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Abstract
Background: According to randomized controlled studies, protein-restricted diets supplemented with ketoanalogues effectively prolong the time 
until dialysis while maintaining nutritional status in patients with chronic kidney disease. The aim of the present study was to investigate whether 
such effects are also observed in real-world practice. 

Methods: Multicentre, prospective, observational study over 12 months in 164 predialytic patients on a protein-restricted diet supplemented with 
ketoanalogues, prescribed according to recent standard of care. Main outcome variables were patients’ compliance, yearly decline in estimated 
glomerular filtration rate (eGFR), initiation of renal replacement therapy or 50% reduction in initial eGFR (composite endpoint), and time to dialysis start.

Results: At baseline, patients were educated about ketoanalogue intake and for the planned diet. Half of them (50.1%) required at least one further 
counselling over the study period. Mean daily protein intake was 0.6±0.2 g/kg body weight according to self-reported diaries. Daily ketoanalogue 
dose was 7.4±3.3 tablets at baseline. Adherence to ketoanalogue prescription was good with a compliance rate of ≥99% in 75% of patients. 
Mean eGFR remained stable throughout the observation period with a marginal decrease of 1.028±6.101 mL/min/1.73m2. Notably, only 26 of 155 
patients (16.8%) reached the composite endpoint. Mean time to dialysis start was 213±106 days. In general, ketoanalogues were safe and well 
tolerated.

Conclusion: Protein restriction with ketoanalogue supplementation was successfully managed in an everyday outpatient setting. Patient education 
and support were sufficient to ensure treatment compliance. These findings strengthen the evidence of protein-restricted diet supplemented with 
ketoanalogues to preserve renal function and nutritional status in predialysis patients over 12 months.
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Introduction

The prevalence of chronic kidney disease (CKD stages 1-5) in the global 
population is around 9.1% [1], with diabetes mellitus and hypertension being 
the leading pathophysiologic causes. The number of patients with end-stage 
renal disease is expected to increase in the future and especially in the older 
generation, >75 years of age [2]. Contributing to this development is the 
increased prevalence of diabetes and hypertension, but also improved life 
expectancy, and greater willingness to initiate dialysis therapy in the elderly [3].

Advanced stage of CKD represents a network of metabolic derangements 
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and related pathological immune-activation and regulated processes, called 
“the final common pathway”. Most frequent complications of CKD include 
cardiovascular diseases connected to calcification, dyslipidemia, increased 
amino acid oxidation and hydrogen ion generation, anemia, mineral and bone 
disorders, and malnutrition [4].

According to the complex pathophysiology, there are several methods and 
tools to treat or to influence the symptoms and metabolic consequences of 
CKD. Key points in CKD treatment include management of blood pressure, 
mineral metabolism, and blood glucose levels, as well as lifestyle modifications 
including an appropriate diet and physical activity [5]. Main goal of CKD 
treatment is to postpone the start of dialysis and possibly to avoid initiation 
of renal replacement therapy (RRT). Protein-restricted diets with or without 
ketoanalogues (KA) supplementation are the mainstay of such nutritional 
interventions and recommended by the latest Kidney Disease Outcomes 
Quality Initiative (KDOQI) guideline on nutrition in CKD as a basic therapeutic 
approach [6]. Their real impact, however, on the course of renal failure, kidney 
and patient-survival is difficult to demonstrate, because of patient compliance 
and methodological biases. 

KAs should be added to protein-restricted diets to meet daily essential 
amino acid needs and to provide adequate branched chain amino acid 
supply to enhance anabolism, especially when a very-low-protein diet 
(VLPD) is prescribed [6]. Observational [7] and randomized [8], studies, and 
a recent pooled analysis of 2 studies [6] showed that protein-restricted diets 
supplemented with KAs have the potential to avoid or delay the need for 
dialysis initiation. Good compliance is thereby essential to exploit all benefits 
of this therapy [7,9].

The objective of the present study was to determine patients’ compliance 
to a protein-restricted diet and individual KA prescription without special 
dietary education, and to assess whether the proven beneficial effects of such 
a therapy under controlled study conditions are reproducible in the real-world 
clinical setting in stage 4/5 CKD patients.

Method and Materials 

Study design

This was a multicentre, prospective, observational study (NCT02649205) 
performed in 16 centers in Hungary (8 centers), Romania (4 centers), and 
Czech Republic (4 centers) between February 2016 and October 2018. 
The study was conducted in accordance with the Declaration of Helsinki, 
and the study protocol was approved by the respective ethics boards. The 
observational period was 12 months, and the observation time points (OTPs) 
corresponded to the usual control frequency of 3 months for CKD 4/5 patients. 
Additional contacts were made in between as needed by phone or direct 
interview according to routine clinical care.

