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Abstract

Sodium and ultrafiltration profiling are method of dialysis in which dialysate
sodium concentration and ultrafiltration rate are altered during the course of
the dialysis session. Sodium and ultrafiltration profiling have been used, com-
monly simultaneously, to improve hemodynamic stability during hemodialy-
sis. Sodium profiling is particularly effective in decreasing the incidence of
intradialytic hypotension, while ultrafiltration profiling is suggested to
decrease subclinical repeated end organ ischemia during dialysis. However,
complications such as increased interdialytic weight gain and thirst due to
sodium excess have prevented widespread use of sodium profiling. Evidence
suggest that different sodium profiling techniques may lead to different clinical
results, and preferring sodium balance neutral sodium profiling may mitigate
adverse effects related to sodium overload. However, evidence is lacking on
the long-term clinical outcomes of different sodium profiling methods. Opti-
mal method of sodium profiling as well as the utility of sodium/ultrafiltration
profiling in routine practice await further clinical investigation.
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extracellular ion and defines osmolality and size of the
extracellular volume. Sodium mass balance in HD is pri-

End-stage kidney disease (ESKD) is a major cause of
morbidity and mortality. Over 60% of patients with ESKD
use hemodialysis (HD) as their renal replacement ther-
apy, with a total of more than 500,000 patients receiving
HD in the United States alone." While many factors con-
tribute to the high mortality seen in HD patients (165 per
1000 patient-years),1 various HD factors are known to
affect the outcomes in different ways. Intradialytic hypo-
tension (IDH) is a common complication and has a prev-
alence of up to 40%.> While IDH has a major impact on
quality of life, it has also been associated with cardiovas-
cular events and mortality.>®> Sodium is the main

marily dependent on two factors: dietary salt intake and
sodium removal during dialysis. One of the most impor-
tant goals of the dialysis therapy is to remove exactly the
mass of sodium that has been accumulated in the inter-
dialysis period in order to reach a zero sodium mass bal-
ance. Sodium profiling is a technique in which dialysate
sodium concentration is gradually decreased over the
course of the dialysis session from hypernatremic to hyp-
onatremic dialysate. Such intervention alleviates the
acute decline in intravascular volume during ultrafiltra-
tion (UF) as well as the decline in intradialytic
plasma osmolarity and the consequent disequilibrium

Hemodialysis International. 2021;25:433-446.

wileyonlinelibrary.com/journal/hdi

© 2021 International Society for Hemodialysis. | 433


https://orcid.org/0000-0001-5503-5305
https://orcid.org/0000-0002-1297-0675
mailto:drkanbay@yahoo.com
mailto:mkanbay@ku.edu.tr
mailto:mkanbay@ku.edu.tr
http://wileyonlinelibrary.com/journal/hdi
http://crossmark.crossref.org/dialog/?doi=10.1111%2Fhdi.12952&domain=pdf&date_stamp=2021-06-16

434 |

ERTUGLU kT AL.

syndrome.* Sodium profiling has potential benefits in
terms of intradialytic morbidity and mortality as well as
quality of life and long-term cardiovascular events; never-
theless, it may also predispose to interdialytic hyper-
natremia and increased interdialytic weight gain (IDWG)
and hypertension.’ Another method to avoid intradialytic
hemodynamic instability is UF profiling. In it, a larger
portion of total UF volume is extracted during the first
part of a dialysis session, after which the UF rate is
decreased in order to maintain hemodynamic stability.®
This article reviews the existing evidence on the potential
benefits and drawbacks of sodium and UF profiling.

