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Abstract: Objective: To investigate the correlation of death with malnutrition and micro-inflammatory responses in 
maintenance hemodialysis (MHD) patients. Methods: A total of 216 MHD outpatients were enrolled as research 
objects whose data were retrospectively studied. Their modified quantitative subjective global assessment (MQSGA) 
scores and their Malnutrition-Inflammation scores (MIS) were calculated. Their anthropometric indices were record-
ed. Their biochemical and micro-inflammatory indicators [tumor necrosis factor-α (TNF-α), hypersensitive C-reactive 
protein (hs-CRP), and interleukin-6 (IL-6)] were also detected. The patients with micro-inflammation and malnutrition 
of different degrees were followed up for 1 year to observe their mortality. The nutritional indices and micro-inflam-
matory indicators were compared between the survival group and the death group. A COX regression analysis was 
performed on the independent predictors of death, and a Spearman correlation analysis was carried out. The area 
under the receiver operating characteristic (ROC) curve (AUC) was analyzed to evaluate the predictive efficiency of 
the relevant indices on death. Results: According to inclusion and exclusion criteria, 203 patients were ultimately 
included in this study, and 24 of them (11.82%) died one year later. There were statistically significant differences in 
the mortality between the patients with mild, moderate, and severe malnutrition in their MQSGA scores, MIS scores, 
and between the patients with and without micro-inflammatory responses (P<0.05). There were statistically signifi-
cant differences between the survival and death groups in terms of their MQSGA scores, MIS scores, and their levels 
of albumin, serum creatinine (Scr), TNF-α, and hs-CRP (P<0.05). According to the COX regression analysis, the MIS 
and TNF-α levels are independent predictors of death in MHD patients (P<0.05). According to the Spearman correla-
tion analysis, MIS is positively correlated with serum TNF-α levels in dead MHD patients (R2=0.520, P=0.001). The 
AUC of MIS combined with the TNF-α level for predicting the risk of death was 0.850, significantly higher than the 
0.655 of MIS and the 0.630 of the TNF-α levels (P<0.05). Conclusion: The deaths of MHD patients are correlated 
with malnutrition and micro-inflammation, so MIS combined with the TNF-α level can synergistically improve the 
predictive efficiency of the patients’ risk of death.
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Introduction

According to an epidemiological investigation, 
the incidence of chronic kidney disease in 
China is about 8%-9%, and 1% of patients with 
the disease will progress to uremia. With the 
popularization and development of hemodialy-
sis technology in recent years, the number of 
patients receiving clinical maintenance hemo-
dialysis (MHD) has increased annually by 7%, 
which is significantly higher than the growth 
rate of the world population [1]. Although MHD 
significantly prolongs the patients’ survival 
time, their mortality remains high for a variety 

of reasons. MHD patients generally develop 
malnutrition of different degrees with an inci-
dence rate as high as 60%-80%. Mainly char- 
acterized by the consumption of the muscle 
groups and clinically manifested as the loss of 
lean body mass and the decline of body mass, 
malnutrition is recognized as a main reason for 
MHD patients’ high mortality [2].

Recent studies at home and abroad suggest 
that a micro-inflammatory response may be a 
major factor that causes malnutrition in MHD 
patients. The studies indicate that patients 
have a continuously low inflammatory state 
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despite no obvious signs of infection, with ele-
vated levels of serum inflammatory cytokines 
(hypersensitive C-reactive protein (hs-CRP), 
interleukin-6 (IL-6), and tumor necrosis factor-α 
(TNF-α)) as the main manifestations [3]. As a 
sensitive indicator of the inflammatory state in 
the body, hs-CRP is a glycoprotein synthesized 
by the epithelium and liver after stimulation by 
IL-6 and TNF-α. Its slight increase indicates that 
the patient is in a micro-inflammatory state. A 
study has reported that the three cytokines sig-
nificantly increase in MHD patients before 
treatment, which suggests that patients have a 
widespread micro-inflammatory state [4]. The 
coexistence of malnutrition and micro-inflam-
matory responses significantly increases the 
MHD patients’ risk of death [5, 6]. Therefore, 
we analyzed the correlation of death with mal-
nutrition and micro-inflammation in the patients 
to further improve the predictive efficiency of 
the risk of death. The modified quantitative 
subjective global assessment (MQSGA) is a 
method for the quantitative assessment of 
nutritional status. Compared with the traditi- 
onal subjective global nutrition assessment, 
MQSGA prolongs the dialysis time and increas-
es the complication assessment, with stronger 
repeatability and operability. This method is 
simple, non-invasive, requires no blood sample, 
and is quantitative, so it can reflect the pa- 
tients’ inflammation to some extent [7]. The 
Malnutrition-Inflammation score (MIS) increas-
es the assessment of body mass index (BMI), 
plasma albumin, and total iron binding capacity 
(TIBC) based on the MQSGA score, making the 
assessment more comprehensive and scientif-
ic [8]. The MQSGA and MIS scores are widely 
used for accurately assessing the nutritional 
status of MHD patients [9]. There are previous 
studies that only use the MQSGA score to 
assess the nutritional status, only considering 
the effect of malnutrition on patient mortality, 
and only considering the effect of the inflamma-
tory state on patient quality of life [10]. However, 
the effects of malnutrition and inflammation on 
patient death are still unclear. Therefore, the 
MQSGA and MIS scores were used to assess 
malnutrition in this study, and hs-CRP, IL-6, and 
TNF-α were used as micro-inflammatory indica-
tors to explore the correlation of death with 
malnutrition and micro-inflammation in MHD 
patients, so as to improve their predictive effi-
ciency of the risk of death.

