
Hemodialysis – Research Article

Blood Purif

A tRial Evaluating Mid Cut-Off Value Membrane 
Clearance of Albumin and Light Chains in 
HemoDialysis Patients: A Safety Device Study

Rathika Krishnasamy 

a–c    Carmel M. Hawley 

b–d    Meg J. Jardine 

c, e–g    

Matthew A. Roberts 

c, h    Yeoungjee Cho 

b–d    Muhgeot Wong 

e, f    Anne Heath 

f    

Craig L. Nelson 

i–k    Shaundeep Sen 

g    Peter F. Mount 

l    Elaine M. Pascoe 

b, c    

Liza A. Vergara 

c    Peta-Anne Paul-Brent 

c    Nigel D. Toussaint 

m, n    

David W. Johnson 

b–d    Colin A. Hutchison 

c, o    
a

 Department of Nephrology, Sunshine Coast University Hospital, Birtinya, QLD, Australia; b Center for Kidney 
Disease Research, The University of Queensland, Brisbane, QLD, Australia; c Australasian Kidney Trials Network, 
The University of Queensland, Brisbane, QLD, Australia; d Department of Nephrology, Princess Alexandra Hospital, 
Brisbane, QLD, Australia; e The George Institute for Global Health, UNSW, Sydney, NSW, Australia; f San Renal Dialysis 
Unit, Sydney Adventist Hospital, Sydney, NSW, Australia; g Department of Nephrology, Concord Repatriation 
and General Hospital, Sydney, NSW, Australia; h Eastern Health Clinical School, Monash University, Melbourne, 
VIC, Australia; i Department of Nephrology, Western Health, Melbourne, VIC, Australia; j Department of Medicine, 
Western Health, University of Melbourne, Melbourne, VIC, Australia; k Western Health Chronic Disease Alliance, 
Western Centre for Health Research and Education, Western Health, St Albans, VIC, Australia; l Department of 
Nephrology, Austin Health, Melbourne, VIC, Australia; m Department of Nephrology, The Royal Melbourne Hospital, 
Parkville, VIC, Australia; n Department of Medicine (RMH), The University of Melbourne, Parkville, VIC, Australia; 
o

 Department of Medicine, Hawke’s Bay Hospital, Hawkes Bay, New Zealand

Received: August 27, 2019
Accepted: December 19, 2019
Published online: January 22, 2020

Assoc. Prof. Rathika Krishnasamy
Centre for Kidney Disease Research, The University of Queensland
Translation Research Institute, Level 5, 37 Kent Street
Brisbane, QLD 4102 (Australia)
E-Mail Rathika.Krishnasamy @ health.qld.gov.au

© 2020 S. Karger AG, Basel

E-Mail karger@karger.com
www.karger.com/bpu

DOI: 10.1159/000505567

Keywords
Albumin · Dialysis membrane · Dialyzer · Efficacy · Free light 
chains · Mid cut-off · Safety · Hemodialysis

Abstract
Background: A new class of dialysis membrane, the mid cut-
off (MCO) dialyzer, has been developed to improve the clear-
ance of uremic toxins in hemodialysis (HD). The a tRial Evalu-
ating Mid cut-Off Value membrane clearance of Albumin 
and Light chains in HemoDialysis patients (REMOVAL-HD) 
study aimed to determine if regular use of MCO dialyzer was 
safe and specifically did not result in a significant loss of al-
bumin. Methods: This investigator initiated, crossover, lon-

gitudinal, device study was conducted across 9 centers in 
Australia and New Zealand (n = 89). Participants had a 4-week 
wash-in with high-flux HD, followed by 24-week interven-
tion with MCO HD and a subsequent 4-week wash-out with 
high-flux HD. The primary outcome was change in serum al-
bumin between weeks 4 and 28. Secondary outcomes in-
cluded trends in serum albumin, changes in kappa- and 
lambda-free light chains (FLC), 6-min walk test (6MWT), mal-
nutrition inflammation score (MIS), restless legs score and 
quality of life. Results: Participants had a mean age of 66 ± 
14 years, 62% were men, 45% were anuric, and 51% had 
 diabetes. There was no reduction in serum albumin follow-
ing treatment with MCO HD (mean reduction –0.7 g/L, 95% 
CI –1.5 to 0.1). A sustained, unexplained reduction in serum 
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albumin (> 25%) was not observed in any participant. A re-
duction in FLC was observed 2 weeks into MCO HD (lambda-
FLC: Δ –9.1 mg/L, 95% CI –14.4 to –3.7; kappa-FLC: Δ –5.7 
mg/L, 95% CI –9.8 to –1.6) and was sustained for the rest of 
the study intervention. Both FLC increased after the cessa-
tion of MCO use. There was no improvement in restless legs 
symptoms, quality of life, 6MWT or MIS scores. Conclusions: 
Regular HD using the MCO dialyzer did not result in a sig-
nificant fall in serum albumin. There were no effects on qual-
ity of life, functional status or nutrition. Trial Registration: 
Australian New Zealand Clinical Trials Registry Number (AN-
ZCTRN) 12616000804482. © 2020 S. Karger AG, Basel

Introduction

Patients with end-stage kidney disease (ESKD) are of-
ten burdened with a myriad of complications including 
cardiovascular disease, infection and malnutrition result-
ing in high rates of hospitalization, reduced quality of life, 
and increased risk of death [1–3]. Retention of uremic 
toxins especially middle molecules that are not well 
cleared by current dialysis therapies may contribute to the 
disease burden in the ESKD cohort. 

The clearance of middle-molecules has continued to 
improve with the evolution of dialysis technology over 
the last 20 years. The early low flux dialyzers provided 
limited removal of these molecules. With the advent of 
high-flux dialyzers and hemodiafiltration (HDF), the ef-
ficiency of middle molecule clearance by chronic hemo-
dialysis (HD) has continually increased; however, the 
clearance of almost a third of the larger middle molecules 
(> 25 kDa) is yet to be optimized [4]. Pore sizes of dialysis 
membranes are crucial in determining the clearance of 
larger middle molecules. However, membranes with larg-
er pore sizes, such as the high cut-off dialyzer (HCO), 
were associated with substantial albumin loss requiring 
supplementation with an albumin solution following di-
alysis treatment. This resulted in the view that HCO 
membranes were unsafe and impractical for maintenance 
HD.