Patient population

“Ketosteril-naïve” adult patients in stages 4-5 of CKD, with at least 3 
months previous nephrology care and written informed consent were enrolled. 

Patients with active malignancies, known disorders of amino acid 
metabolism, and/or known hypersensitivity to active substances of the KA 
preparate were excluded, while patients with morbid obesity (BMI 35 kg/m²) 
could participate. 

Diet & KA prescription

KAs (Ketosteril®; Fresenius Kabi Deutschland GmbH, Germany) and 
protein-restricted diets were prescribed individually in accordance with the 
respective standards of care. Nutritional counselling was provided within the 
scope of the routine ambulatory care.

Study endpoints and analyses

Clinical characteristics, including renal function (estimated glomerular 
filtration rate [eGFR], serum urea & creatinine), nutritional status (body weight, 
serum total protein albumin, prealbumin), serum calcium and phosphate levels, 

proteinuria (urinary albumin/creatinine ratio - UACR), and adverse events 
(AEs) were recorded. The main endpoints were patients’ adherence individual 
KA prescription, decline in eGFR, the composite endpoint RRT initiation 
or 50% reduction of initial eGFR, and time to dialysis start. Dietary protein 
intake was calculated from patient’s diet records based on 3-day food diaries. 
Adherence to the KA prescription was controlled through package return. 
eGFR has been calculated using the Chronic Kidney Disease Epidemiology 
Collaboration (CKD-EPI) equation [10]. The Medical Dictionary for Regulatory 
Activities (MedDRA) was used to categorize AEs by system organ class and 
preferred term. 

The full analysis set (FAS) included all patients who were enrolled and 
provided written informed consent. Additionally, an analysis set was defined 
for eGFR analyses (eGFR set) which comprised all patients from the FAS who 
provided a baseline and at least one postbaseline eGFR value, or those who 
started dialysis. 

Linear modelling was applied for estimation of yearly eGFR decline; 
all patients with a baseline eGFR value and at least two additional eGFR 
values post baseline were included. Grubbs’ outlier test was applied to detect 
unreasonable extreme values. The individual yearly decline of each patient’s 
eGFR was estimated by the slope of a fitted linear regression. Statistical 
analyses were exploratory. 

Descriptive statistics for continuous endpoints included arithmetic mean 
with standard deviation and 95% confidence interval, minimum, lower quartile, 
median, upper quartile, and maximum. Frequencies and percentages (based 
on the number of non-missing data) were calculated for qualitative data. 
Kaplan-Meier plots were generated for time to event data. 

Prespecified subgroup analyses were performed for yearly eGFR decline 
and the composite endpoint. Statistical analyses were performed using SAS 
version 9.4. This study is reported in accordance with the guidelines set forth 
in the STROBE statement [11]. 

Results 

Patient population

A total of 164 patients were enrolled in the study (Full Analysis Set - 
FAS), of which 60 patients were from Czech Republic, 58 patients were from 
Hungary, and 46 patients from Romania. More than half of the patients were 
male (54%), with a mean age of 66.8 ± 12.6 years and mean BMI of 28.4 ± 
5.7 kg/m². Almost all patients (96%) had hypertension and 48% diabetes. Most 
patients (71%) had CKD stage 4 at baseline, and 26% presented with stage 
5 CKD, with a median CKD duration before study inclusion of 33 months. In 
median, patients were observed for 365 days [95% CI; 337, 376]. 

The eGFR set included 155 patients and baseline characteristics for the 
FAS and eGFR set were comparable (Table 1).

Diet & KA prescription and adherence

At baseline, patients received counselling about the purpose of the planned 
diet and KA intake and were provided with written information material. Half of 
them (50.1%) required at least one further counselling over the study period. 
Based on self-reported diet record data, calculated mean daily protein intake 
was 0.6 ± 0.2 g/kg BW at baseline (n=163), which remained similar over the 
study period. Most of our patients (n=87) were adhering to a VLPD (0.3 – 0.4 
g protein/kg per day) (n=26) or low protein diet (LPD, 0.6 g protein/kg per 
day) (n=61) according to their CKD class, further 68 patients were following a 
moderately protein-restricted diet (MPD, 0.7-0.8 g/kg BW/day). A small number 
of 8 patients had a normal protein intake (≥0.8 g/kg BW per day). 