SODIUM PROFILING

Sodium profiling is a method of dialysis in which dialy-
sate sodium follows a time-dependent gradient. High
sodium dialysate is used to maintain intravascular vol-
ume, which is followed by low sodium dialysate to coun-
teract excess sodium gain. During HD, the accumulated
water and electrolytes are removed by UF and diffusive
clearance. While the fluid mainly accumulates in the
extravascular space, UF primarily removes fluid from

Increased IDH incidence Stepwise

Increased IDH incidence

More fatigue after dialysis interrupted by UF pauses

Decreasing UF
profiling

Marked drop in blood volume in
the first portion of session

More gradual reduction in blod Increasing UF
volume profiling

Ultrafiltration

Profiling
! ) Alternating
Intermittent high UF rates
Sodium

Profiling

the intravascular space, acutely reducing the circulating
plasma volume and predisposing to hypotension. The
acute drop in plasma osmolarity further decreases fluid
refill from the extravascular space, aggravating hemody-
namic instability. Sodium profiling enhances the internal
plasma refill rate and helps to stabilize the blood
pressure,”® thus decreasing the risk of IDH.>™'! It is
imperative to limit or prevent IDH since it does not only
affect the patient’s comfort but also increases the risk of
vascular access thrombosis,'? myocardial fibrosis and
stunning,’® cardiovascular events, and mortality.>'*"'’
However, interdialytic complications, particularly IDWG,
fatigue and thirst have been reported with sodium profil-
ing and the resulting sodium overload.'®

Several sodium profiling methods are available
(Figure 1). Increasing, decreasing, or alternating sodium
concentrations may be used, although decreasing profil-
ing has been the most accepted. The decrease in dialysate
sodium concentration may be linear, stepwise, or expo-
nential (Figure 2). The stepwise method was shown to be
the most reliable method to decrease both IDH® and mus-
cle cramps'®?® in various studies. Linear profile was also
reported to reduce IDH'®*"** and muscle cramps in sev-
eral studies,’® nevertheless not consistently.”** Both

*More effective in

Stepwise

*preventing IDH

*Suggested for preventing
disequilibrium syndrome

<Effective in preventing IDH
Sodium Balance
Neutral/Negative

*No increase in IDWG

*Association with long-term
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FIGURE 1 Methods of sodium profiling. Sodium profiling can broadly be categorized in terms of the change curve of dialysate sodium
concentration. Most commonly, concentrations are decreased linearly, stepwisely or alternatingly. Studies suggest that stepwise profiling is
the most effective method for decreasing the incidence of IDH, while alternating profile may be more effective against symptoms of
disequilibrium syndrome. Sodium profiling can be further categorized according to the net sodium change in the patients. While sodium
balance positive profiling was the generally used profiling method historically, studies have shown that sodium balance neutral or negative
profiles do not cause IDWG, a major concern for sodium profiling. While one cohort has found that sodium profiling was associated with
increased mortality, the profiles used were suggested to be sodium balance positive. Biofeedback models utilizing sodium profiling have
shown to be safe and effective in preventing IDH [Color figure can be viewed at wileyonlinelibrary.com]
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FIGURE 2 Graphic presentation of the three different
methods of sodium profiling; linear, stepwise, and exponential
ramping

methods have been associated with increased IDWG'**
and thirst."® Alternating profile, on the other hand, shifts
between high and low sodium dialysates throughout the
dialysis session, therefore inducing solvent drag and
encouraging elimination of toxins. As a result, alternating
profile was proposed to decrease the occurrence of dis-
equilibrium syndrome.?**> Among the profiles, stepwise
profiling is the most commonly used method. A cohort
consisted of 2272 HD patients in 24 facilities revealed
that more than 28% used sodium profiling. Among the
profiles used, nearly 60% were stepwise and 40% linear
algorithms.?®

Sodium profiling can be further classified according
to the net sodium change that occurs in the serum at the
end of the dialysis session: sodium balance positive,
sodium balance neutral, and sodium balance negative
sodium profiling. The profile is called sodium balance
positive if there is a net gain of sodium, and sodium bal-
ance negative if there is a net loss of sodium during the
session. Sodium balance neutral profiling does not alter
the serum concentration and osmolarity and therefore
regarded as the most physiologic form.>> Higher dialysate
sodium is known to increase IDGW,*” hypertension®®
with a resulting increased mortality among stable
patients.”®**° Specifically, Mc Causland et al. found that
dialysate sodium >140 mmol/L was associated with
higher IDGW.?® Higher IDWG, in return, requires higher
UF rates in the subsequent sessions and increases the risk
of IDH,?” which renders the efforts for sodium profiling
counterproductive. Furthermore, aggressive UF may lead

to myocardial stunning and cardiac arrhythmias.*
Therefore, the net sodium balance during sodium profil-
ing has been gaining more attention recently. Currently,
there is no consensus on sodium concentrations that
should be used for profiling and various studies use dif-
ferent concentrations (Table 1). While Kidney Disease
Outcomes Quality Initiative (KDOQI) guidelines advise
against using high dialysate sodium concentrations, it
does not provide a specific recommendation of an opti-
mal concentration or a reference sodium profiling
method due to lack of consistent evidence.*®

