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19 December 2014
Submission of comments on 'Draft guideline on the clinical investigation of medicinal products to prevent development/slow progression of chronic renal insufficiency’ – EMA/CHMP/355988/2014
Comments from:

	Name of organisation or individual

	EFPIA – Pär Tellner (par.tellner@efpia.eu)


Please note that these comments and the identity of the sender will be published unless a specific justified objection is received.

When completed, this form should be sent to the European Medicines Agency electronically, in Word format (not PDF).

1.  General comments

	Stakeholder number

(To be completed by the Agency)
	General comment (if any)
	Outcome (if applicable)

(To be completed by the Agency)

	
	EFPIA welcomes this guideline which sets out practical steps to facilitate development of compounds used to prevent development and to slow the progression of chronic renal insufficiency. 
We urge to keep in mind that studies are complex and difficult to conduct. Therefore, it is of importance that the guideline strikes the right balance between enabling practical studies and seeking rigorous scientific data.
	

	
	On a general note, the draft guideline seems to miss a discussion about biomarkers used to predict treatment response. 
Change in eGFR is too slow of an event for a clinician to use to judge that the patient is deriving benefit from the drug.  Albuminuria reduction that occurs shortly after initiating treatment may serve that role, but possible other novel biomarkers may also be useful for patient selection or to demonstrate that they are deriving renal benefit
	

	
	For consistency with current nomenclature, suggest using the term “Renal Impairment” in place of “Renal Insufficiency”
	

	
	Various terminologies are used for synonymously terms. 

It is suggested to use the appropriate respective terms and to give a short definition in the ‘Definitions’ section
For example: 

1) The terms ‘diabetic nephropathy’ and ‘diabetic kidney disease’ as well as ‘hypertensive nephropathy’ and ‘hypertensive nephrosclerosis’ are used interchangeably throughout the text. 
2) The term ‘renal survival’ is mentioned several times in the document without clear definition. In the ‘Definitions’ section the term ‘onset of renal failure’ is defined. 
	 


2.  Specific comments on text

	Line number(s) of the relevant text

(e.g. Lines 20-23)
	Stakeholder number

(To be completed by the Agency)
	Comment and rationale; proposed changes

(If changes to the wording are suggested, they should be highlighted using 'track changes')
	Outcome

(To be completed by the Agency)

	Lines 61-64
	
	Comment:

It is not clear what is meant by “progression of nephropathy on the one side and certain magnitude of intrinsic renal toxicity of the compound on the other side.” 
The statement seems to imply a narrow therapeutic window for drugs of this class where there may be difficulty selecting a dose that achieves a balance between sufficient efficacy and the potentially harmful effects of exaggerated pharmacology; or alternatively that preclinical studies may have demonstrated renal toxicity that must be excluded at doses tested in human studies—which would hold true in any clinical development program?
Proposed change (if any): 
Please clarify or remove.
	

	Line 92-94
	
	This guideline is focused on treatments that prevent or slow the progressive loss of eGFR that in turn requires a study of considerable patient size and study duration.  
What are not specifically addressed in this guidance are treatments directed at types of CKD where there is a more limited patient population size or that may affect other aspects of renal injury, such as treatment of nephrotic syndrome or treatment/prevention of renal flares in a condition such a SLE. 
It would be helpful to specify whether such situations are included in the scope and provide some guidance for development programmes in kidney disease with endpoints that do not depend on loss of eGFR over time or where limited size of the patient population makes it unfeasible to power the study for hard renal endpoints.   
	

	Line 119
	
	Consistent with the comment on lines 92-94, it would be helpful to draw a distinction between a therapy associated with proteinuria reduction vs. successful treatment of nephrotic syndrome where there can be clinical benefit associated with resolution of the nephrotic syndrome independent of beneficial effects on rate of eGFR loss.

	

	Line 137
	
	Comment: 
A comprehensive listing of all medication is not feasible. As the targeted patient population usually suffers from various co-morbidities, who are also often hospitalized and receive acute treatments. The paragraph mentions pre-defining medicinal products that could affect the results of the study. This latter is considered sufficient from a clinical trial design.  
Proposed change (if any):

All products taken must be documented. Every attempt should be made to collect information on products being taken. Medicinal products that could affect the results during the study must be predefined or excluded if feasible

	

	Line 174
	
	Comment:  
We would like to request that remission of microalbuminuria also be considered as an endpoint.
	