The range of daily KA prescription varied at the discretion of different 
centers. The mean assessed KA dose was 7.4 ± 3.3 tablets/day at baseline. 
Daily KA intake increased slightly during the observation period (average 8.0 
± 3.1 tablets/day). Based on drug accountability, adherence to KA prescription 
was appropriate: 75% of patients had a compliance rate of ≥99% and only 8 
patients per OTP had a poor adherence to the prescribed dose.
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Impact on renal function, CKD progression

Mean eGFR was 17.5 ± 4.8 mL/min/1.73 m2 at baseline, 16.4 ± 6.7 
mL/min/1.73 m2 at 12 months, and 16.9 ± 7.4 mL/min/1.73 m2 at the last 
reported value (Figure 1). This is a mean change of -0.6 ± 6.0 mL/min/1.73 
m2, representing stable eGFR values throughout the study period. This is 
also illustrated by linear modelling of the data in 133 patients with at least two 
additional eGFR values post baseline (Table 2), revealing a rather mild mean 
eGFR slope of -1.028 ± 6.101 mL/min/1.73 m2. There were no differences in 
the yearly eGFR decline in subgroup analyses by presence of diabetes and 
duration of CKD either.

RRT was initiated in a total of 21/164 patients (12.8%), with a mean 
duration to dialysis start of 213 ±106 study-days. Last reported mean eGFR 
of patients that started dialysis was 9.82 ± 4.83 mL/min/1.73 m2. Cumulative 
probability to start dialysis in 1 year was 13.2%. Decisions to start dialysis were 
made according to recent international guidelines.

Twenty-six of 155 patients in the GFR set (16.8%) and mainly those with 
the lowest baseline eGFR value reached the composite endpoint during the 
study period (Table 3). Interestingly, a slightly higher proportion of non-diabetic 
(20.3%) than diabetic patients (13.2%) were represented among them. 
Cumulative probability to reach the composite endpoint by 1 year was 16.2% 
for all patients (Figure 2).

There were only minor changes in serum creatinine and urea values 
(Table 4). Urinary protein (UACR) and serum bicarbonate, calcium, and 
phosphate showed only slight and non-significant changes during the 12 
months observation period.

Impact on nutritional status

Initial BMI of most patients was between 18.5 and 34 kg/m2 (78.7%), 
while morbid obesity (BMI ≥35 kg/m²) was represented with 12.8%. Only three 
patients (1.8%) had a BMI <18.5 kg/m2 at baseline, indicating malnutrition. BMI 
could not be calculated for 11 patients (6.7%). Mean body weight of patients 
at baseline was 79.3 ±17.4 kg (n=156) and remained stable over the study 
period. Total protein, albumin, and prealbumin levels showed only minimal 
changes during the study period (Table 4).

Safety and tolerability

A total of 157 AEs were reported in 73/164 patients (44.5%). AEs were 
related to KA administration by the investigator in 17 of these 73 patients 
(23.3%). The related AEs were in the MedDRA System Organ Class of 
Gastrointestinal Disorders (15/17; 88.2%) and Metabolism and Nutrition 
Disorders (2/17; 11.8%), with the most reported preferred term being upper 
abdominal pain (5 patients, 3.0%), nausea and vomiting (4 patients, 2.4%). 
Most AEs were of mild (35/73) or moderate (20/73) intensity. A total of 37 
serious AEs were documented for 26/164 patients (15.9%); notably, none of 

Table 1. Baseline characteristics by analysis set.

Characteristic
Full Analysis Set eGFR Set

N Result N Result
Age (y), mean±SD (range) 164 66.8±12.6 (33.0 – 90.0) 155 66.9±12.8 (33.0 – 90.0)

Male sex, % 164 54.3 155 54.8
BMI (kg/m2), mean±SD (range) 153 28.4±5.7 (17.6 – 46.9) 149 28.5±5.7 (17.6 – 46.9)

CKD stage 4, % 160 73.1 152 72.4
CKD stage 5, % 160 26.9 152 27.6

Presence of diabetes, % 164 48.2 155 49
Presence of hypertension, % 164 97 155 97.4

Presence of metabolic syndrome, % 164 22 155 22.6
Duration of CKD (months), median (range) 156 33.3 (0.0 – 372.2)† 148 33.3 (0.0 – 372.2)a

BMI: Body Mass Index; CKD: Chronic Kidney Disease; eGFR: estimated glomerular filtration rate; SD: Standard Deviation.
 †A proportion of patients were enrolled into the study shortly after the diagnosis of CKD had been made.

Figure 1. Mean eGFR over time in the FAS. Last available value is independent of time 
points. eGFR, estimated glomerular filtration rate based on CKD-EPI equation; FAS, full 
analysis set; SD, standard deviation.

Table 2. Yearly decline in eGFR in eGFR set based on linear regression.