In order to sustain neutral sodium balance in profil-
ing HD, the temporarily high dialysate sodium should be
compensated by a sufficient subsequent decrease, usually
to below 130 mmol/L. For example, alternation of dialy-
sate sodium concentration between 140 and 160 mmol/L
every hour for 5 h without ultrafiltration leads to a net
sodium gain of 26 g, commensurate with more than a
10 mmol/L increase in serum sodium concentration in
an average patient. On the other hand, alternating the
dialysate sodium between 125 and 160 mmol/L would
theoretically lead to no imbalance in serum sodium con-
centrations.'® However, achieving a correct intradialytic
sodium balance is a much more difficult task in clinical
practice. With the advances in technology, automatic
computer-based programs can be used today to calculate
intradialytic sodium removal. These models use real-time
data from patients and are being used to reach end-
dialysis sodium, weight, and blood volume targets. Such
biofeedback systems enable to achieve sodium balance
neutral sodium profile and UF profile automatically.*’~*°
Currently, there are various commercial dialysis systems
that calculate dialysate and UF profiles with algorithms
based on the prescribed decrease in body weight and
sodium mass.*

EVIDENCE FOR EFFECTS OF
SODIUM PROFILING ON
INTRADIALYTIC AND
INTERDIALYTIC MORBIDITY

To date, large-scale clinical trials to assess the long-term
effects of sodium profiling are lacking. The existing evi-
dence is primarily from small crossover clinical trials and
observational studies (Table 1), where sodium profiling is
compared with conventional HD or particular profiling
methods are compared. For instance, a crossover study
randomizing 22 patients to receive stepwise and linear
sodium profile for 12 consecutive sessions showed that
the incidence of intradialytic adverse effects was 48% in
control while 34% and 36% in stepwise and linear pro-
files, respectively (p < 0.001). Interestingly, IDWG was
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not different between the periods, and postdialysis sys-
tolic blood pressure was lower in the linear profile than
both control and stepwise profile. Stepwise profile was
found to be superior in decreasing episodes of symptom-
atic IDH, while patients in the period with linear profile
had fewer cramps.**

In another randomized cross over clinical trial,
32 patients underwent three sessions by conventional
HD, three sessions by linear sodium profile with UF and
three sessions by stepwise sodium profile with UF. The
mean of adequacy of dialysis (Kt/V) scores were 1.12,
1.24, and 1.31 in conventional HD, the stepwise method
and linear method, respectively (p < 0.05). The inci-
dences of HD complications, with IDH being the most
common, were 44%, 26%, and 30% in conventional HD,
stepwise and linear profile methods, respectively. The
dialysate sodium at the beginning of dialysis was
146 mmol/L, which was reduced to 135 mmol/L at the
end of dialysis.*?

However, linear sodium profiling has failed to show
clinical benefits in other studies. In a study including
14 patients who were prone to IDH, either linear sodium
profiling alone or in combination with UF profiling failed
to improve the incidence of IDH, mean IDWG, and deliv-
ered dialysis dose.®> A recent study reported no difference
in IDWG or IDH with linear sodium profiling for 3 months,
although significant decreases in ambulatory blood pres-
sure and antihypertensive medication dosage were found.*’
Indeed, a recent meta-analysis of 10 studies comparing
stepwise profiling versus linear sodium profiling showed
that stepwise profiling significantly reduced the incidence
of IDH, while linear sodium profiling did not.”