	Lines 175-186
	
	Comment:

The implementation of mGFR during development is not supported. Due to a lack of evidence and the expected (practical) constraints in the conduct of clinical trials. The guideline should also acknowledge that Cystatin C may be used as an alternative to SCr when calculating eGFR.
Stevens et al 2006* state that measured GFR is complex, expensive and difficult to do in routine clinical practice.  It has a measurement error of 5 to 20% (variation within a single clearance procedure or between procedures on different days).  The variation is greater in the higher ranges of GFR on the absolute scale.  

In the African-American Study of Kidney Disease and Hypertension, within patient variability over time in SCr based eGFR was slightly smaller than for mGFR using renal iothalimate clearance.  This suggests that for a cystatin, one can estimate the change in renal function with SCr eGFR with similar or slightly greater precision than mGFR.
Both Urinary clearance and Plasma clearance methods are currently utilized for measured GFR (mGFR), and are only generally available in limited specialized medical facilities worldwide. All mGFR techniques are subject to day-to-day variability, in part secondary to hydration status, protein intake, exercise, and diurnal variation. The accuracy of Urinary clearance methods for mGFR may be affected by bladder emptying, especially in older subjects, and require additional procedures such as catheterization/ultrasound/radiation probes. 
The major disadvantage of Plasma clearance mGFR is the length of time (generally > 5 h) needed to determine the disappearance curve, while even longer times may be needed in people with very low GFR (8 to 10 h). In addition, it may be difficult to obtain repeated blood samples in people with poor vascular access. Coefficients of variation for individual urinary and plasma mGFR methods vary from 5-18%, and differences between various methods generally average 10%. Further there appears to be no universal agreement on the formula to use when adjusting mGFR for body surface area.
There are also significant issues regarding the availability and selection of exogenous markers for mGFR. For example, commercial sources of inulin are very limited. 51Cr-labeled EDTA although available in Europe, is not available in the United States. Though clearance of various radionuclide markers, including 99mTc-labeled diethylenetriaminepentaacetic acid (DTPA), and 125I-labeled iothalamate have been used for mGFR, such markers involve special specimen handling, require radiation exposure, and are now subject to decreasing subject acceptance. A history of iodine or contrast allergy precludes the use of iohexol and iothalamate mGFR.
* Ref:

Lesley A. Stevens, M.D., Josef Coresh, M.D., Ph.D., Tom Greene, Ph.D., and Andrew S. Levey, M.D. Assessing Kidney Function — Measured and Estimated Glomerular Filtration Rate; N Engl J Med 2006;354:2473-83.
	

	Lines 190 - 192
	
	Comment:

The use of timed urine samples may not be feasible. These are considered cumbersome for the patient and don’t demonstrate scientific advantage in comparison to alternatives.

 Heerspink et al 2010* showed in post hoc analysis of RENAAL data lower intra-individual variability with 1st morning ACR than 24 hr UPE or UAE and they conclude it is the best option to monitor albuminuria over time.  This parameter also was superior to 24 hr UPE or UAE at predicting renal events.  It is much easier for patients to collect as 24 hr collection is cumbersome and fraught with incomplete sample collection and inaccurate collection time
*Hiddo J. Lambers Heerspink, Ron T. Gansevoort, Barry M. Brenner, Mark E. Cooper, Hans Henrik Parving, Shahnaz Shahinfar, and Dick de Zeeuw. Comparison of Different Measures of Urinary Protein Excretion for Prediction of Renal Events; J Am Soc Nephrol 21: 1355–1360, 2010.

Proposed change:

A timed urine sample should be done after positive ACR/PCR results to confirm the findings. After positive ACR/PCR results, a repeat ACR/PCR or a timed urine sample should be conducted to confirm the findings. The timed urine sample is the method of choice to be used in assessing the efficacy of the treatment during the study.
	