Group N Decline in eGFR (mL/
min/1.73 m2), Mean±SD

95% CI

Lower 
Limit

Upper 
Limit

All patients 133 -1.028±6.101 -2.074 0.019
Subgroups

Diabetic 66 -0.769±5.469 -2.113 0.575
Nondiabetic 67 -1.282±6.697 -2.916 0.351

CKD duration < median† 69 -1.395±5.903 -2.813 -0.023
CKD duration ≥ median† 62 -0.931±5.938 -2.44 0.577
CI: Confidence Interval; CKD: Chronic Kidney Disease; eGFR: estimated glomerular 
filtration rate based on CKD-EPI equation; SD: standard deviation. 
†The median duration of CKD was 33.3 months.

Table 3. Number and percentage of patients in eGFR set reaching the composite 
endpoint.

Group N n %
All patients 155 26 16.8

Subgroups
Baseline eGFR <15 mL/min/1.73 m2 53 16 30.2

Baseline eGFR 15 to <20 mL/min/1.73 m2 47 6 12.8
Baseline eGFR 20 to <30 mL/min/1.73 m2 55 4 7.3

Diabetic 76 10 13
Nondiabetic 79 16 20.3

eGFR: estimated glomerular filtration rate
The composite endpoint included a >50% reduction in eGFR or the start of dialysis.

them was related to KA treatment. Eleven patients had severe, 1 patient life-
threatening and 6 patients fatal AEs. Death was the primary reason for study 
discontinuation in 4 patients, and 2 patients died after dialysis start.
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Discussion

Protein restriction is the mainstay of dietary CKD management. There is 
a debate, however, on the effective, but nutritionally safe, daily dietary protein 
intake (DPI), to which patients can adhere to in real-life conditions [12].

VLPD with mandatory KA supplementation is known to effectively retard 
CKD progression and delay the need for RRT. The applicability of this concept, 
however, requires well cooperating patients complying with and adhering to 
the respective diet, as demonstrated by previous randomized controlled trials 
(RCT). In the RCT by Mircescu G, et al. [13], CKD patients who received a 
VLPD with KA showed no change in eGFR over the 48-week observation 
period, while eGFR significantly decreased in CKD patients who received a 
conventional LPD. Likewise; Garneata L, et al. [8] reported a less pronounced 
decline in eGFR in CKD patients who received a VLPD with KA compared to a 
group who followed an LPD. In another RCT, with an elderly group of patients, 
a VLPD with KA was efficacious in delaying the progression of renal failure 
over a 9-month period [14]. 

The benefits of KA as a supplement to VLPD in CKD patients are therefore 
generally accepted and included in the latest KDOQI guidelines for nutrition in 
CKD patients [6]. Patient compliance, however, may be a factor hampering the 

success of such therapeutic regime in the clinical routine as VLPD represents 
a challenge from a patient perspective [9,15]. Education regarding diet, tailored 
dietary choices, and regular support are factors that may influence patient 
compliance to the prescribed nutritional intervention [7,16-19]. In the current 
study, there was a good compliance to the prescribed treatment, probably 
because of the educational support provided at baseline and on an occasional 
basis during the study. 

Despite the high frequency of poor adherence to a VLPD in some CKD 
management centers in the real-world clinical practice, there has been criticism 
against the role of LPD. In a meta-analysis of 13 RCTs, the mean DPI in the 
restricted group was 0.68g/kg, which was higher than target values and only 
marginally below the recommended protein intake of the general population of 
0.8g/kg. It has been shown, however, that even a 0.1 to 0.2 g/kg/day reduction 
in protein intake from baseline appears to result in significant metabolic 
improvement and longer preservation of kidney health [20]. According to meta-
analysis data, LPD (DPI 0.6-0.8 g/kg/BW/day) are also effective in retarding 
CKD progression and maintaining nutritional status with appropriate dietary 
counselling [21,22]. In this regard, it has been reported that changing dietary 
protein habits may have far reaching consequences on the production of 
certain uremic toxins by intestinal bacteria. For example, it is of note that a 
Mediterranean diet itself can induce beneficial changes in CKD patients [23]. 

Figure 2. Kaplan-Meier analysis of time to composite endpoint in the eGFR set. The composite endpoint was the initiation of renal replacement therapy or a 50% reduction in initial 
eGFR (based on CKD-EPI equation). eGFR, estimated glomerular filtration rate; OTP, observation time point.

Table 4. Changes from baseline to end of study for select laboratory parameters in FAS.