Information and methods

General information

Altogether 216 initially diagnosed outpatients, 
who underwent MHD and who were admitted to 
Zhuji People’s Hospital of Zhejiang Province 
from January 2017 to January 2018, were 
enrolled as the study cohort. This study was 
approved by the Hospital Ethics Committee. 
The inclusion criteria were as follows: (1) the 
patients had a serum creatinine (Scr) level 
>707 μmol/L or an estimated glomerular filtra-
tion rate (eGFR) <10 mL/min before treatment. 
(2) the patients underwent MHD using a 
MESALABS 90XL hemodialysis machine (USA) 
for more than 3 months, 2-3 times a week and 
4 hours each time. (3) the patients and their 
families were informed of the research and 
signed the informed consent form, those who 
cooperated in treatment and follow-up. The 
exclusion criteria were as follows: (1) patients 
with severe cardiovascular and cerebrovascu-
lar diseases, malignant tumors, active hepati-
tis, peptic ulcers, immune diseases, or pulmo-
nary tuberculosis; (2) patients with clinical 
inflammatory responses within 1 month; (3) 
patients treated with glucocorticoids, immuno-
suppressive agents, or antibiotics for a long 
time. According to the inclusion and exclusion 
criteria, the data of the included MHD patients 
were collected and retrospectively analyzed.

Research methods

The anthropometric indices were recorded. The 
MQSGA and MIS scores were calculated to 
evaluate nutritional status. The MQSGA scores 
included body mass changes, dietary changes, 
gastrointestinal symptoms, physiological func-
tion changes, complications, and the consump-
tion of subcutaneous fat and muscles. Each 
item had 1 (normal) to 5 (severe) points [11], 
and the total scores ranged from 7-35 points. A 
high MQSGA score indicated severe malnutri-
tion. Seven points indicated normal nutrition; 
8-14 points indicated mild malnutrition; 15-21 
points indicated moderate malnutrition; 22-35 
points indicated severe malnutrition [12]. The 
MIS scores included medical history (body 
mass changes, dietary intake, gastrointestinal 
symptoms, bodily function, years of dialysis, 
complications), physical examinations (decline 
in fat reserves, muscle consumption), BMI, and 
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laboratory examinations (albumin, TIBC), with 
10 items total. Each item was scored from 0 
(normal) to 3 (severe) points [13], and the total 
scores ranged from 0-30 points. A high MIS 
score indicated severe malnutrition. 0 indicat-
ed normal nutrition; 1-8 points indicated mild 
malnutrition; 9-18 points indicated moderate 
malnutrition; 19-30 points indicated severe 
malnutrition [14].

Clinical examinations

The anthropometric indices were recorded, 
including height, body weight, BMI, biceps cir-
cumference, arm muscle circumference, and 
triceps skinfold thickness (TSF). On the day of 
dialysis, fasting elbow venous blood (3 mL) was 
drawn to detect the biochemical indicators 
(albumin, Scr, transferrin, ferritin, TIBC, hemo-
globin) using an AU5800 fully-automated bio-
chemical analyzer (Beckman Coulter, USA). An 
enzyme-linked immunosorbent assay (ELISA) 
was used to detect the levels of serum hs-CRP, 
IL-6, and TNF-α, with the method for blood  
collection being the same as before. The kits 
were purchased from the Wuhan Easy Diagno- 
sis Biomedicine Co., Ltd. (Batch No.: 1715857), 
the Shanghai Kang Lang Biological Technolo- 
gy Co., Ltd. (Batch No.: 3682472), and the 
Shanghai Jimian Industry Co., Ltd. (Batch No.: 
4824519), with the steps carried out in strict 
accordance with the kits’ instructions. The 
patients were in a state of micro-inflammatory 
response if their serum hs-CRP level was higher 
than the upper limit of its normal level before 
dialysis on the next day. The detected normal 
range of the hs-CRP kit was 0-5 mg/L in this 
study, so the serum hs-CRP level >5 mg/L was 
defined as a state of micro-inflammatory 
response.