Advancement in manufacturing technology has led to 
the development of a new class of dialysis membrane 
called the mid cut-off (MCO) dialyzer [5]. This mem-
brane has a pore size between those of a standard high flux 
and an HCO membrane with narrowly distributed pores 
to enhance membrane permeability and selectivity.

The safety and efficacy data for the MCO dialyzer in a 
clinical setting are limited. Small, short-term studies over 

2–3 weeks found albumin loss can be greater than high-
flux HD but variable when compared to online-HDF [6, 
7]. These studies also demonstrated effective removal of 
middle molecules up to a molecular weight of 45 kDa. The 
longer-term outcomes with respect to change in serum 
albumin, tolerability and effectiveness of this novel dia-
lyzer are yet to be established.

Thus, the primary aim of the a tRial Evaluating Mid 
cut-Off Value membrane clearance of Albumin and Light 
chains in HemoDialysis patients (REMOVAL-HD) study 
was to determine the safety of HD using a MCO dialyzer 
(Theranova; Baxter Healthcare, Sydney, Australia) with 
regard to its effect on change in serum albumin over 
6 months in a prevalent HD cohort. This study also as-
sessed the impact of MCO HD on the change in serum 
levels of larger middle-molecules as well as functional sta-
tus, nutritional status and quality of life.

Materials and Methods

Study Design and Oversight
A comprehensive description of REMOVAL-HD study design 

has been published elsewhere [8]. REMOVAL-HD was an investi-
gator-initiated, open-label, non-randomized, device study con-
ducted in 9 in-center HD units in Australia and New Zealand. Re-
cruitment commenced in January 2017 and the last participant 
follow-up occurred in April 2018. The study was coordinated and 
supported by the Australasian Kidney Trials Network (AKTN). A 
trial steering committee consisting of clinicians and statisticians 
were solely responsible for the trial design, conduct, data analysis, 
and manuscript preparation. The trial steering committee was also 
responsible for the scientific integrity of the trial by overseeing the 
monitoring of albumin levels, serious adverse events (SAE) and 
operational data. The study protocol was reviewed and critiqued 
by the AKTN Scientific Committee. Ethical approval was obtained 
from Institutional Ethics Committees for participating sites 
 (Melbourne Health HREC [reference number: HREC/16/MH/228] 
for Australian sites and Northern B Health and Disability Ethics 
Committee [reference number: 16/NTB/126] for NZ sites) and lo-
cal governance approval gained for each site. Informed signed con-
sent was obtained from all participants. This study is registered 
with the Australian and New Zealand Clinical Trials Registry 
 (ANZCTRN 12616000804482).

Participants
Eligible participants were > 18 years of age, had been on chron-

ic in-center HD for at least 12 weeks, had a functioning arterio-
venous fistula or graft and were either oliguric or anuric. Partici-
pants with urine output > 500 mL were excluded to minimize con-
founding by significant residual kidney function. The main 
exclusion criteria were based on conditions or medications that 
would impact serum albumin and confound the outcome of the 
study, including receiving active treatment for significant chronic 
infection or inflammatory conditions (autoimmune disease, in-
flammatory arthritis, and malignancy), dialysis catheter in-situ, 
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receiving immunosuppression medication, low serum albumin 
(<30 g/L within 4 weeks of screening), and use of nutritional or 
dietary supplements to increase or reduce protein intake (includ-
ing protein powder or weight loss supplements) that were unable 
to be ceased. Participants were also excluded if it was unlikely they 
would continue on maintenance HD at the study site throughout 
the study period for reasons including planned modality transfers 
such as scheduled kidney transplantation from an identified living 
donor, planned conversion to peritoneal dialysis or anticipated 
transfer to another dialysis unit, or an anticipated life expectancy 
of < 12 months. Participants were also excluded if they required 
HDF treatment according to their treating physician, were preg-
nant or breast feeding, or were unable to complete study assess-
ments. 

Study Procedures
All visits occurred during participants’ mid-week HD ses-

sion (Fig. 1). Enrolled participants received a 4-week HD wash-
in period (week 0–4) using a high-flux dialyzer (Revaclear R400; 
Baxter Healthcare, Sydney, Australia). This was followed by 
24 weeks of the treatment phase HD (week 4–28) with the inves-
tigational device, the MCO dialyzer (Theranova 400; Baxter 
Healthcare, Sydney, Australia). Participants then received 
a 4-week HD wash-out period (week 28–32) using the Revaclear 
high-flux dialyzer again. Centers were advised to maintain 
the duration (3.0–5.5 h/session) and frequency of dialysis (3× 
week), target blood flow (> 300 mL/min) and dialysate flow rate 
(500 mL/min) throughout the study period. All other aspects of 
care including anti-coagulation prescription were according to 
usual local practice. Duration of dialysis and any changes to 
blood flow and dialysate flow rates were collected at every study 
visit.

Outcome Measures
The principal focus of this study was participant safety. The 

primary outcome was change in centrally measured pre-dialysis 
serum albumin between baseline (week 4) and 6 months (week 28) 
during the treatment phase of HD with the MCO dialyzer. Other 
safety outcomes included change in serum albumin across all study 
visits during the treatment phase monitoring of any large reduc-
tions (> 25%) in serum albumin level at every visit. In addition, 
SAEs were recorded regardless of whether they were related to the 
study intervention using standard criteria for clinical trials; in par-
ticular, details of deaths and number and duration of all-cause hos-
pitalizations were collected.

Secondary outcomes included change in pre-dialysis serum 
level of middle molecules (lambda-free light chains [FLC], kappa-
FLC and β2-microglobulin), change in inflammatory markers 
(high sensitivity C-reactive protein [hsCRP]) and coagulation pro-
file (international normalized ratio/activated partial thromboplas-
tin time [APTT]). Other secondary outcomes included quality of 
life (Edmonton Symptom Assessment System Revised) [9], restless 
leg syndrome symptoms (Restless Legs Syndrome Rating Scale) 
[10] erythropoietin resistance index in participants taking eryth-
ropoietin or darbepoetin (IU/kg/week/gHb; darbepoetin dose was 
converted to an erythropoietin-equivalent value using a dose con-
version factor of 200: 1) [11], functional status (6-min walk test) 
[12] and nutritional status (Malnutrition Inflammation Score) 
[13]. The various surveys were conducted by study coordinators.