Parameter
Baseline At 12 months Change from Baseline

N Mean±SD N Mean±SD N Mean±SD p-value†

Serum creatinine (µmol/L) 164 294.9±92.8 118 338.6±154.7 118 51.8±134.6 <0.001
Serum urea (mmol/L) 159 18.7±6.4 118 20.8±7.9 116 2.3±7.0 0.001

Serum bicarbonate (mmol/L) 77 22.1±3.8 73 21.2±3.3 56 -0.9±3.6 0.067
Serum calcium (mmol/L) 138 2.30±0.16 115 2.35±0.17 107 0.03±0.19 0.105

Serum phosphate (mmol/L) 127 1.34±0.28 108 1.37±0.29 96 0.05±0.29 0.094
Creatinine clearance (mL/min) 69 21.2±6.1 57 20.9±17.5 47 -2.0±8.1 0.097

Urinary protein (g/d) 45 1.98±2.52 31 1.85±2.18 24 0.10±1.42 0.733
Serum total protein (g/L) 131 69.9±6.7 96 68.7±6.1 87 -1.2±7.3 0.129

Serum albumin (g/L) 125 41.0±4.8 109 41.1±4.1 96 -0.5±4.8 0.31
Serum prealbumin (µmol/L) 37 6.36±1.31 34 6.27±1.60 32 -0.36±1.28 0.122

FAS: Full Analysis Set; SD: Standard Deviation
†t-test, testing whether the change from baseline is different from 0.
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Based on nutritional safety considerations, several authors recently 
suggested KA supplementation for patients on a LPD, as there are strong 
opinions that even a protein intake of 0.6 g/kg/day needs to be supplemented by 
essential amino acids or ketoanalogues [12]. This suggestion is of importance 
also from a metabolic point of view. It is well known from experimental 
studies, that amino acids and their keto precursors play a substantial role in 
metabolic processes, not only as “protein brick stones” but rather as metabolic 
modulators. Branched chain amino acids, among them mainly leucin and 
keto-leucin are responsible for several signaling processes at mTOR level, 
impacting the regulation of protein and energy metabolism [24-26]. In the 
observational study by Piccoli GB, et al. [7], patients following an LPD (0.6 g/
kg) supplemented with KA (1 tablet/10 kg BW/day) for up to 18 months showed 
a stabilization of GFR progression rate. 

The key finding of the present study is that kidney function was well 
preserved in our non-selected group of patients, adhering to a low-moderate 
protein restriction with KA supplementation over the study period of 12 months 
under real world conditions. A low rate of CKD progression was observed as 
demonstrated by changes in eGFR values and linear regression, which is in 
accordance with changes observed in selected patient groups under controlled 
study conditions) [8,13] and observational studies [7]. In this context, it is also 
important to note that the regimen was well tolerated and nutrition status, as 
assessed by BMI and laboratory parameters, was stable throughout the entire 
observation period. 

There was a tendency to delay RRT initiation in our patients, comparable 
to the results seen in selected VLPD patient groups. In the study by Garneata 
L, et al. [8], 42% of CKD patients who received an LPD without KA reached 
the composite endpoint (RRT initiation or a 50% reduction in eGFR) and 30% 
started dialysis, while a notably lower proportion of patients who received a 
VLPD with KA reached these endpoints (13% and 11%, respectively). In the 
study by Mircescu G, et al. (2007) [13], 27% of patients who received an LPD 
started dialysis compared to 4% who received a VLPD diet with KA. In the 
current study, 16.8% of patients reached the composite endpoint and 12.8% 
started dialysis, comparable to what has been observed under controlled study 
conditions. 

Alterations of mineral bone metabolism are often observed in 4/5 stages 
of CKD. They include elevated serum phosphate and, in some instances 
decreased serum calcium levels, along with signs of metabolic acidosis, 
characterized by diminished serum bicarbonate levels [27,28]. In the current 
study, these biochemical parameters were within the normal range, and 
values were stable throughout the observation period. Favorable biochemical 
characteristics at baseline in the current study may explain why additional 
improvements in these parameters were not observed.

Relatively high number of patients not completing the 12 months 
observation period and the observational nature represent weaknesses of the 
current study. Further, not all patients completed the diet-diary used to judge the 
compliance to the protein diet to the full extent. Also, in this real-world setting 
it was not our aim to collect data on the reasons why patients were prescribed 
a specific protein diet. Measurement of urinary urea nitrogen excretion was 
not part of the daily nephrology routine in the observed centers; hence protein 
intake could not be calculated using the Maroni-Formula. Because of the 
low number of patients with VLPD prescription, no subgroup analyses were 
performed to compare the effect of a different protein intake on eGFR.

Conclusion

This is the first study demonstrating the beneficial role and efficacy of a 
KA-supplemented protein-restricted diet on renal function and nutritional status 
in predialytic CKD patients over an observation period of 12 months under real-
world conditions. Patient education and support represent important aspects to 
ensure treatment compliance.