Follow-up observation

The patients were followed up for 1 year by tele-
phone, medical record review, back-to-hospital 
treatment, and outpatient reexaminations, to 
record their survival. Patient death or withdraw-
al from the experiment was considered as the 
deadline. The mortality of the patients with 
malnutrition and micro-inflammation of differ-
ent degrees was observed. Nutritional indices 
and micro-inflammatory indicators were com-
pared between the survival and death groups.

Data processing

SPSS 23.0 (IBM, USA) was used to process the 
experimental data. The measurement data 

conforming to a normal distribution and homo-
geneity of variance were expressed using (

_
x  ± 

sd), and the comparisons between groups were 
conducted using t tests. The measurement 
data conforming to skewed distributions were 
expressed using a median (quartile interval) (M 
(Q1-Q3)), and the comparisons between the 
groups were conducted using Mann-Whitney 
tests. The count data were expressed by rate 
and analyzed using χ2 tests. A COX regression 
analysis was performed on the independent 
predictors of death, and a Spearman correla-
tion analysis was carried out. The area under 
the receiver operating characteristic (ROC) 
curve (AUC) was analyzed to evaluate the pre-
dictive efficiency of the relevant indices on 
death. MedCalc17.0 (Broekstraat 52, 9030, 
Mariakerke, Belgium) was used to compare the 
AUC between the two groups through a Delong 
test. The test level was α=0.05, and the differ-
ence was statistically significant when P<0.05.

Results

Basic data of the patients included

According to the inclusion and exclusion crite-
ria, the 203 patients’ data were finally collect-
ed. The patients consisted of 115 males and 
88 females, aged 36-78 years with an average 
age of (63.8±4.3) years. The dialysis durations 
were 4-38 months, with an average dialysis 
duration of (17.5±5.8) months. The average Scr 
level of the initial dialysis was 876.15±218.38 
μmoL/L. With respect to primary diseases, 
there were 79 cases of glomerulonephritis, 64 
cases of diabetic nephropathy, 45 cases of 
hypertensive nephropathy, 8 cases of obstruc-
tive nephropathy, 3 cases of polycystic kidney, 
2 cases of lupus nephritis, and 2 cases of 
unknown causes. See Table 1.

Comparison of the mortality between patients 
with malnutrition of different degrees

Altogether 203 MHD patients were enrolled, 
and 24 of them (11.82%) died after one-year of 
follow-up. Their basic data are shown in Table 
2. According to the MQSGA scores, there were 
142 cases of mild malnutrition (69.95%), 43 
cases of moderate malnutrition (21.18%), and 
18 cases of severe malnutrition (8.87%), with 
the mortality being 2.11% (3/142), 13.95% 
(6/43), and 83.33% (15/18), respectively. The 
difference in the mortality was statistically sig-
nificant between the patients with malnutrition 
of different degrees in their MQSGA scores 
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tistically significant bet- 
ween the patients with 
and without micro-infla- 
mmatory responses (χ2= 
5.425, P=0.020). See Fi- 
gure 2.

Comparison of the nutri-
tional indices and the mi-
cro-inflammatory indica-
tors between the survival 
and death groups

There were statistically 
significant differences be- 
tween the survival and 
death groups in their MQ- 
SGA scores, MIS scores, 
and their levels of albu-
min, Scr, TNF-α, and hs-
CRP (P<0.05). See Table 
3.

Independent predictors of 
death

The COX regression analy-
sis showed that the MIS 
scores and the TNF-α level 
were independent predic-
tors of death in the MHD 
patients (P<0.05). See 
Table 4.

Spearman correlation 
analysis

The Spearman correlation analysis showed 
that MIS (20.43±3.92) was positively correlat-
ed with serum TNF-α level (198.0-320.0) in the 
death of MHD patients, and the linear correla-
tion coefficient R2 between the two was 0.520 
(P=0.001). See Figure 3.