The effects of sodium profiling seem to be directly
related to the net sodium balance in many studies. An
early crossover trial compared the effects of three sodium
profile with different time-averaged concentration of dial-
ysate  sodium (TAC): conventional HD  with
sodium = 138 mmol/L, sodium profile with sodium rang-
ing from 145 to 135 mmol/L (TAC = 140 mmol/L) and
sodium profile with sodium ranging from 158 to
130 mmol/L (TAC = 147 mmol/L). Both sodium profiles
increased serum sodium concentrations. The sodium pro-
file with TAC 147 mmol/L further increased the
predialysis serum sodium at the end of the 6-weeks
follow-up period. The results demonstrated that net
sodium gain was directly correlated with the sodium
TAC, and using low dialysate sodium at the final hours
could not compensate the high dialysate sodium used at
the beginning of the session.*®

Another double blind crossover study of 22 patients
evaluated sodium balance negative linear sodium profile
in which dialysate sodium was reduced from 137 to
128 mmol/L along with UF profiling for seven

consecutive dialysis sessions. As opposed to other sodium
profiles, sodium balance negative profile resulted in
decreased IDWG, thirst and serum sodium levels. Impor-
tantly, it also decreased the incidence of IDH. Self-
reported well-being scores were higher during the inter-
dialytic period of sodium profile.*

In a randomized controlled crossover study including
264 dialysis sessions from 11 HD patients who were prone
to IDH, Song et al. compared conventional HD to sodium
balance positive stepdown sodium profiling HD, sodium
balance positive stepdown sodium profiling HD with UF
profiling and sodium balance neutral stepdown sodium
profiling with UF profiling. Prescribed sodium concentra-
tions were 143 and 138 mmol/L and starting sodium con-
centrations were 148 and 145 mmol/L for sodium balance
positive and sodium balance neutral sodium profiling,
respectively. After 6-week maintenance of each treatment,
diffusive sodium gain and postdialysis sodium concentra-
tion as well as IDWG were significantly increased in
sodium balance positive profiling protocols compared to
conventional HD and neutral sodium balance profiles
regardless of UF profile. The incidence of intradialytic
complications was decreased with all treatment protocols
compared with conventional HD. However, this benefit
was offset by significantly increased subjective discomfort
and weight gain in the interdialytic period in the sodium
balance positive profiling, with or without UF profiling. It
is important to underline that these undesired side effects
were not seen in sodium balance neutral sodium profiling
HD while intradialytic hemodynamic benefits of sodium
profiling were maintained.”

Other studies have also supported that sodium bal-
ance neutral sodium profiling is effective in decreasing
the risk of IDH without increasing the dialysate sodium
concentration. In a study of eight HD patients and a total
of 320 dialysis sessions, sodium balance neutral linear
sodium profiling combined with linear UF profile was
significantly associated with decreased incidence of IDH
and higher stability of stroke volume variation and pres-
ervation of mean blood pressure. The sodium with UF
profiling group also had significantly reduced postdialysis
body weight with higher UF volume compared with the
control, while no difference was seen in either sodium or
UF profiling alone.!

It should be noted that, in most of these studies, the
target in sodium profiling was achieving the preset
sodium balance. Nevertheless, dialysate sodium concen-
trations were not patient tailored in such cases. Biofeed-
back systems, which will be discussed in the subsequent
sections, were mainly used to automatically profile dialy-
sate sodium concentrations based on individual plasma
sodium level, although some also profiled total dialysate
conductivity.***!
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EVIDENCE FOR EFFECTS OF
SODIUM PROFILING ON LONG-
TERM OUTCOMES

