi-
cant relationship between them.

Our results also demonstrated that SUA levels are associ-
ated with the triglyceride level. This result was analogous 
with the results of Ziga (28), Cicero (29), and Cerecero 
(30). According to their findings, the incidence of CKD 
is higher in men and people older than 45 years. In this 
study, 56% of patients were male and older than 45 years. 
In other studies, more than 50% of the hemodialysis pa-
tients were jobless (31), but in our study, only 7.7% of the 
patients were unemployed (if housekeeping is account-
ed as a jo), and the rest of them were retired or employed. 
This could indicate that the government and the insur-
ance companies have an appropriate support of hemodi-
alysis patients in Iran.

In accordance with earlier studies of patients under-
going hemodialysis, our results showed that a relatively 
high proportion of ESRD was caused by hypertension, 
whereas the incidence of ESRD caused by glomerulone-

phritis was lower. This finding was inconsistent with the 
results of Feng in China (32). The reason may be associat-
ed with the difference in the ethnicity or China status as 
a developing country. The limitation of this study was the 
small sample size. Performing studies with larger sample 
sizes and long-term use of vitamin B12 are recommended.

Our data showed that a higher SUA levels, and plasma 
concentrations of CRP were seen in approximately half 
of the patients undergoing hemodialysis. They also dem-
onstrated the lack of any statistical relationship between 
SUA levels with inflammatory marker of CRP or serum 
ferritin. Detailed investigations with larger sample size 
are recommended.

Acknowledgements
Authors gratefully acknowledge the assistance of all 

participants and nurses of Baqiyatallah and Shahid 
Chamran hospitals.

Authors’ contributions
Vajihe Biniaz developed the protocol, abstracted, ana-

lyzed and interpreted the data, wrote and prepared the 
manuscript, and revised the manuscript for demanded 
reforms. Ali Tayebi contributed to the development of the 
protocol and is the corresponding author. Abbas Ebadi 
contributed to the data analysis and the manuscript re-
vision. Mehdi Sadeghi Shermeh and Eghlim Nemati con-
tributed to the development of the protocol.

Funding/Support
The present article was one part of a master's degree 

thesis supported by Baqiyatallah University of Medical 
Sciences. This project was supported by a grant from Ne-
phrology and Urology Research Center of Baqiyatallah 
University of Medical Sciences.

References
1.       Wang Y, Bao X. Effects of uric acid on endothelial dysfunction in 

early chronic kidney disease and its mechanisms. Eur J Med Res. 
2013;18:26.

2.       Hosseinpanah F, Kasraei F, Nassiri AA, Azizi F. High prevalence of 
chronic kidney disease in Iran: a large population-based study. 
BMC Public Health. 2009;9:44.

3.       Horigan AE. Fatigue in hemodialysis patients: a review of current 
knowledge. J Pain Symptom Manage. 2012;44(5):715–24.

4.       Letchmi S, Das S, Halim H, Zakariah FA, Hassan H, Mat S, et al. Fa-
tigue experienced by patients receiving maintenance dialysis in 
hemodialysis units. Nurs Health Sci. 2011;13(1):60–4.

5.       Cleary J, Drennan J. Quality of life of patients on haemodialysis 
for end-stage renal disease. J Adv Nurs. 2005;51(6):577–86.

6.       Hajhosseiny R, Khavandi K, Goldsmith DJ. Cardiovascular dis-
ease in chronic kidney disease: untying the Gordian knot. Int J 
Clin Pract. 2013;67(1):14–31.

7.       Marinelli A, Orlandi L, Stivali G. C-reactive protein levels are asso-
ciated with arterial media calcification in nondiabetic patients 
with end-stage renal disease on long-term hemodialysis. Clin 
Nephrol. 2011;76(6):425–34.

8.       Niskanen LK, Laaksonen DE, Nyyssonen K, Alfthan G, Lakka HM, 
Lakka TA, et al. Uric acid level as a risk factor for cardiovascular 
and all-cause mortality in middle-aged men: a prospective co-
hort study. Arch Intern Med. 2004;164(14):1546–51.



Biniaz V et al.

5Jundishapur J Chronic Dis Care. 2014;3(4):e23350

9.       Iwashima Y, Horio T, Kamide K, Rakugi H, Ogihara T, Kawano Y. Uric 
acid, left ventricular mass index, and risk of cardiovascular dis-
ease in essential hypertension. Hypertension. 2006;47(2):195–202.

10.       Madero M, Sarnak MJ, Wang X, Greene T, Beck GJ, Kusek JW, et 
al. Uric acid and long-term outcomes in CKD. Am J Kidney Dis. 
2009;53(5):796–803.

11.       Park JT, Kim DK, Chang TI, Kim HW, Chang JH, Park SY, et al. 
Uric acid is associated with the rate of residual renal function 
decline in peritoneal dialysis patients. Nephrol Dial Transplant. 
2009;24(11):3520–5.

12.       Menon V, Greene T, Wang X, Pereira AA, Marcovina SM, Beck GJ, 
et al. C-reactive protein and albumin as predictors of all-cause 
and cardiovascular mortality in chronic kidney disease. Kidney 
Int. 2005;68(2):766–72.