Parameters that were measured in a central laboratory included 
serum albumin, lambda- and kappa-FLC, β2-microglobulin and 
hsCRP. Serum albumin, lambda-, and kappa-FLC were evaluated 
at every study visit and the remaining assessments were performed 
at baseline (week 4), midway through the study (week 16) and at 
completion of the intervention period (week 28). Samples were 
taken pre-dialysis on mid-week HD session and were stored at 
–80  ° C until tested in a central laboratory.

Statistical Analyses
The study was powered to identify a change of 5% in serum 

albumin concentrations from a median baseline level of 35 g/L 
(SD of 5 g/L). A reduction > 5% in serum albumin was associated 
with near doubling of mortality risk in HD patients [14]. To detect 
this change with 80% power at the 5% significance level, a sample 
size of 72 was needed. Allowing for a 15% loss to follow-up, a 
minimum of 85 participants was required to achieve the required 
sample size. The 95% CI for the mean difference in central serum 
albumin between 6 months and baseline was used to determine 
whether the change in albumin levels due to MCO HD fell within 
safe limits. Missing week 28 albumin data were replaced by the last 
observation under MCO dialyzer for the calculation of mean dif-
ferences. Change in serum albumin levels across multiple time 
points and other continuous secondary outcomes were analyzed 
using linear mixed-effects regression models. Categorical second-
ary outcomes were analyzed using McNemar’s test for compari-
sons between 6 months and baseline and generalized estimating 
equations for trends across the intervention period. All hypothesis 
tests were assessed at 5% level of significance. Statistical analyses 
were performed using SAS version 9.4 (SAS Institute Inc., Cary, 
NC, USA).

Wash-in period
Use of Revaclear dialyzer

Week 0
Visit 2

Week 1 Week 2 Week 3 Week 4
Baseline visit

Weeks 5–27
Visits 4–9

Week 28
Visit 10

Week 29 Week 30 Week 31 Week 32
Last study visit

First HD with Revaclear dialyzer

M W F M W F M W F M W F M W F M W F M W F M W F M W FM W F

First HD with Revaclear dialyzerFirst HD with Theranova dialyzer

Intervention period
Use of Theranova dialyzer

Wash-out period
Use of Revaclear dialyzer

Fig. 1. REMOVAL-HD study schema. HD, hemodialysis.
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Results

Demographic Characteristics
The study screened 591 participants of whom 92 were 

enrolled and entered wash-in; 89 started the MCO HD 
intervention and provided analyzable data and 87 were 
sufficiently compliant with the intervention (at least 80% 
use of MCO dialyzer) to be included in the main analysis 
of the primary outcome (Fig. 2). Baseline characteristics 
at study entry are shown in Table 1. Participants had a 
mean age of 66 ± 14 years, 62% were men, 45% were an-
uric and 51% were diabetic. The mean pre-dialysis serum 
albumin at entry was 35.8 ± 3.9 g/L. The mean pre-dialy-
sis concentration values at baseline of β2-microglobulin, 
kappa- and lambda-FLC were 21.0 ± 5.5, 154.8 ± 56.7, and 
206.9 ± 74.6 mg/L respectively.

There was no difference in duration of dialysis across 
the different treatment periods (p = 0.1). There were also 
no changes to blood flow and dialysate flow rates from 
baseline readings.

Serum Albumin
The average reduction in serum albumin from base-

line to 6 months (week 28) was –0.7 g/L (95% CI –1.5 to 
0.1; baseline serum albumin of 35.8 ± 3.9 g/L to 6 months 
serum albumin of 35.1 ± 4.0 g/L, p = 0.1) for the 87 treat-
ment compliant participants and similarly was –0.7 g/L 
(95% CI –1.5 to 0.1, p = 0.08) for all 89 participants. There 
was no significant linear change in serum albumin across 
study visits (Fig. 3). A sustained, unexplained reduction 
in serum albumin of > 25% for 2 consecutive visits was not 
observed in any participant.

Additional analysis was undertaken to evaluate the im-
pact of hsCRP levels on the serum albumin. Participants 
were divided into 2 groups of high (hsCRP > 4.3 mg/L) 
and low (hsCRP ≤4.3 mg/L) hsCRP based on median 
baseline hsCRP value of 4.3 mg/L. The mean serum albu-
min level during intervention period with MCO dialyzer 
was higher in the low hsCRP group compared to the high 
hsCRP group (low hsCRP group; mean serum albumin = 
36.4 ± 3.3 g/L versus high hsCRP group; mean serum al-

591 patients screened

92 entered wash-in

89 started intervention

87 used MCO dialyzer for >80%
of dialysis sessions

3 ineligible

499 excluded
117 pass >500 mL urine/day
 63 unable to complete assessments or provide

informed consent
 61 dialysis catheter in place or no AVF/G
 43 active infection, inflammatory condition or

taking immunosuppression
 40 planned to transfer to PD/other unit
 36 <3 months on HD or indication for HDF
 25 life expectancy <12 months or planned renal

transplant
 24 serum albumin <30 g/L

3 did not meet other eligibility criteria
 36 declined to participate
 36 participating in other trials
 15 had other reasons

10 withdrawn from the intervention
 4 died
 4 renal transplant
 1 unable to use study dialyzer
 1 at the discreation of the treating physician

79 completed intervention and
wash-out

Fig. 2. Consort diagram for the REMOVAL-
HD study. AVF, arteriovenous fistula; AVG, 
arteriovenous graft; HD, hemodialysis; 
HDF, hemodiafiltration; MCO, mid cut-off.
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bumin = 34.5 ± 3.9 g/L, p = 0.001). However, there was no 
significant interaction between hsCRP groups and study 
visits (p = 0.5).

Secondary Outcomes
Middle Molecules
A reduction in FLC was observed 2 weeks into MCO 

HD (lambda-FLC: Δ –9.1 mg/L, 95% CI –14.4 to –3.7, p = 
0.001; kappa-FLC: Δ –5.7 mg/L, 95% CI –9.8 to –1.6, p = 
0.007; Table 2), which plateaued and remained unchanged 
throughout the intervention period (Fig. 4a, b). However, 
levels of both FLC significantly increased following ces-
sation of HD with the MCO dialyzer during the wash-out 
high-flux HD phase (lambda-FLC: Δ 7.9 mg/L, 95% CI 
0.8 to 14.9, p = 0.03; kappa-FLC: Δ 8.2 mg/L, 95% CI 1.3 
to 15.1, p = 0.02; Table 2). There was no significant change 
in β2-microglobulin for the duration of treatment with 
MCO dialyzer (Table 3).