Analysis of the ROC curves for predicting 
death

The ROC curves of detection alone and joint 
detection for predicting death are shown in 
Figure 4. The AUC of MIS combined with the 
TNF-α level for predicting death was 0.850 (the 
standard error was 0.100), significantly larger 
than the 0.655 of the MIS score (the standard 
error was 0.133) and the 0.630 of TNF-α level 
(the standard error was 0.128). The Delong test 
showed that the differences were statistically 

Table 1. The demographic characteristics of the maintenance dialysis 
patients

Project Number of cases/minimum and 
maximum

_
x  ± sd

Age (years) 36-78 63.8±4.3
Gender (male/female) 115/88
Dialysis duration (months) 4-38 17.5±5.8
Creatinine (μmoL/L) 378.65-1497.24 876.15±218.38
Glomerulonephritis 79 (38.92%)
Diabetic nephropathy 64 (31.53%)
Hypertensive nephropathy 45 (22.17%)
Obstructive nephropathy 8 (3.94%)
Polycystic kidney 3 (1.48%)
Lupus nephritis 2 (0.99%)
Unknown causes 2 (0.99%)

(χ2=101.30, P<0.001). According to the MIS 
scores, there were 135 cases of mild malnutri-
tion (66.50%), 46 cases of moderate malnutri-
tion (22.66%), and 22 cases of severe malnutri-
tion (10.84%), with the mortality being 2.22% 
(3/135), 13.04% (6/46), and 68.18% (15/22), 
respectively. The difference was statistically 
significant between the patients with malnutri-
tion of different degrees in MIS (χ2=70.03, 
P<0.001). See Figure 1.

Comparison of the mortality between patients 
with and without micro-inflammatory respons-
es

A total of 107 cases had micro-inflammatory 
responses, with a mortality rate of 16.82% 
(18/107), while 96 cases had no micro-infl- 
ammatory responses, with a mortality of 6.25% 
(6/96). The difference in the mortality was sta-

Table 2. Basic information on the death or survival of the maintenance 
hemodialysis patients
Project Death group Survival group χ2/t P
Number of cases 24 179
Age (years) 36-78 63.8±3.7 0.623 0.534
Gender (male/female) 64.3±5.2 100/79 0.379 0.538
Dialysis age (months) 15/9 17.4±4.7 1.192 0.235
Creatinine (μmoL/L) 18.7±7.9 720.11±276.61 3.933 <0.001
Glomerulonephritis 945.23±117.54 71 (39.66%) 0.357 0.550
Diabetic nephropathy 8 (33.33%) 58 (32.40) 0.537 0.464
Hypertensive nephropathy 6 (25.0%) 40 (22.35%) 0.028 0.867
Obstructive nephropathy 5 (20.83%) 6 (3.35%) 1.387 0.239
Polycystic kidney 2 (8.33%) 2 (1.12%) 1.352 0.245
Lupus nephritis 1 (4.17%) 1 (0.56%) 2.824 0.093
Unknown causes 1 (4.17%) 1 (0.56%) 2.824 0.093
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Figure 1. Comparison of the mortality between patients with different de-
grees of malnutrition. A: The comparison of mortality between the mild, 
moderate, and severe malnutrition groups according to the MQSGA score. 
B: The comparison of mortality between the mild, moderate, and severe mal-
nutrition groups according to the MIS score. ***P<0.001, compared with that 
in the mild malnutrition group. ###P<0.001, compared with that in the mo- 
derate malnutrition group.

Figure 2. The effects of the micro-inflammatory re-
sponse on mortality in patients with maintenance 
hemodialysis. *P<0.05, compared with the patients 
without micro-inflammatory responses.

significant (Z=2.053 and 2.657, P=0.008 and 
0.040, respectively).

Discussion

Malnutrition, the most common and intractable 
complication of MHD, is recognized as an inde-

pendent risk factor affecting 
MHD patients’ prognosis. How- 
ever, whether this complication 
can be used as a predictor of 
death risk remains to be dis-
cussed because of its unclear 
influencing mechanisms [15]. 
Schoming first proposed a ch- 
ronic micro-inflammatory state 
in uremic patients in 2000 
[16]. Recent studies have con-
firmed that a micro-inflamma-
tory response is a hidden path-
ological state in MHD patients, 
so it may be an important rea-
son for causing and exacerbat-
ing malnutrition [17-19].