Most of the research on sodium profiling has focused on
the efficacy of profiling in limiting intradialytic adverse
effects, while its impact on long-term outcomes, includ-
ing cardiovascular morbidity and mortality are of utmost
importance to determine whether sodium profiling
should be adopted in routine practice. Some facilities
have already adopted the use of sodium profiling in their
routine dialysis practice to limit or prevent IDH. Never-
theless, evidence is currently lacking on the benefits of
such routine use. The analysis of data from 10,898 HD
patients obtained from the Dialysis Outcomes and Prac-
tice Patterns Study (DOPPS) cohort study assessed the
long-term effects of routine use of sodium profiling in a
median follow-up time of 1.4 years. Medical directors
from 10 different dialysis facilities answered to a ques-
tionnaire to evaluate the practices of each facility. Results
showed that routine use of sodium profiling was associ-
ated with higher cardiovascular (HR 1.34. 99% CI, 1.04-
1.73) and all-cause mortalities (HR 1.36, 99% CI 1.14-
1.63) as well as higher cardiovascular events (HR 1.21,
99% CI 1.03-1.43).** However, it is crucial to note that
the study did not establish which sodium profiling
methods were used and the extend of the practice due to
the intrinsic limitation of the study design. As the
authors also have implicated, the widespread use of
sodium balance positive sodium profiling may have led
to increased IDWG,>* which is independently associated
with fluid overload-related hospitalization, cardiovascu-
lar events, and mortality.>

Another cohort consisting of 2272 patients with a
median follow up time of 2.4 years did not find a signifi-
cant difference in mortality between patients receiving
sodium profiling and patients receiving fixed higher dial-
ysate sodium (>140 mmol/L), although mortality was
trended to be lower in profiled patients. The study ana-
lyzed sodium profiling within the overall higher dialysate
sodium subgroup, since it was assumed that most of the
sodium profiling would be sodium balance positive.
Given that sodium profiling may be prescribed selectively
to hemodynamically instable patients, it should be noted
that patients with sodium profiling had a similar survival
to those who had a fixed higher dialysate at baseline.?®

While assessing the effects of sodium balance in pro-
filing, the possible long-term benefits as well as side
effects of low and high sodium dialysates independent of
sodium profiling should also be mentioned. Dialysate
sodium appears to have an alternating interaction with
mortality. The evidence shown by Mc Causland et al.
indicated that higher dialysate sodium (>140 mmol/L)

was associated with increased mortality in high
predialysis serum sodium concentrations, while no asso-
ciation was seen at lower predialysis serum sodium.*®
Furthermore, the results of a recent meta-analysis suggest
that low dialysate decreased IDWG and interdialytic
blood pressure, which are known to be associated with
better outcomes. However, the concomitant increased
incidence of IDH and reduced serum sodium concentra-
tions may also lead to increased mortality risk.>

An earlier analysis of 29,593 eligible patients from the
DOPPS study also investigated the association of dialy-
sate sodium concentration with IDWG, hospitalization
and mortality. The analysis revealed that the dialysate
sodium prescription did not correlate with baseline
serum sodium concentration, indicating that the dialy-
sate prescription was not tailored individually in the
960 facilities. Analysis showed that dialysate sodium pre-
scriptions over 142 mmol/L were associated with signifi-
cantly higher IDWG. IDWG increased by 0.17% of
postdialysis body weight per 2 mmol/L increase in dialy-
sate sodium concentration (95% CI, 0.15%, 0.20%).*
Although the authors did not find a correlation between
higher dialysate sodium and mortality, other studies have
associated higher IDWG with higher mortality risk.>* As
such, the prevalence of high dialysate sodium prescrip-
tion among facilities using sodium profile should be
assessed before a hard conclusion can be reached.

Sodium profiling was also suggested to modulate the
renin-angiotensin system activation. Papasotiriou et al.
investigated the impact of sodium profiling on plasma
renin levels during HD and HDF. Results showed that
plasma renin levels significantly increased during con-
stant sodium dialysate and decreased during sodium pro-
filing, which was independent of UF volume.
Additionally, the plasma renin reduction seen with
sodium profiling was more pronounced in the HDF
group.”® Unfortunately, the abstract did not report on
intradialytic hemodynamics and IDH incidences.