Patient Reported Measures and Functional 
Assessment
Only 6% of patients fulfilled the criteria for restless legs 

syndrome at baseline; symptoms did not change through-
out the study period. Similarly, symptom burden and qual-
ity of life assessed using Edmonton Symptom Assessment 
System Revised yielded a low median score of 1.1 (0.5–2.0) 
at baseline and no significant change following the use of 
the MCO dialyzer. Functional and nutritional status of the 
participants was also unchanged in this study (Table 3).

Other Measures
Measures of coagulation, erythropoietin resistance in-

dex and hsCRP did not change during the intervention 
period (Table 3).

Adverse Events
There were no reported SAEs related to the MCO dia-

lyzer for the entire duration of the study. There were no 
participants who required albumin infusion during the 
study. All-cause mortality, all-cause hospitalization and 
infection-related hospitalization were stable throughout 
study period and, importantly, did not demonstrate a 
probable relationship with use of MCO dialyzers (Table 4).

Discussion

The REMOVAL-HD trial primarily found regular use 
of the MCO dialyzer in chronic HD patients was safe and 
did not result in a significant fall in serum albumin. In 

Table 1. Participant characteristics prior to intervention with 
MCO dialyzer

Characteristics (n = 89)

Age, years 66.5±14.5
Gender

Female
Male

34 (38
55 (62)

Ethnicity
Caucasoid
Aboriginal or Torres Strait Islander
Maori
Pacific Islander
Asian
Other

66 (74)
1 (1)
8 (9)
4 (4.5)
6 (7)
4 (4.5)

Body mass index, kg/m2 28.8±5.8
Primary cause of renal disease

Diabetic nephropathy
Hypertension/vascular
Glomerulonephritis
Reflux nephropathy
Polycystic kidney disease
Other
Unknown

33 (37)
13 (15)
10 (11)

3 (3)
6 (7)

19 (21)
5 (6)

Transplant prior to dialysis 6 (7)
Type of access

AVF
AVG

82 (92)
7 (8)

Urine output
Anuric
Oliguric (<500 mL/day)

40 (45)
49 (55)

Urine volume, mL/24 h 200 (130–300)
Systolic blood pressure, mm Hg 145.7±20.8
Diastolic blood pressure, mm Hg 71.6±12.9
Diabetes mellitus 45 (51)
Ischemic heart disease 21 (24)
Smoking (former and current) 46 (52)
ESAS-R score 1.1 (0.5–2.0)
Serum albumin, g/L 35.8±3.9
Lambda-FLC, mg/L* 206.9±74.6
Kappa-FLC, mg/L** 154.8±56.7
β2-microglobulin, mg/L 21.0±5.5
hsCRP, mg/L 7.7±8.7
Hemoglobin, g/L 113.0±12
Transferrin, g/L 1.95±0.4

Results are reported as n (%) for categorical variables, mean ± 
SD, or median (IQR) as appropriate. Blood pressure measure-
ments were taken pre-dialysis.

*  A patient with extreme lambda value of 4,100 mg/L was 
 excluded.

**  A patient with extreme kappa value of 2,300 mg/L was 
 excluded.

MCO, mid cut-off; AVF, arteriovenous fistula; AVG, arterio-
venous graft; ESAS-R, Edmonton Symptom Assessment System 
Revised; FLC, free light chains; hsCRP, high sensitivity C-reactive 
protein.
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addition, the study demonstrated a change in the pre-di-
alysis level of middle molecules compared to high-flux 
HD with a fall in the serum level of FLC being apparent 
by 2 weeks of the 24-week MCO HD period and a re-
bound in the concentrations of both kappa- and lambda-
FLC evident after reverting back to standard high-flux 
HD. There were no immediate or medium-term effects 
observed with respect to symptom burden, functional 
status or nutrition.

The MCO dialyzer is a new generation of HD mem-
brane larger pore sizes and a tighter distribution of the 
pores when compared to standard high-flux HD mem-
branes [4]. This novel membrane, in theory, is hypothe-
sized to improve clinical outcomes and symptom burden 
by providing a better clearance of uremic toxins, espe-

cially larger middle molecules. However, increasing pore 
sizes of dialysis membranes can be associated with a sig-
nificant loss of albumin and resultant fall in serum albu-
min, as demonstrated with the HCO dialyzer. Hutchison 
et al. [15] found the use of the HCO dialyzer in the chron-
ic HD setting resulted in 6 g of albumin loss per dialysis 
session. Therefore, any new treatment that can potential-
ly result in a significant loss of albumin, such as with the 
MCO dialyzer, must be rigorously evaluated in immedi-
ate and long-term clinical practice. 

A few small, short-term studies demonstrated the 
varying ranges of albumin loss that were generally toler-
ated following the use of the MCO dialyzer. Using an ear-
lier prototype of the MCO dialyzer, Zickler et al. [16] 
found an almost a 2 g/L reduction in serum albumin con-

Table 2. Change in lambda- and kappa-FLC following initial exposure (week 4–6) and cessation of MCO dia-
lyzer (week 28–32) respectively

Average change from
week 4–6 (95% CI)

p value Average change from
week 28–32 (95% CI)

p value

Lambda-FLC, mg/L –9.1 (–14.4 to –3.7) 0.001 7.9 (0.8 to 14.9) 0.03
Kappa-FLC, mg/L –5.7 (–9.8 to –1.6) 0.007 8.2 (1.3 to 15.1) 0.02

FLC, free light chains; MCO, mid cut-off.