	Line 196


	
	Comment:

We would propose to use eGFR as a primary endpoint (as mentioned in comment line 175-186). However, regarding the 50% reduction, we would like to propose to specify reduction 30% instead of the proposed 50%. The robustness of such an endpoint may be increased by considering replicate sampling at baseline and key time points to reduce variability.
Recent meta-analyses of outcome trials indicate that a loss >30% is more often achieved in clinical trials and yet remains predictive of progression to ESRD (Heerspink et al, Am J Kidney Dis. 2014 Feb;63(2):244-50; Coresh et al, JAMA. 2014 Jun 25;311(24):2518-31).
Proposed change:

The recommended primary endpoint is time-to-predefined and justified confirmed loss in eGFR, such as 30%.
	

	Line 197-198


	
	Comment:

Suggest adding wording to end of sentence on line 198 to include qualification based on certain patient populations.
Proposed change:

 “Other (lower) magnitudes of proportions might be used, provided this magnitude is qualified for specific primary disease or specific patient populations (e.g.., pediatric patients).”
	

	Line 198
	
	Comment: 

‘Renal loss’ is not clearly defined. The definition given in the ‘Definitions’ section is ‘onset of renal failure’. 

Proposed change: 

This term should be used consistently.
	

	Line 199
	
	Comment:

It is not clear how ‘advanced rapidly progressive disease’ is defined. Both parts of the term, ‘advanced disease’ and ‘rapidly progressive disease’, can be interpreted differently. 

For some authors advanced disease might be defined by an eGFR < 60 ml/min/1.73 m² and for others it might start with an eGFR < 45 or 30 ml/min/1.73 m². And how does the degree of proteinuria relate to it? Also for the progression of eGFR decline over time ‘rapidly’ might be defined by a decline > 3 ml/min/1.73 m² per year or > 5 ml/min/1.73 m² per year. Furthermore, typically a study population in the field of CKD consist of a mixed patient population including ‘slow’, ‘fast’, and ‘very fast’ progressing individuals. 

Proposed change: 

It is suggested to change the wording to ‘as feasible and justified by the stage of disease and anticipated progression rate’ (please also refer to next comment)
	

	Lines 198-200
	
	Comment:

We respectfully disagree that mortality should be a mandatory component of a renal outcomes study, since most studies for CKD progression will not be powered to detect statistically significant differences in death. Approved therapies for diabetic nephropathy (DN) have not shown meaningful differences in death events.  Inclusion of mortality should therefore be considered on a case by case basis.  We agree that mortality should be assessed as a secondary safety endpoint to make sure that the investigational treatment does not appear to be associated with an appreciably increased risk of mortality.  But this use is different than including it as part of the primary outcome. 
Proposed change: 

Inclusion of mortality in a composite endpoint should be considered on a case by case basis. The composite of all-cause mortality and renal loss (CKD 5D, see definitions) should always be reported and in case of advanced rapidly progressive disease should be considered as a co-primary endpoint with justified acceptance criteria.
KDIGO 2012 Clinical Practice Guideline for the Evaluation and Management of Chronic Kidney Disease. Kidney Int Suppl. 2013;3:1, Al-Aly Z, et al. J Am Soc Nephrol 2010;21:1961, Shlipak MG, et al. J Am Soc Nephrol 2009;20:2625, Rifkin DE, et al. Arch Intern Med 2008;168:2212, Rosansky SJ, et al. Kidney Int 2014;85:723
	

	Line 213
	
	Comment: 

Most of the endpoints listed would only be expected to occur in studies of a very long duration and would not be expected to occur in most phase 3 studies.
Proposed change: 

The following secondary endpoints for primary and secondary prevention should be considered dependent on study duration;  
	

	Line 214
	
	Comment: 

The draft guideline suggests considering a secondary endpoint of renal function at different time points.   It is generally agreed that it is crucial to measure renal function over time. 

However, in case the test treatment exerts direct hemodynamic effects on the kidneys affecting renal function the determination of renal function at given time points might be misleading. 

Good examples are angiotensin receptor blockers (ARB). For ARBs it has been shown that they might induce an early drop in eGFR. This worsening in renal function is fully reversible even after long term treatment. More relevant for renal protection under treatment with ARBs is the further decline in renal function after the early drop in GFR occurred. Furthermore, it has been shown that those patients with the strongest early drop in GFR benefit most from ARB treatment. 