SODIUM PROFILING AS A PART OF
DIALYSIS MODALITIES AND
BIOFEEDBACK

As different sodium profiling methods may have distinct
impacts, different dialysis modalities may also affect the
outcome of profiling. Although not as commonly used,
hemodiafiltration (HDF), which utilizes convective clear-
ance in addition to diffusion, may change the results of
sodium profiling. As HDF predisposes to additional
sodium retention by infusing sodium through substitu-
tion fluid and boosting the Donan effect induced by high
UF rates, which decreases the sodium concentration
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available for diffusion, higher the transmembrane
sodium gradients are required to counterbalance these
effects and reach the target sodium balance.®

As the biofeedback dialysis systems has become more
available, the algorithms provide individual computation
of sodium and UF profiling. Many studies showed the
efficacy of such dialysis models in decreasing intradialysis
adverse effects and benefits.”® Using the “Profiler” algo-
rithm to calculate the sodium and UF profiling’’ in
55 patients with IDH for 6 months, Coli et al. showed
that the use of automatic dialysis system was associated
with a marked decrease in IDH (from 59% to 0.9%,
p < 0.001) and other disequilibrium symptoms including
headache and nausea. Importantly. IDWG and
predialysis serum sodium levels were not changed during
the 6-months follow-up period.”” Another study by Coli
et al. also showed that profiled HD performed with “Pro-
filer” led to significant reduction in IDH, cramps and sig-
nificant increase in heart index in a 8-month period.”® In
a single-arm trial assessing their latest modification of
Profiler, the automatic adaptive system dialysis (AASD),
Coli et al. reported a profound decline in the incidence of
IDH from 59% to 1% without any changes in IDWG or
presession plasma sodium levels.*

The application of real-time sodium sensor (Natrium
sensor) in biofeedback further enables recalculation and
adjustment of the sodium profile and ultrafiltrate conduc-
tivity during the dialysis session. The system that uses
sodium sensor in hemofiltration with endogenous reinfu-
sion is called hemodiafiltration Aequilibrium (HFR-
Aeq).’ In a randomized crossover multinational study,
Locatelli et al. reported that significantly less symptom-
atic IDH was seen in HFR-Aeq, and the effect was signifi-
cantly greater in unstable patients. No evidence of
sodium or water overload was detected with the
intervention.*'

Coli et al. utilized their mathematical model to auto-
matically determine the dialysate sodium and ultrafiltra-
tion profiles based on the sodium mass to be removed
during the session, which is assessed via two methods. In
majority of the patients, sodium mass to be removed was
given a priori depending on the cumulative evaluation of
many clinical variables including IDWG, intra and inter-
dialytic BP and intradialytic symptoms. In the alternative
method, AAD calculated the mass as a function of the
natremia target (end-session natremia), which was set as
the mean plasma sodium concentration in the last 12 dial-
ysis sessions using standard dialysis.”® For HFR-Aeq, the
natremia target was similarly defined as the mean plasma
natremia observed during the previous 1 month of stan-
dard dialysis.*’ In both strategies, the main goal is
obtaining the natremia target consistently at the end of
each session. A major objective of hemodialysis is to keep

the total body water volume and total plasma water
sodium concentrations, which are the two determinants
of total sodium mass, constant at the end of each session
to maintain a neutral sodium balance.”® By persistently
achieving constant end-dialysis weight and plasma
sodium concentrations at the end of the dialysis sessions,
end-dialysis sodium mass can be ensured to be con-
stant.®® Via calculating the dialysate sodium concentra-
tion needed to obtain the natremia target and
ultrafiltration to obtain target weight, these mathematical
models help to preserve the neutral sodium balance.

Other biofeedback systems using sodium and UF pro-
filing were also shown to be effective in decreasing
intradialytic complications and improving hemodynamic
stability without compromising IDWG and blood
pressure.42,43,49,61

Using plasma conductivity controlled feedback as a
surrogate for plasma sodium, Moret et al.>* investigated
the effects of profiling through adjustments of dialysate
conductivity  adjustments  rather  than  direct
dialysate sodium. In this randomized crossover study, the
target of profiling was to achieve a plasma conductivity
of 14.0 mS/cm at the end of the dialysis. The results
showed that neither plasma conductivity- nor blood
volume-controlled feedbacks significantly altered the fre-
quency of symptomatic hypotensive episodes. These feed-
back treatments did not affect IDWG or predialytic blood
pressures as well, suggesting their safety.