20

25

30

35

40

45

50

Al
bu

m
in

, g
/L

0 4 6 8 12 16 20 24 28 32
Wash-

in Intervention

Visits, weeks

Wash-
out

Fig. 3. Trend in centrally measured serum 
albumin throughout entire study period.
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centration compared to no reduction in serum albumin 
with high-flux HD in a 4 weeks crossover study of 48 pa-
tients. Kirsch et al. [6] showed the median albumin loss 
with the newer MCO dialyzers were 2.9–3.2 g per dialysis 
session compared to an average of 0.2–0.4 g losses with 
high-flux HD and HDF treatments, respectively, follow-
ing 4 dialysis sessions in 39 patients. In contrast, Garcia-
Prieto et al. [7] instead found albumin loss was signifi-

cantly lower with the MCO dialyzer when compared to 
online-HDF (0.3 vs. 3.1 g per dialysis session respectively) 
in a 3-week cross-over study of 18 patients. On the con-
trary, a tolerable loss of serum albumin with MCO dia-
lyzer may enhance the removal of protein bound uremic 
toxins such as indoxyl-sulphate and p-cresol sulphate 
[17]. However, this potential benefit needs to be carefully 
evaluated in clinical studies.

0

200

400

600

La
m

ba
 F

LC
, m

g/
L

0 4 6 8 12 16 20 24 28 32
Wash-

in Intervention
Wash-

out

*

0

100

200

300

400

Ka
pp

a 
FL

C,
 m

g/
L

0 4 6 8 12 16 20 24 28 32
Wash-

in Intervention
Wash-

out

*

a b

* 9.1 mg/L drop from week 4 * 5.7 mg/L drop from week 4

Fig. 4. Trend in lambda- (a) and kappa- (b) FLC throughout the entire study period. FLC, free light chains.

Table 3. Change in other laboratory measures, functional status, nutritional status and symptom burden following commencement of 
MCO dialyzer

Week 4
(n = 89)

Week 16
(n = 84)

Week 28
(n = 79)

Change at
week 16 (95% CI)*

Change at
week 28 (95% CI)*

Lab measures
INR
APTT, s
β2-microglobulin, mg/L
hsCRP, mg/L

1.3±0.7
30.6±5.7
20.9±5.5

7.7±8.7

1.3±0.7
31.8±9.5
21.3±6.4
10.3±17.8

1.3±0.6
31.5±8.6
20.2±5.0

8.8±13.5

0.02 (–0.08 to 0.12)
–0.92 (–2.76 to 0.93)
–0.34 (–1.38 to 0.7)
–2.35 (–6.15 to 1.45)

0.04 (–0.05 to 0.12)
–0.41 (–1.98 to 1.17)

0.73 (–0.17 to 1.64)
–0.96 (–3.92 to 2.00)

Other secondary outcome measures
MIS
ESAS-R
ERI*
6MWT, m#

5.9±3.2
1.1 (0.5–2.0)
0.8±0.6

323.3±150.8

6.3±3.5
1.1 (0.4–2.2)
0.9±0.6

324.0±138

6.5±3.8
1.2 (0.5–2.4)
0.9±0.6

330.3±140.3

0.37 (–0.12 to 0.86)
0.01 (–0.29 to 0.30)
0.07 (–0.02 to 0.15) 
3.26 (–14.56 to 21.08)

0.49 (–0.09 to 1.08)
0.16 (–0.20 to 0.53)

–0.05 (–0.09 to 0.2)
7.91 (–37.09 to 52.9)

Results are reported as n (%) for categorical variables, mean ± SD, or median (IQR) as appropriate.
* Number of patients for ERI at week 4 = 59, week 16 = 58, week 28 = 57; # number of patients for 6MWT at week 4 = 61, week 16 = 

49 and week 28 = 42.
MCO, mid cut-off; INR, international normalized ratio; APTT, activated partial thromboplastin time; hsCRP, high sensitivity C-

reactive protein; MIS, malnutrition inflammation score; ESAS-R, Edmonton Symptom Assessment System Revised; ERI, erythropoietin 
resistance index; 6MWT, 6-min walk test.
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The current REMOVAL-HD study provides a detailed 
evaluation of the impact of the MCO dialyzer on serum 
albumin concentration in a clinical setting with chronic 
HD patients over a period of 6 months. The study showed 
serum albumin levels were stable over 6 months and the 
overall albumin concentration decline was minimal at 
0.7 g/L. In addition, an immediate decline in serum albu-
min following commencement of the MCO dialyzer was 
not seen and the treatment was well tolerated without any 
reported adverse event related to this membrane. These 
findings provide good evidence that albumin loss will not 
be a limitation to HD with the MCO dialyzer.

The present REMOVAL-HD study also assessed the 
change in pre-dialysis serum levels of 3 middle molecules 
of varying sizes, β2-microglobulin (11.8 kDa), kappa-
FLC (22.5 kDa) and lambda-FLC (45 kDa). Standard 
high-flux HD and HDF therapies provide excellent clear-
ances of β2-microglobulin. A recent meta-analysis of 69 
studies found the average clearance of this middle mole-
cule was 48.8 and 87.1 mL/min for high-flux HD and con-
vective therapies (including HDF), respectively [18]. The 
reduction rate of β2-microglobulin was related to mem-
brane composition, blood flow rates and substitution vol-
ume [18]. Thus, it is not surprising that the present study 
and other published studies [16, 19] did not find a change 
in the levels of β2-microglobulin following conversion to 
the MCO HD from standard dialysis treatments.

Short-term studies of 2–12 weeks duration have shown 
greater removal of larger middle molecules (> 22.5 kDa) 
following the use of the MCO dialyzer. Zickler et al. [16] 
reported that the MCO dialyzer effectively reduced in-
flammatory cytokines, including tumor necrosis factor-α 

and interleukin-6 levels, and kappa- and lambda-FLC, 
compared to high-flux HD following 12 weeks of treat-
ment. Kirsch et al. [6] found the reduction ratio of sev-
eral middle molecules, including FLC, was superior to 
both high-flux HD and HDF following 4 dialysis ses-
sions. However, other short-term studies found the re-
moval of middle molecules including prolactin, myoglo-
bin and α1-glycoprotein using MCO dialyzer was supe-
rior to high-flux HD but equivalent to HDF treatment [7, 
20].