Ethical Review 

This non-interventional study was conducted in accordance with the 

principles of the Declaration of Helsinki, and approved by the Central Ethics 
Committee Medical Research Council Scientific and Research Ethics 
Committee, Budapest, Hungary; Academy of Medical Sciences, National 
Bioethics Committee for Medicines and Medical Device, Bucharest, Romania; 
Ethics Committee Municipal Hospital Ostrava, Ostrava, Czech Republic; 
Ethics Committee of the Institute for Clinical and Experimental Medicine and 
Thomayer Hospital, Prague, Czech Republic; Ethics Committee of the General 
Faculty Hospital, Prague, Czech Republic.

Informed Consent

Written informed consent was obtained from all study participants and/or 
legally appointed representatives, whenever applicable.

Funding 

This study was sponsored by Fresenius Kabi Deutschland, GmbH, Else-
Kroener-Strasse 1, D-61352 Bad Homburg v. d. H., Germany.

Conflict of Interest

The results presented in this paper have not been published previously in 
whole or part. Gábor Zakar received support for the present manuscript and 
consulting fees from Fresenius Kabi. The other authors have no conflicts of 
interest to declare in relation with this manuscript.

Author Contributions

All authors critically revised the manuscript, agreed to be fully accountable 
for ensuring the integrity and accuracy of the work, and read and approved the 
final manuscript version. G. Zakar drafted the first manuscript version and acts 
as the corresponding author, being responsible for the final critical revision of 
the manuscript and its submission.

References 
1. GBD Chronic Kidney Disease Collaboration. "Global, regional, and national burden 

of chronic kidney disease, 1990–2017: a systematic analysis for the Global Burden 
of Disease Study 2017." Lancet 395 (2020): 709-733.

2. USRDS. "Annual data report epidemiology of kidney disease in the united states. 
volume 2: Esrd in the united states. chapter 1: Incidence, prevalence, patient 
characteristics, and treatment modalities." Am J Kidney Dis 73 (2019): S291-S332.

3. Berger, Joseph R. and S. Susan Hedayati. "Renal replacement therapy in the 
elderly population." Clin J Am Soc Nephrol 7 (2012): 1039-1046.

4. Zabetakis, Paul M. and Allen R. Nissenson. "Complications of chronic renal 
insufficiency: Beyond cardiovascular disease." Am J Kidney Dis 36 (2000): S31-S38.

5. Improving Global Outcomes (KDIGO) CKD Work Group. "KDIGO 2012 clinical 
practice guideline for the evaluation and management of chronic kidney disease." 
Kidney Int Suppl 3 (2013): 1-150. 

6. Ikizler, T. Alp, Jerrilynn D. Burrowes, Laura D. Byham-Gray and Katrina L. Campbell, 
et al. "KDOQI clinical practice guideline for nutrition in CKD: 2020 update." Am J 
Kidney Dis 76 (2020): S1-S107.

7. Piccoli, Giorgina B., Martina Ferraresi, Maria C. Deagostini and Federica Neve 
Vigotti, et al. "Vegetarian low-protein diets supplemented with keto analogues: A 
niche for the few or an option for many?." Nephrol Dial Transplant 28 (2013): 2295-
2305.

8. Garneata, Liliana, Alexandra Stancu, Diana Dragomir and Gabriel Stefan, et 
al. "Ketoanalogue-supplemented vegetarian very low–protein diet and CKD 
progression." J Am Soc Nephrol 27 (2016): 2164-2176.

9. Maxia, Stefania, Valentina Loi, Irene Capizzi and Giorgina Barbara Piccoli, et al. 
"Compliance, illiteracy and low-protein diet: multiple challenges in CKD and a case 
of self-empowerment." BMC Nephrol 17 (2016): 1-7.

https://www.sciencedirect.com/science/article/pii/S0140673620300453
https://www.sciencedirect.com/science/article/pii/S0140673620300453
https://www.sciencedirect.com/science/article/pii/S0140673620300453
https://www.sciencedirect.com/journal/american-journal-of-kidney-diseases/vol/73/issue/3/suppl/S1
https://www.sciencedirect.com/journal/american-journal-of-kidney-diseases/vol/73/issue/3/suppl/S1
https://www.sciencedirect.com/journal/american-journal-of-kidney-diseases/vol/73/issue/3/suppl/S1
https://cjasn.asnjournals.org/content/7/6/1039.short
https://cjasn.asnjournals.org/content/7/6/1039.short
https://www.sciencedirect.com/science/article/pii/S0272638600434475
https://www.sciencedirect.com/science/article/pii/S0272638600434475
https://www.sciencedirect.com/science/article/pii/S0272638620307265
https://academic.oup.com/ndt/article-abstract/28/9/2295/1912542
https://academic.oup.com/ndt/article-abstract/28/9/2295/1912542
https://jasn.asnjournals.org/content/27/7/2164.short
https://jasn.asnjournals.org/content/27/7/2164.short
https://link.springer.com/article/10.1186/s12882-016-0353-0
https://link.springer.com/article/10.1186/s12882-016-0353-0


J Nephrol Ther, Volume 12:11, 2022Vachek J, et al.

