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ABSTRACT

The aim of this meta-analysis was to evaluate the effect of peritoneal dialysis (PD) and hemodialysis
(HD) on renal anemia (RA) in renal disease patients by a meta-analysis. Relevant studies published
before June 2015 were searched. Pooled odds ratio (OR) with 95% confidence interval (Cl) was
used to evaluate the effect of HD and PD on RA based on five indexes: hemoglobin, ferritin, trans-
ferrin saturation index, serum albumin, and parathyroid hormone. Sensitivity analysis and publica-
tion bias assessment were conducted to evaluate the stability and reliability of our results. A total
of fourteen eligible studies with 1103 cases underwent HD and 625 cases underwent PD were used
for this meta-analysis. There were no significant difference for levels of hemoglobin (SMD = —0.23,
95% Cl: —0.74 to 0.28), ferritin (SMD =0.01, 95% ClI: —0.59 to 0.62), parathyroid hormone (SMD =
0.11, 95% Cl: —1.53 to 1.75) and transferrin saturation index (SMD = —0.06, 95% Cl: —0.67 to 0.56)
between HD and PD group. However, the content of serum albumin in HD group was much more
than that in PD group (SMD =1.58, 95% Cl: 0.35 to 2.81). Neither of the included studies could
reverse the pooled side effect and Egger’s test demonstrated no publication bias. Both of the two
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dialysis strategies have a similar effect on RA in renal disease patients.

Introduction

Anemia is a clinical manifestation that commonly hap-
pened in patients with renal disease." Untreated anemia
is associated with several physiological abnormalities
which will significantly reduce patients’ life quality.> The
management of anemia with erythropoiesis-stimulating
agents (ESAs) is an important treatment for chronic kid-
ney disease (CKD) patients with anemia (namely renal
anemia [RA]) who receiving dialysis programs.”

Recently, a number of factors were recognized to be
associated with dialysis modes, such as the iron defi-
ciency, severe hyperparathyroidism, vitamin deficiency,
aluminum toxicity, inflammation, as well as inadequate
dialysis.>® However, little evidence has been made with
regard to the contribution of inflammation to RA
observed in different dialysis patients. Inflammatory
stimuli will cause the release of several cytokines and
results in a series of systemic changes. The serum albu-
min, hemoglobin, ferritin, and transferrin saturation
index were reported to be involved in the presence of
inflammation.” In secondary hyperparathyroidism of

CKD patients, the high level of parathyroid hormone is
suggested to be of multiple biological effects, including
a negative influence on the RA patients.®®

The most common treatment modalities for CKD are
HD (hemodialysis) and PD (peritoneal dialysis).
However, the function and outcomes between these
two dialysis techniques are controversial. A recent clin-
ical study has demonstrated that the serum albumin
could predict the mortality of both PD and HD patients
while the mortality was different in different dialysis
modalities.”®"" However, the most recent cohort studies
suggested that patients treated with either PD or HD in
end-stage renal disease showed remarkably similar
outcomes.'*"?

Therefore, in the present work, we performed a
meta-analysis to compare the effect of PD and HD on
RA in patients with renal disease. The data of hemoglo-
bin, ferritin, transferrin saturation index, serum albumin,
and parathyroid hormone indexes between HD and PD
groups were pooled respectively. Our study aimed at
finding the effect of dialysis modalities on RA and pro-
vide a basis for clinical application.
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Materials and methods
Search strategy

Related clinical studies about the effect of PD and HD
on RA were systematically searched from Pubmed
(http://www.ncbi.nlm.nih.gov/pubmed) and Embase
(http://www.embase.com) databases, with the retrieval
deadline of June 2015. Keywords for all searches were
(“renal anemia” or “renal anemia” or “anemia of renal
failure”) in combination with (“hemodialysis” or
“hemodialysis”) and (“peritoneal dialysis”).

Inclusion and exclusion criteria

Studies included in this meta-analysis should meet the
following criteria: (1) they reported clinical research
about the effects of PD and HD on RA; (2) the number
of patients in both PD and HD groups should be pro-
vided; (3) at least one of the following indexes should
be provided, including hemoglobin (g/dL), ferritin (ng/mL),
transferrin saturation index (%), serum albumin (g/dL), and
parathyroid hormone.