13.       Senol E, Ersoy A, Erdinc S, Sarandol E, Yurtkuran M. Oxidative 
stress and ferritin levels in haemodialysis patients. Nephrol Dial 
Transplant. 2008;23(2):665–72.

14.       Kundhal K, Lok CE. Clinical epidemiology of cardiovascu-
lar disease in chronic kidney disease. Nephron Clin Pract. 
2005;101(2):c47–52.

15.       Grainger R, McLaughlin RJ, Harrison AA, Harper JL. Hyperuri-
caemia elevates circulating CCL2 levels and primes monocyte 
trafficking in subjects with inter-critical gout. Rheumatology (Ox-
ford). 2013;52(6):1018–21.

16.       Inaba S, Sautin Y, Garcia GE, Johnson RJ. What can asymptomatic 
hyperuricaemia and systemic inflammation in the absence of 
gout tell us? Rheumatology (Oxford). 2013;52(6):963–5.

17.       Lobo JC, Stockler-Pinto MB, da Nobrega AC, Carraro-Eduardo JC, 
Mafra D. Is there association between uric acid and inflamma-
tion in hemodialysis patients? Ren Fail. 2013;35(3):361–6.

18.       Krane V, Winkler K, Drechsler C, Lilienthal J, Marz W, Wanner C, et 
al. Association of LDL cholesterol and inflammation with cardio-
vascular events and mortality in hemodialysis patients with type 
2 diabetes mellitus. Am J Kidney Dis. 2009;54(5):902–11.

19.       You SA, Wang Q. Ferritin in atherosclerosis. Clin Chim Acta. 
2005;357(1):1–16.

20.       Puntarulo S. Iron, oxidative stress and human health. Mol Aspects 
Med. 2005;26(4-5):299–312.

21.       Gorstein J, Sullivan KM, Parvanta I, Begin F. Indicators and methods 
for cross-sectional surveys of vitamin and mineral status of popula-
tions. Atlanta: Micronutrient Initiative (Ottawa) and Centers for 
Disease Control and Prevention; 2007.

22.       Numakura K, Satoh S, Tsuchiya N, Saito M, Maita S, Obara T, et al. 
Hyperuricemia at 1 year after renal transplantation, its preva-
lence, associated factors, and graft survival. Transplantation. 
2012;94(2):145–51.

23.       Baradari AG, Emami Zeydi A, Espahbodi F, Shahmohammadi 
S. Evaluation of serum C-reactive protein level and its related 
factors in hemodialysis patients in Sari, Iran. Pak J Biol Sci. 
2011;14(10):595–9.

24.       Weissinger EM, Nguyen-Khoa T, Fumeron C, Saltiel C, Walden 
M, Kaiser T, et al. Effects of oral vitamin C supplementation in 
hemodialysis patients: a proteomic assessment. Proteomics. 
2006;6(3):993–1000.

25.       Ogino K, Kato M, Furuse Y, Kinugasa Y, Ishida K, Osaki S, et al. Uric 
acid-lowering treatment with benzbromarone in patients with 
heart failure: a double-blind placebo-controlled crossover pre-
liminary study. Circ Heart Fail. 2010;3(1):73–81.

26.       Goicoechea M, de Vinuesa SG, Verdalles U, Ruiz-Caro C, Ampu-
ero J, Rincon A, et al. Effect of allopurinol in chronic kidney dis-
ease progression and cardiovascular risk. Clin J Am Soc Nephrol. 
2010;5(8):1388–93.

27.       Muir SW, Harrow C, Dawson J, Lees KR, Weir CJ, Sattar N, et al. Allo-
purinol use yields potentially beneficial effects on inflammatory 
indices in those with recent ischemic stroke: a randomized, dou-
ble-blind, placebo-controlled trial. Stroke. 2008;39(12):3303–7.

28.       Ziga N, Becic F. Allopurinol effect on values of lipid profile frac-
tions in hyperuricemic patients diagnosed with metabolic syn-
drome. Mater Sociomed. 2013;25(3):167–9.

29.       Cicero AF, Rosticci M, Parini A, Baronio C, D'Addato S, Borghi C. 
Serum uric acid is inversely proportional to estimated stroke vol-
ume and cardiac output in a large sample of pharmacologically 
untreated subjects: data from the Brisighella Heart Study. Intern 
Emerg Med. 2014;9(6):655–60.

30.       Cerecero P, Hernandez-Prado B, Denova E, Valdes R, Vazquez G, 
Camarillo E, et al. Association between serum uric acid levels 
and cardiovascular risk among university workers from the 
State of Mexico: a nested case-control study. BMC Public Health. 
2013;13:415.

31.       Rambod M, Rafii F. Perceived social support and quality of life in 
Iranian hemodialysis patients. J Nurs Scholarsh. 2010;42(3):242–9.

32.       Feng S, Jiang L, Shi Y, Shen H, Shi X, Jin D, et al. Uric acid levels and 
all-cause mortality in peritoneal dialysis patients. Kidney Blood 
Press Res. 2013;37(2-3):181–9.