A study has shown that the 
one-year mortality of MHD pa- 
tients with malnutrition signifi-
cantly increases by 2-5 times 
[20]. In our study, there was a 

statistically significant difference in the mortal-
ity between the patients with mild, moderate, 
and severe malnutrition in their MQSGA and 
MIS scores; the mortality increased with the 
increasing severity of malnutrition; the mor- 
tality of the patients with micro-inflammatory 
responses was significantly higher than the 
mortality of those without micro-inflammatory 
responses. These findings are similar to those 
of Choi SR and others [21], which may be relat-
ed to malnutrition and micro-inflammation that 
form a vicious circle and aggravate organ func-
tion damage.

In order to further analyze the influence of nutri-
tional status and micro-inflammatory respons-
es on the death risk of MHD patients, the 
patients were followed up for 12 months, and 
their MQSGA and MIS scores were compared 
between the survival and death groups. The 
results showed that the two scores in the death 
group were significantly higher than those in 
the survival group, indicating that the severity 
of malnutrition may be positively correlated 
with the risk of death. This is consistent with 
the findings of Yamada and others that the risk 
of death increases by 3 times with the increase 
of every 10 units in the MIS score [22]. In our 
study, the Scr level in the death group was sig-
nificantly higher than it was in the survival 
group, but the albumin level was significantly 
lower than it was in the survival group. This sug-
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gests that Scr can reflect protein intake to 
some extent in MHD patients with poor progno-
ses before dialysis, and albumin has a half-life 

Table 3. Comparison of the nutritional indices and micro-inflammatory indicators between the sur-
vival and death groups
Indicators Survival group Death group t/χ2 P
Number of cases 41.47±7.95 35.54±6.84 5.524 0.016
Albumin (g/L) 98.14±6.32 94.52±5.87 0.362 0.637
Hemoglobin (g/L) 720.11 (223.0-1247.0) 945.23 (446.01-1453.0) 15.713 0.000
Scr (μmoL/L) 2059.0 (1064.0-3067.0) 1982.0 (894.0-3125.0) 0.828 0.171
Ferroprotein (μg/L) 2.41±0.48 2.23±0.59 0.471 0.528
Transferrin (mmol/L) 2457.0 (1449.0, 3461.0) 2435.0 (1428.0, 3691.0) 0.626 0.373
Total iron binding capacity (mg/L) 21.59±2.33 20.28±3.11 0.617 0.382
BMI (kg/m2) 27.52±4.38 26.47±4.81 0.725 0.274
Biceps circumference (cm) 23.08±3.53 22.36±3.47 0.235 0.764
Upper arm muscle circumference (cm) 11.82±4.85 10.58±4.79 0.158 0.841
TSF (mm) 12.28±4.38 24.24±5.39 6.477 0.013
MQSGA score (score) 7.19±3.13 20.43±3.92 5.391 0.019
MIS score (score) 42.0 (26.0, 58.0) 259.0 (198.0, 320.0) 19.428 0.000
TNF-α (μg/L) 5.0 (1.0, 9.0) 13.0 (3.0, 26.0) 8.625 0.000
hs-CRP (mg/L) 1.5 (0.6, 4.0) 3.0 (0.8, 8.0) 0.647 0.352
IL-6 (ng/L) 41.47±7.95 35.54±6.84 5.524 0.016
Note: Scr: Serum creatinine; BMI: Body Mass Index; TSF: Triceps Skin Fold; MQSGA: Modified Quantitative Subjective Global 
Assessment; MIS: Malnutrition inflammation score; TNF-α: Tumor Necrosis Factor α; hs-CRP: High-sensitivity C-reactive protein; 
IL-6: Interleukin-6.

Table 4. Independent predictors of the death of maintenance hemodialysis patients
Variate B SE Wald P Exp (B) 95% CI
MIS score 0.360 0.100 12.823 0.000 1.433 1.177-1.745
TNF-α 0.028 0.010 7.710 0.005 1.029 1.008-1.049

Figure 3. Correlation between the MIS score and the 
serum TNF-α level.