Page 6 of 6

10. Levey, Andrew S., Lesley A. Stevens, Christopher H. Schmid and Yaping Zhang, 
et al. "A new equation to estimate glomerular filtration rate." Ann Intern Med 150 
(2009): 604-612.

11. Von Elm, Erik, Douglas G. Altman, Matthias Egger and Stuart J. Pocock, et al. "The 
Strengthening the Reporting of Observational Studies in Epidemiology (STROBE) 
Statement: Guidelines for reporting observational studies." Int J Surg 12 (2014): 
1495-1499.

12. Kovesdy, Csaba P., Joel D. Kopple and Kamyar Kalantar-Zadeh. "Management 
of protein-energy wasting in non-dialysis-dependent chronic kidney disease: 
Reconciling low protein intake with nutritional therapy." Am J Clin Nutr 97 (2013): 
1163-1177.

13. Mircescu, Gabriel, Liliana Gârneaţă, Simona Hildegard Stancu and Cristina 
Căpuşă. "Effects of a supplemented hypoproteic diet in chronic kidney disease." J 
Ren Nutr 17 (2007): 179-188.

14. Prakash, Sunil, Dwarika Prasad Pande, Susham Sharma and Dineshwar Sharma, 
et al. "Randomized, double-blind, placebo-controlled trial to evaluate efficacy of 
ketodiet in predialytic chronic renal failure." J Ren Nutr 14 (2004): 89-96.

15. Johnson, David W. "Dietary protein restriction as a treatment for slowing chronic 
kidney disease progression: The case against." Nephrology 11 (2006): 58-62.

16. Aparicio, Michel, Vincenzo Bellizzi, Philippe Chauveau and Adamasco Cupisti, et al. 
"Keto acid therapy in predialysis chronic kidney disease patients: Final consensus." 
J Ren Nutr 22 (2012): S22-S24.

17. Paes-Barreto, Juliana Giglio, Maria Inês Barreto Silva and Abdul Rashid Qureshi, et 
al. "Can renal nutrition education improve adherence to a low-protein diet in patients 
with stages 3 to 5 chronic kidney disease?" J Ren Nutr 23 (2013): 164-171.

18. Fouque, Denis, Jing Chen, Wei Chen and Liliana Garneata, et al. "Adherence 
to ketoacids/essential amino acids-supplemented low protein diets and new 
indications for patients with chronic kidney disease." BMC Nephrol 17 (2016): 1-5.

19. Milas, N. Carole, Mary Patricia Nowalk, Lillie Akpele and Lori Castaldo, et al. 
"Factors associated with adherence to the dietary protein intervention in the 
modification of diet in renal disease study." J Am Diet Assoc 95 (1995): 1295-1300.

20. Fouque, Denis and Michel Aparicio. "Eleven reasons to control the protein intake 
of patients with chronic kidney disease." Nat Clin Pract Nephrol 3 (2007): 383-392.

21. Shah, Anuja P., Kamyar Kalantar-Zadeh and Joel D. Kopple. "Is there a role for 
ketoacid supplements in the management of CKD?" Am J Kidney Dis 65 (2015): 
659-673.

22. Mitch, William E. and Giuseppe Remuzzi. "Diets for patients with chronic kidney 
disease, should we reconsider?" BMC Nephrol 17 (2016): 1-8.

23. Piccoli, Giorgina Barbara, Irene Capizzi, Federica Neve Vigotti and Filomena 
Leone, et al. "Low protein diets in patients with chronic kidney disease: A bridge 
between mainstream and complementary-alternative medicines?." BMC Nephrol 
17 (2016): 1-13.

24. McNurlan, Margaret A. "New perspectives in the control of body protein metabolism." 
Br J Nutr 108 (2012): S94-S104.

25. McAllan, Liam, Paul D. Cotter, Helen M. Roche and Riitta Korpela, et al. "Impact of 
leucine on energy balance." J Physiol Biochem 69 (2013): 155-163. 

26. Jonker, Renate, Mariëlle PKJ Engelen and Nicolaas EP Deutz. "Role of specific 
dietary amino acids in clinical conditions." Br J Nutr 108 (2012): S139-S148.