Of the 2 FLC isotypes, the higher molecular weight of 
lambda-FLC (45 kDa) provides the greatest discrimina-
tory value for comparing the increased removal of middle 
molecules offered by MCO dialyzer compared to conven-
tional high-flux membranes. In the present study, the re-
duction of the lambda- and kappa-FLC was seen follow-
ing 2 weeks of treatment with the MCO dialyzer but did 
not decline any further. Whether this is related to redis-
tribution of the FLC into the intravascular compartment 
resulting in a new measured steady state in these patients 
requires further evaluation. However, there was a signifi-
cant rebound in the concentration of both FLC to the 
baseline levels following cessation of MCO dialyzer, sup-
porting the hypothesis that this dialyzer can result in sus-
tained reduction in large middle molecules. The ability to 
provide sustained removal large middle molecules such 
lambda FLC suggests that MCO HD is a promising ther-
apy to enhance the removal of other large middle mole-
cules such as soluble tumor necrosis factor receptor-1, 
fibroblast growth factor-23, advanced glycosylated end 
products that are not cleared by current conventional HD 
therapies but are strongly implicated in chronic inflam-

Table 4. SAEs* by category during wash-in, intervention and wash-out periods

Category Events during
wash-in, %

Events during intervention period, % Events during 
wash-out, %

week 0–4 week 6 week 12 week 28 week 28–32

Infection 3 1 1 0 3
Renal 0 1 2 3 4
Cardiovascular 1 1 1 1 0
Hematology 0 0 0 1 0
Neurological 0 0 0 0 0
Psychological 0 0 0 0 0
Gastrointestinal 1 1 0 1 1
Cancer/neoplasm 0 0 0 2 0
Others 1 1 3 1 4

* No SAEs, deaths or hospitalizations were considered probably related to the MCO dialyzer.
SAE, serious adverse event; MCO, mid cut-off.
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mation and accelerated cardiovascular disease in patients 
with ESKD [4]. However, removal of these middle mol-
ecules is merely indicative of surrogate markers of poten-
tial clinical benefits of MCO dialyzer in ESKD patients 
and needs to be robustly evaluated in randomized con-
trolled trials with patient-centered outcomes. In addition, 
long-term efficacy of MCO HD in comparison to HDF 
treatment will also need to be examined in future clinical 
trials.

The current study did not find any effect on function-
al, nutritional or quality of life outcomes with the use of 
the MCO dialyzer over a 6-month period. This study was 
not sufficiently powered to detect changes in symptom 
burden. In addition, the baseline results indicate that 
these participants had a relative low symptom burden. 
The average modified ESAS symptom score for unselect-
ed HD patients was previously reported as 7.5 ± 2.5 [21], 
almost 7 times higher than the baseline score in the pres-
ent study. Similarly, restless legs syndrome was only 6% 
in this study cohort compared to the frequency of 13–65% 
reported in other study populations [22]. In addition, re-
cruitment of “less inflamed” cohort and the relatively 
short duration of follow-up may also have contributed to 
the absence of effect on clinical outcomes. These factors 
should be considered for the design of future clinical 
studies. Larger randomised controlled trials are required 
to evaluate if MCO dialyzer has an important impact on 
patient-reported outcome measures.

The strengths of the study include adequate power to 
detect a clinically important change in serum albumin 
and the study designed to represent routine clinical prac-
tice, limiting study burden on participants and clinical 
staff. However, the study has limitations, the major one 
being the single-arm design. In addition, post-dialysis se-
rum and dialysate concentrations of albumin and middle 
molecules were not performed and may have provided 
more in-depth evidence especially regarding the efficacy 
of this membrane. Participant-level information on the 
type of dialysate including citrate-based dialysis buffer 
that may have an impact on middle molecules removal 
was not collected during the study period. By design, this 
study excluded major factors that may impact serum al-
bumin measurements and confound the primary out-
come in order to assess the independent effect of MCO 
dialyser on serum albumin. As a result, this study recruit-
ed participants who were less likely to be malnourished 
or inflamed and had a low symptom burden, thus limiting 
generalizability to the broad dialysis population. In addi-
tion, the subgroup analyses for inflamed patients are lim-
ited by power and the low hsCRP.

Conclusion

REMOVAL-HD demonstrated that regular use of 
MCO dialyzer for 6 months in chronic HD patients was 
safe and did not result in a significant fall in serum albu-
min. This study’s results support the hypothesis that al-
bumin loss will not be a limitation of the future applica-
tion of the MCO dialyzer in chronic HD. Future random-
ized controlled trials are required to assess the efficacy of 
the MCO dialyzer for clinical and long-term outcomes.

Acknowledgments

The authors listed on the first page of this article constitute the 
REMOVAL-HD Trial Steering Committee. The authors gratefully 
acknowledge the contributions of all members of AKTN HD 
working group, AKTN Executive and Scientific Committees, di-
alysis nursing staff, trial co-ordinators, research staff and most es-
pecially trial participants. The AKTN Executive Committee Mem-
bers: Neil Boudville (Department of Renal Medicine, Sir Charles 
Gairdner Hospital, Perth, Australia), Alan Cass (School Menzies 
School of Health Research, Darwin, Australia), C.M.H. (Depart-
ment of Nephrology, Princess Alexandra Hospital, Brisbane, 
 Australia), M.J.J. (The George Institute of Global Health Australia, 
Sydney Australia), D.W.J. (Department of Nephrology, Princess 
Alexandra Hospital, Brisbane, Australia), Vlado Perkovic (The 
George Institute of Global Health Australia, Sydney Australia). 
The AKTN project management team: C.M.H., D.W.J., Magid Fa-
him, Sunil Badve, E.M.P., Y.C., R.K., P.-A.P.-B., Donna Reidlinger, 
Darsy Darssan, Laura Robison, L.A.V. The investigators: 
 Australia – New South Wales; Concord Repatriation and General 
Hospital (S.S., Samantha Hand, Frances Daley), Sydney Adventist 
Hospital (M.J.J., M.W., A.H., Alaina Rowe), Queensland; Sunshine 
Coast Hospital and Health Service (R.K., Andrea Pollock, Gerald 
Hilder), Princess Alexandra Hospital (Y.C., Ann King, Joanne Su-
dak) Victoria; Austin Health (P.F.M., Marieke Veenendaal, Bincy 
Mathew), Eastern Health (M.A.R., Stefanie Troster, Annette Kent), 
The Royal Melbourne Hospital (N.D.T., Connie Karschimkus, 
Wendy Dunn) Western Health (C.L.N., Jason Bennier, Ameena 
Jabbar, Khushboo Shah). New Zealand – Hawkes Bay Hospital 
(C.A.H., Janine Palmer).

