
16 Research recommendations  

The Guideline Development Group has made the following recommendations 
for research, on the basis of its review of the evidence. The Group regards 
these recommendations as the most important areas to improve NICE 
guidance and patient care in the future.  
 

16.1 Key priorities 
 
16.1.1 Measurement of Kidney Function  

It is recommended that research is undertaken to identify more accurate and 
cost effective methods of measuring kidney function, especially in patients 
with GFR >60 mL/min/1.73m2   
 
Why this is important 

Although the use of prediction equations to estimate GFR from measurement 
of serum creatinine has proved to be a simple and cheap method to detect 
abnormal kidney function the limitations of serum creatinine as a marker of 
kidney disease are well known. The major advantages of creatinine are that it 
is an endogenous marker of kidney disease and it fulfils some, but not all, of 
the essential criteria for assessment of kidney function. We know that there 
are a number of other endogenous markers, for example cystatin C, that can 
be potentially used as measures of kidney function. Research needs to be 
directed towards finding an endogenous marker that reliably and accurately 
reflects underlying GFR, is simple and cheap to assay, but crucially also has 
low biological and analytical variability.   
 
16.1.2 Cardiovascular risk in people with CKD  

Evidence is required to better elucidate the mechanisms leading to increased 
risk of CVD in patients with CKD and to thus enable calculation of CVD risk in 
people with CKD 
 
Why this is important 

We know that people with CKD have an increased prevalence of 
cardiovascular disease and that they are far more likely to die from a CVD-
related cause than they are to progress to established kidney failure. The 
mechanisms driving this increased cardiovascular risk are still poorly 
understood. Whilst some traditional CVD risk factors such as hypertension 
clearly play a role, the prediction of cardiovascular risk using existing risk 
prediction models developed in people without CKD is flawed. Research is 
urgently required to elucidate the mechanisms that increase CVD risk in 
people with CKD and to determine the relative contribution of the key factors. 
 



 
16.1.3 ACEI/ARB therapy for low levels of proteinuria   
 

There is an urgent need to clarify the benefits of treatment with ACEi/ARB in 
non-diabetic CKD patients with lower levels of proteinuria.  
 
Why this is important 

The benefits of ACEI/ARB therapy for people with diabetes with 
microalbuminuria and all levels of macroalbuminuria are well established. It is 
also established that ACEI/ARB therapy for people with significant proteinuria 
(ACR>30 mg/mmol, equivalent to proteinuria >0.5g/day) without diabetes is 
beneficial. We do not yet know whether ACEI/ARB therapy in people without 
diabetes and with lower levels of proteinuria in the absence of cardiovascular 
indications is of additional benefit over and above good blood pressure 
control. It is also possible that use of ACEI/ARB therapy in this group of 
people with CKD may have an overall detrimental effect. There is a need for 
well conducted RCTs to establish the risk:benefit ratio in this group. 
 
 
16.1.4 Does age or gender matter in CKD?   

Further research is required to determine the impact of age and gender on 
outcomes stratified by level of GFR and presence or absence of proteinuria. 
 
Why this is important 

We know that CKD is increasingly prevalent with increased age, and that the 
female gender is predominant in older age groups with CKD. Some suggest 
that this is largely a function of ageing and an epiphenomenon of the use of 
the MDRD equation to estimate GFR, whilst others maintain that this is a true 
effect. Studies are required to clearly determine the impact of age and gender 
on adverse outcomes in people with CKD. These studies should include 
stratification by level of GFR and presence or absence of proteinuria in their 
design.   
 
  
16.1.5 Validation of estimating equations in differing CKD populations  

There is a need to validate eGFR equations in ethnic groups other than 
Caucasians and African-Caribbeans and amongst older people. 
 
Why this is important 

Although the use of the MDRD equation is recommended and indeed already 
widely applied, the population it was developed in is not representative of all 
those with CKD. The same criticism may be levied for other prediction 
equations used to estimate GFR. There is therefore a need to validate these 



estimating equations in all populations with CKD, in particular those not 
represented in the MDRD study, such as the older population. 
 
 
 

16.2 Other potential research topics 
 
16.2.1 Vitamin D deficiency in CKD 

There is a need to better understand the implications of elevated phosphate 
and PTH concentration and the role and benefits of various forms of vitamin D 
replacement therapy in patients with stage 3 and 4 CKD. 
 
Why this is important 
 
Vitamin D deficiency is common amongst the institutionalised and in the older 
population, it is also more common than previously recognised in younger 
populations. In people with CKD measured phosphate levels, although within 
the normal laboratory range, begin to rise at relatively early stages of CKD. 
Both vitamin D deficiency and phosphate have an impact on PTH 
concentration. More research is required to understand the role and benefit of 
various forms of vitamin D replacement therapy in people with CKD.  
 
 
16.2.3 Identification of CKD and its associated features 

Computer programs to analyse data on GFR, albuminuria, haemoglobin 
levels, blood glucose, blood pressure, cholesterol and prevalent 
cardiovascular disease held on primary and secondary databases should 
urgently be evaluated to assess their impact on identification and optimal 
management of people with CKD. 
 
Why this is important 
 
Approximately 30 percent of the whole population have had tests from which 
information relating to CKD can be determined. These data are stored in both 
primary care and secondary care databases and can easily be used to identify 
people with CKD and assess whether or not their treatment and management 
is both appropriate and optimal. To do this requires the development of tools 
in the form of computer programs to extract and evaluate the existing data.   
 
 
16.2.4 Isolated invisible haematuria 

Epidemiological study to better define the risk of progression of CKD in 
patients with invisible haematuria without proteinuria and without an identified 
urological cause is recommended 
 



Why this is important 
 
The term isolated invisible haematuria implies an absence of proteinuria and 
either normal or stable kidney function. In the absence of urological causes 
the underlying pathology is assumed to be of glomerular aetiology  
(predominantly either Ig A nephropathy or thin membrane nephropathy. 
Although the risk of progression to established kidney failure is believed to be 
extremely low the risks associated with progression, and the factors 
suggesting an entirely benign prognosis, have not yet been adequately 
determined.   
 
 
16.2.5 Identification of people at risk from CKD 

Programs should be developed to assist the identification of people registering 
in primary care who are at risk of CKD on the basis of demographic and other 
factors. 
 
Why this is important 
 
Certain people are at increased risk from CKD and the factors predicting this 
increased risk are well known. People registering with primary care have 
information relating to demographics, past medical history, family history and 
treatment details entered onto primary care databases. These data may be 
extracted and assessed by a tool in the form of a computer program to flag 
those people at increased risk from CKD and thus aid their earlier 
identification. 
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