of about 21 days, both of which can be used to 
evaluate the nutritional status. According to 
Vaziri et al., the combined quantification of the 
levels of hemoglobin, ferritin, and transferrin is 
helpful in assessing the nutritional status of 
MHD patients [23]. In our study, the levels of 
hemoglobin, ferritin, transferrin, TIBC, and BMI, 
the biceps circumference, the arm muscle cir-
cumference, and the TSF in the death group 
were slightly lower than they were in the surviv-
al group, without any statistically significant dif-
ferences. The results may be associated with 
the effects of protein loss, abnormal iron 
reserves, dyslipidemia, and dialysis levels, so 
they are different from those of MacDougall 
and others. This is possibly because of differ-
ent primary diseases, disease severity, and the 
dialysis age between the two studies. In their 
study, the primary disease in the survival group 
was mainly diabetic nephropathy (71.23%), 
while the primary disease in the death group 
was mainly glomerulonephritis (67.53%); the 
severity in the survival group was significantly 
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Figure 4. The ROC curve for predicting death in maintenance hemodialysis 
patients with MIS scores and TNF-α levels.

slighter than it was in the death group, and the 
dialysis age was significantly lower than it was 
in the death group (16.8±8.4 months vs. 
29.2±9.1 months); the difference in the Scr 
level between the two groups (617.31±168.71 
μmol/L vs. 857.05±228.24 μmol/L) was statis-
tically significant [24]. In addition, levels of 
TNF-α and hs-CRP in the death group were sig-
nificantly higher than they were in the survival 
group. This supports the hypothesis that micro-
inflammation affects the prognosis of MHD 
patients, during which the mechanism of action 
is that micro-inflammatory cytokines mediate 
proteolysis, lead to malnutrition, and then 
increase the patients’ death risk.

Kalantar-zadeh first proposed that MIS includ-
ed BMI, serum albumin, and TIBC on the basis 
of the dialysis malnutrition score [25], but some 
scholars still question the use of the score to 
evaluate the nutritional status of MHD patients. 
One study analyzed many indices (including the 
MIS and MQSGA scores, albumin, and prealbu-
min) commonly used to predict malnutrition in 
MHD patients. The results of its multiple regres-
sion analysis showed that MIS was most closely 
related to the nutritional indices, and the cor-
relation coefficient was the largest (r=0.752), 
with a statistically significant difference. The 
correlation coefficients of the MQSGA score, 
albumin, and prealbumin were 0.562, 0.412, 
and 0.397, respectively. These findings indicate 
that MIS can accurately evaluate the malnutri-
tion status of MHD patients and better predict 

their death risk, so it is signifi-
cantly better than other indi-
ces [26]. The data of our study 
are also consistent with the 
above research results, sup-
porting the idea that MIS can 
be used to predict the patients’ 
death risk and guide the early 
detection and intervention in 
malnutrition. In our study, the 
independent predictors of pati- 
ent death were analyzed using 
a COX regression model. The 
results showed that the nutri-
tional status represented by 
the MIS score and the micro-
inflammation represented by 
the TNF-α level could be used 
to predict the patients’ death 
risk. Additionally, the AUC of 
the MIS score combined with 

the TNF-α level for predicting death was 0.850, 
significantly larger than the 0.655 of the MIS 
score and the 0.630 of the TNF-α level. These 
findings demonstrate that the combination can 
improve the predictive efficiency of the risk of 
death synergistically. In this study, MIS was 
positively correlated with serum the TNF-α level 
in the death of MHD patients, which is basically 
consistent with the research results of Tayebi 
et al. [27]. This indicates that malnutrition is 
closely related to micro-inflammation in patient 
deaths, and that patients with high MIS scores 
have micro-inflammatory responses. The rea-
sons for the above results are as follows: (1) 
Inflammatory cytokines inhibit the central ner-
vous system and reduce appetite and nutrient 
intake. (2) Pro-inflammatory cytokines inhibit 
the synthetase activity of meat and plasma pro-
teins, promote muscle protein decomposition, 
and increase capillary permeability and the 
loss of various proteins. (3) Long-term micro-
inflammatory responses disturb the metabo-
lism and hormone secretion of patients, inhibit 
erythropoiesis, and increase iron consumption 
in vivo.

However, this study still has certain limitations, 
such as the small size of the cohort, the lack of 
a long-term follow-up, and the lack of dynamic 
data to evaluate nutritional status. Therefore, a 
large-scale clinical research trial with multiple 
centers, large sample sizes, and a long-term 
follow-up should be conducted in the future to 
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provide an experimental and theoretical basis 
for accurately predicting the death risk of MHD 
patients and guiding clinical intervention in 
malnutrition and micro-inflammation.

In summary, the death of MHD patients is cor-
related with malnutrition and micro-inflamma-
tion, so the MIS score combined with the TNF-α 
level can synergistically improve the predictive 
efficiency of the patients’ risk of death.

Disclosure of conflict of interest

None.