Studies should be excluded if they (1) were reviews,
reports, letters, and comments; (2) had not available
data to be extracted.

Data extraction and quality evaluation

Wan-ning Wang and Wen-long Zhang reviewed and
screened the articles, respectively based on the inclu-
sion and exclusion criteria. Afterward, information about
the publications and the patients from the included
studies were extracted, including the first author’s
name, year of publication, country, demographic infor-
mation of patients in both PD and HD groups (age, gen-
der, weight/BMI, time on dialysis, and the levels of
hemoglobin, ferritin, transferrin saturation index, serum
albumin, and parathyroid hormone). Any discrepancies
during data extraction were resolved by discussion with
Tao Sun.

The quality assessment of included trials was con-
ducted by Wan-ning Wang and Wen-long Zhang inde-
pendently according to the evaluation criterion tool
proposed by AHRQ (Agency for Healthcare Research
and Quality).'* Any disagreement was resolved by invit-
ing Zhong-gao Xu for discussion. The tool evaluates the
study quality through eleven items, each of which was
responded with “yes” or “no” or “not clear”.

Statistical analysis

Meta-analysis was conducted by the R 3.12 software (R
Foundation for Statistical Computing, Vienna, Austria).

The effect size was assessed by standardized mean dif-
ference (SMD) and 95% confidence interval (Cl). A ran-
dom-effects model was used for heterogeneous outcomes
(p < .05 and *>50%), and a fixed-effect model was used
for the homogeneous outcomes (p > .05 and I* < 50%)."
Publication bias was evaluated by Egger’s test.'® Finally,
the sensitivity analysis was also conducted to calculate the
results by omitting one study at one time to measure its
effect on the pooled SMD.

Results
Trail flow

The flow chart of the literature search and study selec-
tion was presented in Figure 1. A total of 1636 poten-
tially relevant studies were searched from PubMed
(n=1020) and Embase (n=616). Afterward, 528 dupli-
cates and 987 obvious irrelevant articles were removed.
After title and abstract evaluation, 41 were excluded
because they were letters (n=38), case series (n=7),
and literature reviews (n=26). The left 80 publications
underwent further review while 66 of them (23 were
unable to be data-extracted and 43 were not reported
RA disease) were removed. Finally, a total of fourteen
studies were included in this meta-analysis.'’~*°

Characteristics of included studies

The characteristics of the fourteen studies and basic
information of the subjects were listed in Table 1. These
studies distributed from Europe (Spain, UK, Portugal,
Ireland, and Germany), Africa (South Africa), America
(Canada and USA) and Asia (Turkey and Kuwait) were
published from 1991 to 2014. Among them, 11 studies
reported the comparison of hemoglobin between HD

Literature search in PubMed (n=1020),
Embase (n=616)

Articles after duplicates removed (n=528)

Articles excluded: obvious
_— — s
irrelevance (n=987)
Articles abstract reviewed (n=121)

Articles excluded (n=41):
8 letter; 7 case series; 26
literature reviews

Articles full-text reviewed (n=80)

Articles excluded (n=66):
l 23 nothing of relevant data;

43 nothing of renal anemia
Articles included for Meta-analysis (n=14)

Figure 1. Literature search and study selection.
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and PD, ten reported the comparison of ferritin
between HD and PD, eight reported the transferrin sat-
uration index in both HD and PD groups, nine reported
the serum albumin in both HD and PD groups, and six
studies reported the parathyroid hormone in both HD
and PD groups. A total of 1103 cases underwent HD
and 625 cases underwent PD were used for this meta-
analysis. There were more males than females in these
patients. There was no significant difference in weight or
BMI between the patients who underwent HD and PD.

Quality evaluation

As shown in Supplementary Table 1, the quality of all
the studies was relatively high. Almost all the included
studies described more than four items according to
AHRQ.

Meta-analysis

Comparison of hemoglobin, ferritin, transferrin satur-
ation index, serum albumin, and parathyroid hormone
indexes between HD and PD groups were shown in
Figure 2(a)-(e).

There were eleven studies reported the content of
hemoglobin between the HD and PD groups (Figure
2(a)). The random-effect model was used to evaluate
the effect because a significant heterogeneity existed
among these studies (>=93.9%, p <.0001). Meta-ana-
lysis showed no significant difference in the hemoglo-
bin content between patients suffered from HD and PD
(SMD = —0.23, 95% Cl: —0.74 to 0.28).