27. Hou, YiChou, ChienLin Lu and KuoCheng Lu. "Mineral bone disorders in chronic 
kidney disease." Nephrol 23 (2018): 88-94.

28. Adamczak, Marcin, Anna Masajtis-Zagajewska, Oktawia Mazanowska and 
Katarzyna Madziarska, et al. "Diagnosis and treatment of metabolic acidosis in 
patients with chronic kidney disease–position statement of the working group of the 
polish society of nephrology." Kidney Blood Press Res 43 (2018): 959-969.

How to cite this article: Vachek, Jan, Ileana Peride, Elena Emanuela Rusu and 
Jiri Vlasak, et al. “Real-World Data of Protein-Restricted Diets Supplemented 
with Ketoanalogues in Predialysis Patients– Results of a Prospective Multicentric 
Observation Study.” J Nephrol Ther 12 (2022): 425.

https://www.acpjournals.org/doi/abs/10.7326/0003-4819-150-9-200905050-00006
https://www.sciencedirect.com/science/article/pii/S174391911400212X
https://www.sciencedirect.com/science/article/pii/S174391911400212X
https://www.sciencedirect.com/science/article/pii/S174391911400212X
https://academic.oup.com/ajcn/article-abstract/97/6/1163/4576778
https://academic.oup.com/ajcn/article-abstract/97/6/1163/4576778
https://academic.oup.com/ajcn/article-abstract/97/6/1163/4576778
https://www.sciencedirect.com/science/article/pii/S1051227606002986
https://www.sciencedirect.com/science/article/pii/S1051227604000093
https://www.sciencedirect.com/science/article/pii/S1051227604000093
https://onlinelibrary.wiley.com/doi/abs/10.1111/j.1440-1797.2006.00550.x
https://onlinelibrary.wiley.com/doi/abs/10.1111/j.1440-1797.2006.00550.x
https://www.academia.edu/download/41558011/Keto-Acid_Therapy_in_Predialysis_Chronic20160125-24127-1kwkt.pdf
https://www.sciencedirect.com/science/article/pii/S1051227612002038
https://www.sciencedirect.com/science/article/pii/S1051227612002038
https://link.springer.com/article/10.1186/s12882-016-0278-7
https://link.springer.com/article/10.1186/s12882-016-0278-7
https://link.springer.com/article/10.1186/s12882-016-0278-7
file:///D:/RAM%20OFFICE/GPMP/GPMP%20Volume.%2059.3/GPMP%20Volume.%2059.3_AI/Milas, N. Carole, Mary Patricia Nowalk, Lillie Akpele, Lori Castaldo, Terry Coyne, Linda Doroshenko, Laura Kigawa, Debra Korzec-Ramirez, Laura Kinzel Scherch, and Linda Snetselaar. %22Factors associated with adherence to the dietary protein intervention in the Modification of Diet in Renal Disease Study.%22 Journal of the American dietetic association 95, no. 11 (1995): 1295-1300.
file:///D:/RAM%20OFFICE/GPMP/GPMP%20Volume.%2059.3/GPMP%20Volume.%2059.3_AI/Milas, N. Carole, Mary Patricia Nowalk, Lillie Akpele, Lori Castaldo, Terry Coyne, Linda Doroshenko, Laura Kigawa, Debra Korzec-Ramirez, Laura Kinzel Scherch, and Linda Snetselaar. %22Factors associated with adherence to the dietary protein intervention in the Modification of Diet in Renal Disease Study.%22 Journal of the American dietetic association 95, no. 11 (1995): 1295-1300.
https://www.nature.com/articles/ncpneph0524
https://www.nature.com/articles/ncpneph0524
https://www.sciencedirect.com/science/article/pii/S0272638614014759
https://www.sciencedirect.com/science/article/pii/S0272638614014759
https://bmcnephrol.biomedcentral.com/articles/10.1186/s12882-016-0283-x
https://bmcnephrol.biomedcentral.com/articles/10.1186/s12882-016-0283-x
https://link.springer.com/article/10.1186/s12882-016-0275-x
https://link.springer.com/article/10.1186/s12882-016-0275-x
https://bit.ly/3W9BNIw
https://link.springer.com/article/10.1007/s13105-012-0170-2
https://link.springer.com/article/10.1007/s13105-012-0170-2
https://bit.ly/3v15xLC
https://bit.ly/3v15xLC
https://onlinelibrary.wiley.com/doi/abs/10.1111/nep.13457
https://onlinelibrary.wiley.com/doi/abs/10.1111/nep.13457
https://www.karger.com/Article/Abstract/490475
https://www.karger.com/Article/Abstract/490475
https://www.karger.com/Article/Abstract/490475