Disclosure Statement

Each author’s declaration: C.A.H. has received research fund-
ing from Baxter and has participated on dialysis advisory boards 
for Baxter. M.J.J. is supported by a co-funded National Health and 
Medical Research Council Career Development Fellowship and 
National Heart Foundation Future Leader Fellowship; is respon-
sible for research projects that have received unrestricted funding 
from Gambro, Baxter, CSL, Amgen, Eli Lilly, and Merck; has served 
on advisory boards and/or spoken at scientific meetings sponsored 
by Boehringer Ingelheim, Baxter, Amgen and Roche; and directs 
honoraria to clinical research programs. D.W.J. has received re-
search funds, consultancy fees, speaker’s honoraria and travel 

D
ow

nl
oa

de
d 

by
: 

U
ni

ve
rs

ity
 o

f Q
ue

en
sl

an
d 

   
   

   
   

   
   

   
   

   
   

13
0.

10
2.

13
.1

7 
- 

4/
9/

20
20

 3
:4

6:
48

 A
M



Krishnasamy et al.Blood Purif10
DOI: 10.1159/000505567

sponsorships from Baxter Healthcare and Fresenius Medical Care. 
He is currently supported by a National Health and Medical Re-
search Council Practitioner Fellowship. C.M.H. has received re-
search funds from Baxter Healthcare and Fresenius Medical Care 
and consulting fees from Johnson & Johnson, GlaxoSmithKline 
and Otsuka. M.G.W. is supported by Diabetes Australian Research 
Trust and has received fees for scientific lectures from  AstraZeneca, 
Amgen and Baxter. Y.J.C. has received research funds from Baxter 
Healthcare and Fresenius Medical Care. She is currently supported 
by a National Health and Medical Research Council Early Career 
Fellowship. R.K. has received speaker’s honoraria and travel spon-
sorships from Amgen, Shire and Baxter and consultancy fees from 
Baxter Healthcare.

Statement of Ethics

Ethical approval was obtained from Institutional Ethics Com-
mittees for each participating site. The study was performed in ac-
cordance with the 2013 Fortaleza, Brazil 7th Revision of the Dec-
laration of Helsinki, the National Health and Medical Research 
Council Statement on Ethical Conduct of Human Research (2015), 
Joint National Health and Medical Research Council/AVCC State-
ment and Guidelines on Research Practice (1997), applicable ICH 
guidelines, ISO 14155: 2011 and Note for Guidance on Good Clin-
ical Practice (CPMP/ICH/135/95) annotated with Therapeutic 
Goods Administration comments. Informed signed consent was 

obtained from all participants. This study is registered with 
 Australian and New Zealand Clinical Trials Registry (ANZCTRN 
12616000804482).

Funding Sources

Baxter Investigator Initiated Research Grant and Kidney 
Health Australia via the AKTN. This is an investigator-initiated 
study and Baxter had no role in study design, conduct, data collec-
tion, analysis and preparation of this manuscript.

Author Contributions

C.A.H. is the principal investigator and was actively involved 
in the conception and design of the study. R.K., C.A.H., C.M.H., 
M.J.J., D.W.J., and E.M.P. were involved in study design and con-
duct. P.-A.P.-B. is the trial coordinator and L.A.V. is the data man-
ager. E.M.P. and DD are the trial statisticians. R.K. and C.A.H. 
drafted the manuscript. C.A.H., R.K., C.M.H., M.J.J., M.A.R., 
Y.J.C., M.G.W., A.H., P.E.M., C.L.N., S.S., and N.D.T. were re-
sponsible for recruitment, data collection and management. All 
authors also reviewed and edited the manuscript and approved the 
final version. The protocol was reviewed and critiqued by AKTN 
Scientific Committee.

References

 1 USRDS report. Epidemiology of kidney dis-
ease in the United States.; 2018.

 2 Evans RW, Manninen DL, Garrison LP Jr, 
Hart LG, Blagg CR, Gutman RA, et al. The 
quality of life of patients with end-stage renal 
disease. N Engl J Med. 1985 Feb; 312(9): 553–
9.

 3 Pecoits-Filho R, Lindholm B, Stenvinkel P. 
The malnutrition, inflammation, and athero-
sclerosis (MIA) syndrome – the heart of the 
matter. Nephrol Dial Transplant. 2002; 17 
Suppl 11: 28–31.

 4 Wolley M, Jardine M, Hutchison CA. Explor-
ing the Clinical Relevance of Providing In-
creased Removal of Large Middle Molecules. 
Clin J Am Soc Nephrol. 2018 May; 13(5): 805–
14.

 5 Boschetti-de-Fierro A, Beck W, Hildwein H, 
Krause B, Storr M, Zweigart C. Membrane In-
novation in Dialysis. Contrib Nephrol. 2017; 

191: 100–14.
 6 Kirsch AH, Lyko R, Nilsson LG, Beck W, Am-

dahl M, Lechner P, et al. Performance of he-
modialysis with novel medium cut-off dialyz-
ers. Nephrol Dial Transplant. 2017 Jan; 32(1): 

165–72.
 7 García-Prieto A, Vega A, Linares T, Abad S, 

Macías N, Aragoncillo I, et al. Evaluation of 
the efficacy of a medium cut-off dialyser and 
comparison with other high-flux dialysers in 
conventional haemodialysis and online hae-

modiafiltration. Clin Kidney J. 2018 Oct; 

11(5): 742–6.
 8 Krishnasamy R, Hawley CM, Jardine MJ, 

Roberts MA, Cho YJ, Wong MG, et al. Design 
and methods of the REMOVAL-HD study: a 
tRial Evaluating Mid cut-Off Value mem-
brane clearance of Albumin and Light chains 
in HaemoDialysis patients. BMC Nephrol. 
2018 Apr; 19(1): 89.

 9 Watanabe SM, Nekolaichuk C, Beaumont C, 
Johnson L, Myers J, Strasser F. A multicenter 
study comparing two numerical versions of 
the Edmonton Symptom Assessment System 
in palliative care patients. J Pain Symptom 
Manage. 2011 Feb; 41(2): 456–68.