Address correspondence to: Kai Yu, Department  
of Nephrology, Zhuji People’s Hospital of Zhejiang 
Province, No. 9 Jianmin Road, Taozhu Street, Zhuji 
311800, Zhejiang Province, China. Tel: +86-0575-
87182622; Fax: +86-0575-87182622; E-mail: 
yukai83h9@163.com

References

[1]	 Song KK, Zhao DL, Wang YD, Wang Y, Sun XF, 
Miao LN, Ni ZH, Lin HL, Liu FY, Li Y, He YN, 
Wang NS, Wang CL, Zhang AH, Chen MH, Yang 
XP, Deng YY, Shao FM, Fu SX, Fang JA, Cai GY 
and Chen XM. Analysis of factors associated 
with death in maintenance hemodialysis pa-
tients: a multicenter study in China. Chin Med 
J (Engl) 2017; 130: 885-891.

[2]	 Lu J, Zhu M, Liu S, Zhu M, Pang H, Lin X, Ni Z, 
Qian J, Cai H and Zhang W. The relationship 
between survival rate and intradialytic blood 
pressure changes in maintenance hemodialy-
sis patients. Ren Fail 2017; 39: 417-422.

[3]	 Wu PH, Lin MY, Huang TH, Lin YT, Hung CC, Yeh 
YC, Kuo HT, Chiu YW, Hwang SJ, Tsai JC and 
Carrero JJ. Depression amongst patients com-
mencing maintenance dialysis is associated 
with increased risk of death and severe infec-
tions: a nationwide cohort study. PLoS One 
2019; 14: e0218335.

[4]	 Borges MC, Vogt BP, Martin LC and Caramori 
JC. Malnutrition Inflammation Score cut-off 
predicting mortality in maintenance hemodial-
ysis patients. Clin Nutr ESPEN 2017; 17: 63-
67.

[5]	 Epifanio APS, Balbino KP, Ribeiro SMR, France-
schini SCC and Hermsdorff HHM. Clinical-nu-
tritional, inflammatory and oxidative stress 
predictors in hemodialysis mortality: a review. 
Nutr Hosp 2018; 35: 461-468.

[6]	 Ma L and Zhao S. Risk factors for mortality in 
patients undergoing hemodialysis: a system-
atic review and meta-analysis. Int J Cardiol 
2017; 238: 151-158.

[7]	 Locatelli F, Karaboyas A, Pisoni RL, Robinson 
BM, Fort J, Vanholder R, Rayner HC, Kleophas 
W, Jacobson SH, Combe C, Port FK and Tentori 
F. Mortality risk in patients on hemodiafiltra-
tion versus hemodialysis: a ‘real-world’ com-
parison from the DOPPS. Nephrol Dial Trans-
plant 2018; 33: 683-689.

[8]	 Joki N, Tokumoto M, Takahashi N and Nishi- 
mura M. Current perspectives on sudden car-
diac death in hemodialysis patients. Contrib 
Nephrol 2018; 196: 5-12.

[9]	 Allawi AAD. Malnutrition, inflamation and ath-
erosclerosis (MIA syndrome) in patients with 
end stage renal disease on maintenance he-
modialysis (a single centre experience). Diabe-
tes Metab Syndr 2018; 12: 91-97.

[10]	 Nooriani N, Mohammadi V, Feizi A, Shahnazi H, 
Askari G and Ramezanzade E. The effect of nu-
tritional education based on health belief mo- 
del on nutritional knowledge, health belief  
model constructs, and dietary intake in hemo-
dialysis patients. Iran J Nurs Midwifery Res 
2019; 24: 372-378.

[11]	 Yigit IP, Ulu R, Celiker H and Dogukan A. Evalu-
ation of nutritional status using anthropomet-
ric measurements and MQSGA in geriatric he-
modialysis patients. North Clin Istanb 2016; 3: 
124-130.

[12]	 Chen J, Qin X, Li Y, Yang Y, Yang S, Lu Y, Zhao Y, 
He Y, Li Y, Lei Z, Kong Y, Wan Q, Wang Q, Huang 
S, Liu Y, Liu A, Liu F, Hou F and Liang M. Com-
parison of three nutritional screening tools for 
predicting mortality in maintenance hemodial-
ysis patients. Nutrition 2019; 67-68: 110532.

[13]	 Lin YL, Liou HH, Lai YH, Wang CH, Kuo CH, 
Chen SY and Hsu BG. Decreased serum fatty 
acid binding protein 4 concentrations are as-
sociated with sarcopenia in chronic hemodialy-
sis patients. Clin Chim Acta 2018; 485: 113-
118.