Individual on-line prescription of electrolytes in bio-
feedback may also compensate for the interindividual
and intraindividual differences in serum sodium levels
without requiring frequent blood sampling.®*> Since the
effects of dialysate sodium level seem to be partially
dependent on predialysis serum sodium levels, such
intervention may prevent the development of excess
sodium gain because of profiling.

UF PROFILING

Rapid intravascular fluid removal via UF has been associ-
ated with higher all-cause and cardiovascular
mortality,*>®* possibly due to end-organ damage by
hemodynamic instability.®>°® Repeated subclinical ische-
mia leads to myocardial stunning and predispose to heart
failure in long-term HD patients.®® UF profiling is a prac-
tice to remove the greatest amount of fluid at the begin-
ning of a HD session and gradually decrease the UF rate.
UF profiling is a potential method to prevent UF-
associated hemodynamic instability and consequent end-
organ ischemia. UF profiling is often used concomitantly
with sodium profiling due to their intrinsic connection.
The two determinants of the change in plasma sodium
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are the diffusive flux, which depends on the dialysate
sodium controlled by sodium profiling, and the convec-
tive flux, which depends on the UF rate controlled by UF
profiling. As a main component of osmolality, plasma
sodium regulates the vascular refilling rate, which in
return limits the UF rate. Sodium profiling with a higher
dialysate sodium at the beginning of the session ensures
an adequate vascular refill, which enables safe UF profil-
ing. Therefore, UF profiling is most useful when used
concurrently with sodium profiling and trials studying
the effects of UF profiling independent of sodium profil-
ing are sparse.

Intradialytic effects of different UF profiling methods
were compared by Donauer et al. in a study including
53 patients. The study compared five different UF pro-
files, including linear, stepwise, as well as three other
profiles with intermittent high UF rates interrupted by
UF pauses. Compared to the control, all UF profiles
except linear UF profile caused significant increases in
IDH incidence (17%, 42%, and 36% in control, stepwise
and other profile, respectively). The increased occurrence
of IDH was possibly related to using a UF rate 1.5 times
higher than standard UF at the beginning of the sessions
in these UF profiles, as the hypotensive episodes were
associated with a rapid decline in relative blood volume
in the first 20 min of the dialysis session. Furthermore,
UF profiles with intermittent high UF rates caused signif-
icantly more fatigue after the dialysis session, while no
fatigue was reported in control and linear UF profile
groups. While the study was limited by the small number
of patients and assessment of each profile only once, the
linear UF profile showed a trend toward less hypoten-
sion, although not statistically significant.*®

Another study including 10 patients by Morales-
Alvarez et al. compared the hemodynamic response to
decreasing UF profiling with the response to increasing
UF profiling. The study showed that the alterations in
mean values of blood pressure monitoring, echocardio-
graphic changes, heart rate, cardiac output, and periph-
eral vascular resistance were similar in the two UF
profiles. Furthermore, IDWG did not differ significantly
between the profiles. Nevertheless, increasing UF profile
led to a more gradual reduction in blood volume, while
decreasing UF profile caused a marked drop in blood vol-
ume in the first portion of the session.®’

Mancini et al. have developed a blood pressure-
controlled biofeedback system for UF profiling to prevent
severe IDH episodes. The system utilizes BP monitorization
at 5-min intervals to control the UF rate instantaneously
but does not provide sodium profiling. Implementation in
patients prone to IDH showed a significant reduction in
the frequency of severe but not mild IDH episodes.®®

There is an ongoing crossover trial that will compare
the incidence of IDH, predialysis and postdialysis
troponin T, left ventricular systolic function and develop-
ment of intradialytic left ventricular stunning between
conventional UF and UF profiling (ClinicalTrials.gov
Identifier: NCT03301740).%°