Totally ten studies reported the comparison of fer-
ritin between HD and PD (Figure 2(b)). There was signifi-
cant heterogeneity among these studies (/*=95.2%,
p <.0001), therefore, the random-effect model was
used to evaluate the effect size. No significant differ-
ence of ferritin was found between the HD and PD
groups (SMD = 0.01, 95% Cl: —0.59 to 0.62).

Eight publications reported the transferrin saturation
index in both HD and PD groups (Figure 2(c)). As well,
significant heterogeneity was detected (P =94.7%,
p <.0001) and the random-effect model was used for
meta-analysis. As a result, the transferrin saturation
index in both HD and PD groups showed no significant
difference (SMD = —0.06, 95% Cl: —0.67 to 0.56).

With regard to the serum albumin, nine studies were
included in the meta-analysis (Figure 2(d)). The random-
effect model was chosen because of the high hetero-
geneity (P =98.3%, p <.0001). The content of serum
albumin in HD group was much more than that in PD
group (SMD =1.58, 95% ClI: 0.35 to 2.81), indicating that
the HD dialysis may be superior to PD dialysis.

There were six studies reported the compassion of
parathyroid hormone in HD and PD groups (Figure
2(e)). High heterogeneity was found among these stud-
ies (I*=98.7%, p <.0001). Therefore, the random-effect
model was used to evaluate the effect. However, no sig-
nificant difference was found for parathyroid hormone
between the two dialysis strategies (SMD=0.11, 95%
Cl: —1.53 to 1.75).

Sensitivity analysis and publication bias

In order to evaluate the effect of each study on the
pooled SMD value, the sensitivity analysis was per-
formed (Figure 3). Neither of the included studies could
reverse the pooled side effect in each meta-analysis of
the five indexes, indicating the stable results of our
meta-analysis.

The results of the Egger's test were presented in
Supplementary Table 2. The studies included in all the
meta-analyses demonstrated no publication bias, sug-
gesting that our results were reliable.

Discussion

Recently, both PD and HD are the most comment meth-
ods for clinical treatment of nephropathy. RA is one of
the most common complications of CKD that mainly
caused by nephropathy. In the present study, we eval-
uated the effect of PD and HD on RA, and the results
demonstrated that there was no significant difference
in hemoglobin, ferritin, transferrin saturation index, and
parathyroid hormone between HD and PD groups.
However, the content of serum albumin in HD group
was much more than that in PD group.

During dialysis, several factors were recognized to be
associated with postoperative outcomes of RA patients,
such as hemoglobin, ferritin, transferrin saturation
index, and parathyroid hormone. ESAs are recom-
mended to correct RA, as maintenance of hemoglobin
within a suitable range can play an important role in
patients outcomes.>' However, the issue remains con-
troversial, because recent prospective randomized trials
have suggested that maintaining hemoglobin to normal
or near normal levels in CKD patients dose not confer
any survival benefit>'3? In our study, the hemoglobin
levels showed no significant difference in both PD and
HD groups, indicating that the impact of hemoglobin
variability may produce a similar clinical outcome
between patients treated with PD and HD. One of the
factors involved in dialysis is the blood loss, which
makes patients prone to develop iron deficiency."”
However, there was no statically significant difference
for ferritin and transferrin saturation index between PD
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(e) Experimental Control Standardised mean difference
Study Total Mean SD Total Mean SD SMD 95%-Cl W(fixed) W(random)
Coronel F 2003 69 412.0 438.00 63 272.0 290.00 037 [0.03; 0.72] 27.7% 16.8%
Sakkas G K 2004 12 8.4 10.00 12 22.0 20.00 -0.83 [-1.67; 0.01] 4.7% 16.2%
Okpechi | G 2013 56 521 7.30 26 806 18.10 -2.39 [-2.99; -1.80] 9.2% 16.6%
Yavuz A 2004 38 170.8 180.10 40 275.9 183.00 -0.57 [-1.03; -0.12] 16.0% 16.7%
House A A 1998 157 282.8 29.20 126 1874 19.30 = 376 [3.37; 415] 216% 16.8%
Al-Hilali, N 2005 83 33.0 3415 35 240 33.26 026 [-0.13; 0.66] 20.9% 16.8%
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Figure 2. Forest plot. (a) Forest plot for the comparison of hemoglobin between HD and PD groups. (b) Forest plot for the com-
parison of ferritin between HD and PD groups. (c) Forest plot for the comparison of transferrin saturation index between HD and
PD groups. (d) Forest plot for the comparison of serum albumin between HD and PD groups. (e) Forest plot for the comparison
of parathyroid hormone between HD and PD groups.
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Figure 3. Sensitivity analysis of the included studies. (a) hemoglobin; (b) ferritin; (c) transferrin saturation index; (d) serum albu-

min; (e) parathyroid hormone.