[14]	 Beberashvili I, Azar A, Abu Hamad R, Sinuani I, 
Feldman L, Maliar A, Stav K and Efrati S. Ab-
dominal obesity in normal weight versus over-
weight and obese hemodialysis patients: Asso-
ciations with nutrition, inflammation, muscle 
strength, and quality of life. Nutrition 2019; 
59: 7-13.

[15]	 Jiang J, Ni L, Ren W, Zhou X, Su K, Wang L, Lan 
L, Chen W and Wu Y. Nutritional status in short 
daily hemodialysis versus conventional hemo-
dialysis patients in China. Int Urol Nephrol 
2018; 50: 755-762.

[16]	 Schomig M, Eisenhardt A and Ritz E. The mi-
croinflammatory state of uremia. Blood Purif 
2000; 18: 327-32.

[17]	 Tian J, Hou X, Hu L, Chen T, Wu K, Cai C and Bai 
X. Efficacy comparison of atorvastatin versus 
rosuvastatin on blood lipid and microinflam-

mailto:yukai83h9@163.com



Malnutrition and micro-inflammation in maintenance hemodialysis patients

1545	 Int J Clin Exp Med 2020;13(3):1537-1545

matory state in maintenance hemodialysis pa-
tients. Ren Fail 2017; 39: 153-158.

[18]	 Huang L, Zhou J, Zhao YJ and Hu GC. Vitamin D 
and micro-inflammatory state in hemodialysis 
patients: a mini review and meta-analysis. J 
Biol Regul Homeost Agents 2016; 30: 827-
831.

[19]	 Ren H, Zhou X, Luan Z, Luo X, Han S, Cai Q, Rui 
W and Li Y. The relationship between carotid 
atherosclerosis, inflammatory cytokines, and 
oxidative stress in middle-aged and elderly he-
modialysis patients. Int J Nephrol 2013; 2013: 
835465.

[20]	 Shi L, Song J, Zhang X, Li Y and Li H. Correla-
tion between the microinflammatory state and 
left ventricular structural and functional 
changes in maintenance haemodialysis pa-
tients. Exp Ther Med 2013; 6: 532-536.

[21]	 Choi SR, Lee YK, Cho AJ, Park HC, Han CH, 
Choi MJ, Koo JR, Yoon JW and Noh JW. Malnu-
trition, inflammation, progression of vascular 
calcification and survival: inter-relationships in 
hemodialysis patients. PLoS One 2019; 14: 
e0216415.

[22]	 Yamada S, Tokumoto M, Taniguchi M, Yoshida 
H, Arase H, Tatsumoto N, Hirakata H, Kitazono 
T and Tsuruya K. Use of phosphate-binders 
and risk of infection-related and all-cause mor-
tality in patients undergoing hemodialysis: The 
Q-Cohort Study. Sci Rep 2018; 8: 11387.

[23]	 Vaziri ND, Kalantar-Zadeh K and Wish JB. New 
options for iron supplementation in mainte-
nance hemodialysis patients. Am J Kidney Dis 
2016; 67: 367-75.

[24]	 Macdougall IC, White C, Anker SD, Bhandari S, 
Farrington K, Kalra PA, McMurray JJV, Murray 
H, Steenkamp R, Tomson CRV, Wheeler DC, 
Winearls CG and Ford I. Randomized trial com-
paring proactive, high-dose versus reactive, 
low-dose intravenous iron supplementation in 
hemodialysis (PIVOTAL): study design and 
baseline data. Am J Nephrol 2018; 48: 260-
268.

[25]	 Kalantar-Zadeh K, Kopple JD, Humphreys MH 
and Block G. Comparing outcome predictabili-
ty of markers of malnutrition-inflammation 
complex syndrome in haemodialysis patients. 
Nephrol Dial Transplant 2004; 19: 1507-19.

[26]	 Kalantar-Zadeh K, Kopple JD, Block G and 
Humphreys MH. A malnutrition-inflammation 
score is correlated with morbidity and mortali-
ty in maintenance hemodialysis patients. Am J 
Kidney Dis 2001; 38: 1251-63.

[27]	 Tayebi A, Biniaz V, Savari S, Ebadi A, Shermeh 
MS, Einollahi B and Rahimi A. Effect of Vitamin 
B12 supplementation on serum homocysteine 
in patients undergoing hemodialysis: a ran-
domized controlled trial. Saudi J Kidney Dis 
Transpl 2016; 27: 256-62.