EVIDENCE FOR EFFECTS OF
SODIUM AND UF PROFILING ON
QUALITY OF LIFE

Improvements in HD techniques have increased survival,
although the quality of life in patients on chronic HD has
not improved substantially, largely due to the extensive
symptom burden.”® While the extend of intradialytic and
interdialytic complications may provide an indirect indi-
cator of quality of life, no studies have assessed the
impact of profiling on quality of life directly until today.
To address the lack in literature, Gerrish et al. compared
conventional HD with sodium profiling and UF profiling
in 27 patients by a quantitative and qualitative crossover
study. The study showed no significant difference
between the mean arterial pressure, delta value between
pre- and post-dialysis blood pressures, IDWG or IDH
among the treatments, although IDH showed a not sig-
nificant increase in UF profiling and a not significant
decrease in sodium profiling. The latter caused a signifi-
cant increase in the incidence of intradialytic cramps.
Nevertheless, some patients reported less cramps during
sodium profiling in the self-reported questionnaire. Inter-
estingly, the analysis of total scores for the perceived pos-
itive and negative side effects of different interventions
recorded on the questionnaires indicated that respon-
dents showed widely conflicting opinions. While a group
of participants reported that sodium profiling increased
adverse effects and disliked it, others reported to find it
beneficial. Interestingly, sodium profiling scored the
highest for all positive as well as all negative effects but
scored the lowest in the “no change noticed” question.
These answers indicated that patients were noticeably
affected by sodium profiling, in either a positive or nega-
tive way. The authors noted that the range of predialysis
serum sodium levels varied greatly between 131 and
143 mmol/L, whereas the base dialysate sodium concentra-
tion was constant at 135 mmol/L which could account for
some of the interpersonal differences in response. Notably,
although the reported scores for positive and negative
effects changed greatly, sodium profiling scored more than
two times higher than UF profiling and more than three
times higher than conventional HD for an improvement in
“feeling well” between dialysis sessions.”"


http://clinicaltrials.gov
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FIGURE 3 Knowns and unknowns about sodium profiling. Sodium profiling can be classified in two different categories. Sodium profiling
has been associated with decreased incidence of IDH, muscle cramps and increased IDWG in various studies. No effect on IDWG was seen in sodium
balance neutral and negative profiling. To date, there has been only one study on the association of mortality and sodium profiling. Nevertheless, IDH
and IDWG, which are profoundly affected by profiling, are known to be associated with mortality, implicating that sodium profiling may modify
long-term outcomes. Future studies should assess the relationship with mortality, compare different sodium profiling methods and confirm the utility

of sodium profiling in biofeedback models [Color figure can be viewed at wileyonlinelibrary.com]

Further studies are needed to examine the factors that
change the subjective effects of profiling in HD patients and
individualize HD treatments to maximize patient comfort.

RECOMMENDATIONS

As many studies have shown, sodium profiling is a
potentially effective and safe method to limit or prevent
intradialytic adverse effects, while these results are not
free of uncertainty. The traditional methods of sodium
profiling have a high risk of leading to increased IDWG
and subsequent long-term complications. More
research is needed to establish whether specific profil-
ing methods are more efficacious in preventing specific
symptoms and which profiling method has the most
utility in routine clinical practice. Furthermore, more
qualitative data is warranted for subjective analysis of
quality of life and personal well-being. Sodium profiling
should only be used in sodium balance neutral or nega-
tive profiles; otherwise excess sodium appears to coun-
teract the benefits of profiling. Biofeedback systems
using profiling may guide in correctly arranging the
sodium balance and avoiding complications of profil-
ing. Further research is needed to determine the utility
of sodium profiling in biofeedback systems and in
patients receiving HDF. While UF profiling has been
widely used along with sodium profiling in clinical
practice, its value by itself is questionable. Large-scale
double blind clinical trials are needed to verify the clin-
ical benefits of sodium/UF profiling, its associations
with quality of life and mortality.

CONCLUSIONS

Sodium and UF profiles have been shown to be effective
in improving intradialytic hemodynamic stability and
limit adverse effects (Figure 3). Although such interven-
tions can lead to increased IDWG and associated compli-
cations, a careful sodium balance can mitigate such
effects. Intradialytic monitoring systems and biofeedback
models may help with optimization of profiling. Extra
care should be given to prevent positive sodium balance,
as high sodium dialysate levels have been shown to result
in negative long-term consequences including mortality.
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