Proposed change: 

Therefore, it is suggested to include the rate of decline of renal function, starting after an early drop as appropriate, as a secondary endpoint. Renal function at different time points e.g., 6, 12, 24 months, 3 and 5 years and the difference between treatments in the slope of decline of renal function over time. Depending on the direct renal effects of the drug under investigation it can be advisable to start measurement of the slope of renal function decline after a certain initial treatment phase e.g. 3 months.
Bakris GL, et al. Arch Int Med 2000;160:685, Evans M, et al. Nephrol Dial Transplant 2012;27:2255, Holtkamp FA, et al. Kidney Int 2011;80:282, Rosansky SJ, et al. Kidney Int 2014;85:723
	

	Lines 221 - 231
	
	Comment: 

We assume the timeframe for these endpoints is within the study, but this should be clarified / added.


	

	Line 229
	
	Comment: 

It is not clear how malnutrition would be defined.


	

	Lines 245 – 249
	
	Comment: 

The draft guideline suggests to base trial planning on the predicted decline in renal function in the target population and the resulting step up in CKD stages. 

It is not clear what is meant by this suggestion. Predicting the GFR decline before the trial start can’t be done by using measurements from included patients (past and on-going). 

Also a definition of the risk factors for faster decline in GFR should be given as the differences between fast and slow progressors are not fully understood today.
	

	Lines 289 – 291
	
	Comment: 

It is suggested to make a less forcefull statement regarding comparison versus approved treatments. 

Angiotensin converting enzyme inhibitors (ACEi) and ARBs have been approved for the treatment of renal disease in diabetics. At the same time they are part of the antihypertensive regimen. 

Although treatment with ARBs has been shown to be effective in the treatment of diabetic nephropathy in the RENAAL and IDNT trial event rates are still considerably high. 

Guidelines strongly recommend their use. From both, ethical and practical considerations, it seems to be indicated not to withdraw ACEi or ARB treatments from patients suffering from diabetic nephropathy in long term phase III trials due to the detrimental consequences of chronic kidney disease and the complexity of guideline conform blood pressure control in this patient population. 

Proposed change: 

“If an approved regimen already exists, then comparison with that regimen is strongly recommended recommended unless there are valid scientific reasons to select another comparator. desirable”
	

	Lines 330 - 331
	
	Comment:

Renal biopsies are not recommended in clinical guidelines and are not common clinical practice. Additionally, in most of the cases this is also not considered required for clinical decision making. 

This latter is especially the case in diabetic nephropathy. Renal biopsies are bearing the potential risk of bleeding with subsequent renal damage. Therefore, it is practically impossible to convince physicians and patients of the necessity of renal biopsies for clinical trials in diabetic nephropathy. Taking this into account it is recommended to limit this recommendation to renal diseases with clear indication for renal biopsies.

To address the problem of disease misclassification in guidelines, e.g. K/DOQI*, a clear clinical definition of diabetic nephropathy is given which is also usually used to define the patient population for trials in diabetic nephropathy (e.g. eGFR 20 – 60 ml/min/1.73 m² and presence of macroalbuminuria and without history or signs to indicate an alternate diagnosis). 

Even if the diagnosis rate were incorrect in a small percentage of DN study subjects, then the risk of a few non-responders because of incorrect diagnosis would not falsely favour efficacy.

Proposed change:

Renal biopsies are of major importance for the proper diagnosis e.g., of diabetic nephropathy in case of type 2 diabetes or chronic allograft nephropathy of the specific type of chronic kidney disease. It is only recommended to perform renal biopsies in clinical trials where a specific treatment is dependent upon the histological diagnosis of the renal disease. 

* KDOQI Clinical Practice Guidelines and Clinical Practice Recommendations for Diabetes and Chronic Kidney Disease. Am J Kidney Dis 49:S1-S180, 2007 (suppl 2)
	

	Lines 338-344
	
	Comment: 

Since the guideline acknowledges that the paediatric plan would have to be determined on a case-by-case basis, it should not proceed to describe in detail the situations where paediatric development is needed.