10 Walters AS, LeBrocq C, Dhar A, Hening W, 
Rosen R, Allen RP, et al.; International Rest-
less Legs Syndrome Study Group. Valida-
tion of the International Restless Legs Syn-
drome Study Group rating scale for restless 
legs syndrome. Sleep Med. 2003 Mar; 4(2): 

121–32.
11 Johnson DW, Pascoe EM, Badve SV, Dalziel 

K, Cass A, Clarke P, et al.; HERO Study Col-
laborative Group. A randomized, placebo-
controlled trial of pentoxifylline on erythro-
poiesis-stimulating agent hyporesponsive-
ness in anemic patients with CKD: the 
Handling Erythropoietin Resistance With 
Oxpentifylline (HERO) trial. Am J Kidney 
Dis. 2015 Jan; 65(1): 49–57.

12 Holland AE, Spruit MA, Troosters T, Puhan 
MA, Pepin V, Saey D, et al. An official Euro-
pean Respiratory Society/American Thoracic 
Society technical standard: field walking tests 
in chronic respiratory disease. Eur Respir J. 
2014 Dec; 44(6): 1428–46.

13 Kalantar-Zadeh K, Kopple JD, Block G, Hum-
phreys MH. A malnutrition-inflammation 
score is correlated with morbidity and mor-
tality in maintenance hemodialysis patients. 
Am J Kidney Dis. 2001 Dec; 38(6): 1251–63.

14 Pifer TB, McCullough KP, Port FK, Goodkin 
DA, Maroni BJ, Held PJ, et al. Mortality risk 
in hemodialysis patients and changes in nutri-
tional indicators: DOPPS. Kidney Int. 2002 
Dec; 62(6): 2238–45.

15 Hutchison CA, Harding S, Mead G, Goehl H, 
Storr M, Bradwell A, et al. Serum free-light 
chain removal by high cutoff hemodialysis: 
optimizing removal and supportive care. Artif 
Organs. 2008 Dec; 32(12): 910–7.

16 Zickler D, Schindler R, Willy K, Martus P, 
Pawlak M, Storr M, et al. Medium Cut-Off 
(MCO) Membranes Reduce Inflammation in 
Chronic Dialysis Patients-A Randomized 
Controlled Clinical Trial. PLoS One. 2017 Jan; 

12(1): e0169024.
17 Masakane I, Sakurai K. Current approaches to 

middle molecule removal: room for innova-
tion. Nephrol Dial Transplant. 2018 Oct; 

33(suppl_3): iii12–21.

D
ow

nl
oa

de
d 

by
: 

U
ni

ve
rs

ity
 o

f Q
ue

en
sl

an
d 

   
   

   
   

   
   

   
   

   
   

13
0.

10
2.

13
.1

7 
- 

4/
9/

20
20

 3
:4

6:
48

 A
M

https://www.karger.com/Article/FullText/0?ref=2#ref2
https://www.karger.com/Article/FullText/0?ref=3#ref3
https://www.karger.com/Article/FullText/0?ref=4#ref4
https://www.karger.com/Article/FullText/0?ref=5#ref5
https://www.karger.com/Article/FullText/0?ref=6#ref6
https://www.karger.com/Article/FullText/0?ref=7#ref7
https://www.karger.com/Article/FullText/0?ref=8#ref8
https://www.karger.com/Article/FullText/0?ref=9#ref9
https://www.karger.com/Article/FullText/0?ref=9#ref9
https://www.karger.com/Article/FullText/0?ref=10#ref10
https://www.karger.com/Article/FullText/0?ref=11#ref11
https://www.karger.com/Article/FullText/0?ref=11#ref11
https://www.karger.com/Article/FullText/0?ref=12#ref12
https://www.karger.com/Article/FullText/0?ref=13#ref13
https://www.karger.com/Article/FullText/0?ref=14#ref14
https://www.karger.com/Article/FullText/0?ref=15#ref15
https://www.karger.com/Article/FullText/0?ref=15#ref15
https://www.karger.com/Article/FullText/0?ref=16#ref16
https://www.karger.com/Article/FullText/0?ref=17#ref17


REMOVAL-HD Study 11Blood Purif
DOI: 10.1159/000505567

18 Roumelioti ME, Trietley G, Nolin TD, Ng YH, 
Xu Z, Alaini A, et al. Beta-2 microglobulin 
clearance in high-flux dialysis and convective 
dialysis modalities: a meta-analysis of pub-
lished studies. Nephrol Dial Transplant. 2018 
Mar; 33(3): 542.

19 Reque J, Perez Alba A, Panizo N, Sanchez-Ca-
nel JJ, Pascual MJ, Pons Prades R. Is Expand-
ed Hemodialysis an Option to Online Hemo-

diafiltration for Small- and Middle-Sized 
Molecules Clearance? Blood Purif. 2019; 47(1-
3): 126–31.

20 Maduell F, Rodas L, Broseta JJ, Gomez 
M, Xipell M, Guillen E, et al. Medium Cut-
Off Dialyzer versus Eight Hemodiafiltration 
Dialyzers: Comparison Using a Global Re-
moval Score. Blood Purif. 2019; 48(2): 167–
74.

21 Davison SN, Jhangri GS, Johnson JA. Cross-
sectional validity of a modified Edmonton 
symptom assessment system in dialysis pa-
tients: a simple assessment of symptom bur-
den. Kidney Int. 2006 May; 69(9): 1621–5.

22 Haider I, Anees M, Shahid SA. Restless legs 
syndrome in end stage renal disease patients 
on haemodialysis. Pak J Med Sci. 2014 Nov-
Dec; 30(6): 1209–12.

D
ow

nl
oa

de
d 

by
: 

U
ni

ve
rs

ity
 o

f Q
ue

en
sl

an
d 

   
   

   
   

   
   

   
   

   
   

13
0.

10
2.

13
.1

7 
- 

4/
9/

20
20

 3
:4

6:
48

 A
M

https://www.karger.com/Article/FullText/0?ref=18#ref18
https://www.karger.com/Article/FullText/0?ref=19#ref19
https://www.karger.com/Article/FullText/0?ref=20#ref20
https://www.karger.com/Article/FullText/0?ref=21#ref21
https://www.karger.com/Article/FullText/0?ref=22#ref22

	TabellenTitel
	TabellenFussnote
	TabellenTitel
	TabellenTitel
	TabellenFussnote
	StartZeile
	Zwischenlinie