and HD groups, which suggested that these two dialysis
methods might present similar results for iron supply in
patients with RA. The role of parathyroid hormone as a
uremic toxin on erythropoiesis has been discussed in
several studies. It was reported that high levels of serum

parathyroid hormone are involved in decreasing sur-
vival of red blood cells and their progenitor number.*?
Middle-molecular-weight solutes were suggested to be
responsible for the toxic effect of red blood cells.>*
Previous evidence has proved that ambulatory PD is



more efficient in eliminating middle-molecular-weight
substances and results in less anemia than HD.*
However, a recent study indicated that no significant
difference was found in red blood cell survival between
HD and PD.*® In our study, there was no significant dif-
ference in parathyroid hormone levels between HD and
PD dialysis strategies, thus, the beneficial effect of PD
and HD on anemia may be related to elevated erythro-
poiesis other than improved red blood cells survival.

Severe RA tended to be associated with manifesta-
tions of fluid overload and other risk factors. In our
study, the content of serum albumin in HD group was
much more than that in PD group, which may in part
be explained by fluid overload resulting in dilution of
albumin in PD group. Besides, the PD itself, using peri-
toneum as the semipermeable membrane, can lead to
albumin loss. The serum proteins in PD patients aver-
ages 59 per 24 h, of which, 4g is albumin.'” However,
we cannot get the conclusion from the serum albumin
level in the two-dialysis ways that HD was more efficient
than PD in the treatment of RA. For one thing, we did
not know if the difference in serum albumin level causes
by ESAs treatment or dialysis strategies. For the other, it
is unclear that if the reduced serum albumin level in PD
group leads to anemia-related inflammatory conditions.
Therefore, the association between albumin and dialysis
strategies needs further clinical studies to clarify.

In our meta-analysis, high levels of heterogeneity
were detected in hemoglobin, ferritin, transferrin satur-
ation index, parathyroid hormone, and albumin
between HD and PD groups, thus, the random-effected
model was used for effect size. The reason for the high
heterogeneity may be explained by different detection
methods of these indexes, ethnic and lifestyle differen-
ces. Other confounding factors such as gender and age
may also contribute to the heterogeneity. In order to
detect if the time span or changing guidelines the
hemoglobin targets, we performed a cumulative meta-
analysis, and the results showed that during 1991 and
2014, the results were not changed significantly.
Therefore, neither the time span nor the changing
guidelines attributed to the heterogeneity of this study.

Our meta-analysis is the first one to evaluate the
effect of PD and HD on RA. Both the sensitivity analysis
and the publication bias analysis suggested that our
results were stable and reliable. However, several limita-
tions should be pointed out in this study. Firstly, there
were significant heterogeneities across the included
studies in the meta-analysis of the five indexes. As dis-
cussed above, the heterogeneities may associate with
many factors. We did not perform the subgroup meta-
analysis because of the inconsistency caused by unavail-
able or incomplete data of some studies. For instance,
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the treatment of ESAs should be considered as an
important factor that is associated with the five indexes
analyzed in our study. However, some of the included
patients received ESAs before dialysis®>?° and others
were not.”*?* So the effects ESAs were not analyzed in
our study. Besides, we did not correct the concomitant
variables such as age, gender and other confounding
factors that may affect the results of this analysis.
Therefore, it is necessary to develop more studies with
larger sample size to assess the commonality of our
results.

In conclusion, in our study, though the albumin in
HD group was much more than in PD group, the hemo-
globin, ferritin, transferrin saturation index, and parathy-
roid hormone were similar in the two groups. These
results suggest that both of the two-dialysis strategies
have a similar effect on RA in patients with renal
diseases.
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