Proposed change: 

Delete paragraph

Pharmacokinetic and dedicated efficacy/safety studies in children should be undertaken to address specific paediatric issues related to development or progression of CKD such as (a) treatment of all systemic diseases and risk factors (e.g. carbohydrate dysmetabolism/diabetes mellitus, hypertension) increasing the risk for renal disease; and (b) prevention of sodium and phosphates excesses, metabolic acidosis and anaemia (iron deficiency and erythropoietin supplementation), hyperuricemia, hyperlipidaemia, and dental plaque; Renal function should be measured employing most informative estimations, such as Schwartz revised composite eGFR estimation (2009).
	

	Lines 352 - 374 / 364 – 366


	
	Comment: 

Within section 4.6, there are two statements that nephrotoxicity adverse events should be monitored: 

· Line 354: “Safety is normally assessed based on treatment-emergent adverse events…”  
· Line 364-366:”…should be carefully evaluated profiling the magnitude and time to specific nephrotoxicity events…”
We would suggest the agency to consider a given Standardised MedDRA Query or set of Preferred Terms in general. As it is considered to be relevant, taking into consideration that these may change with time. 
	

	Lines 358-360
	
	Comment: 

We agree that patients with CKD are at risk for AKI and often develop AKI during a clinical trial. While it might be feasible in some cases to follow the patient with an AKI episode who withdraws from treatment, long term follow-up beyond the study is not practical.   
Proposed change:

Data obtained from long term studies are therefore essential, including treatment of renal insufficiency progression after acute kidney injury.   Where feasible, collect and analyze data on CKD progression following episodes of acute kidney injury.
	

	Line 375
	
	Comment: 

Suggest the eGFR is appropriately defined.
	

	Lines 375 - 383
	
	Comment: 

We propose the following definitions, as per Kidney Disease Improving Global Outcomes (KDIGO), which includes further refinement of GFR category 3, into 3a and 3b based on substantial data that there are differences in outcomes and risk for those who have GFR values between 45 and 60 versus 30 and 45 ml/min/1.73 m2.
The full CKD staging system includes 3 categories of albuminuria representing normal to mildly increased, moderately increased (formally called microalbuminuria) and severely increased (formally termed macroalbuminuria) as albuminuria is a risk factor independent of eGFR

Proposed change:
Category

Description

GFR (ml/min/1.73 m2)

1

Normal or high

≥ 90

2

Mildly decreased*

60 – 89

3a

Mildly to moderately decreased 

45 – 59

3b

Moderately to severely decreased

30 - 44

4

Severely decreased 

15 – 29

5

Kidney failure

<15 

*Relative to young adult level

Source: “KDIGO 2012 Clinical Practice Guideline for the Evaluation and Management of Chronic Kidney Disease,” Kidney Disease Improving Global Outcomes (KDIGO), January 2013.


	

	Lines 387 – 388
	
	Comment: 

In the draft guideline the “onset of renal failure” is defined as the initiation of renal replacement therapy. This definition is deemed to be insufficient. There is considerable geographic variation in the decision making process for initiation of renal replacement therapy. 
This results in a high variability of the GFR threshold for start of dialysis which might be in a range from 3 to more than 20 ml/min/1.73 m². It might be subject to further future changes depending on new trial results and guidelines. 
In order to reduce potential bias resulting from differences in dialysis initiation policies it is recommended to include an eGFR threshold of 15 ml/min/1.73 m² into the definition of onset of renal failure. This threshold is identical to the general recommendation for start of dialysis in many guidelines.

Proposed change: 

(2) onset of renal failure, defined by reaching an eGFR of 15 ml/min/1.73 m² or, whatever comes first, initiation of renal replacement therapy, either for symptoms or complications of decreased renal function.
KDOQI Clinical Practice Guidelines and Clinical Practice Recommendations for 2006 Updates: Hemodialysis Adequacy, Peritoneal Dialysis Adequacy and Vascular Access. Am J Kidney Dis 48:S1-S322, 2006 (suppl 1), Rosansky SJ, et al. Kidney Int 2009;76:257
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