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Even if surrogates are misleading 
substitutes, measurement of 
quality of care is worthwhile

Dr Helena Sá

Consultant, Nephrology
President of National Commission for Monitoring of Dialysis
(Comissão Nacional de Acompanhamento de Diálise – CNAD)

Sir,

We are concerned about the radical view of the proposal by Dr. José Vinhas1 that denies the utility of 
adopting therapeutic thresholds as a tool to promote and evaluate optimal therapy adequacy in dialysis 
(as is currently adopted in Portugal)2.

We believe that the problem lies in knowing what we are, in fact, discussing. On one hand, we should 
consider the existence of clinical end points or outcomes such as mortality, which is, without a doubt, the 
most important clinical end point in the haemodialysis population. On the other hand, there are surrogate 
end points or markers, for which Dr. José Vinhas properly points out that “the key criterion for the validity 
of a surrogate end point is the possibility of predicting the effect of the treatment on the clinical outcome 
by the effect of the treatment on the surrogate”1. Finally, we should also contemplate the therapeutic 
thresholds (indicators of quality of care, quality of care measures or performance targets) based on a quality 
measurement programme, whichever it is, that could be chosen (if chosen at all), in order to affect reim-
bursement of treatment. True surrogate markers for every important clinical outcome should be recom-
mended. However, the lack thereof does not imply that quality measurement is not worthwhile. Otherwise, 
are we prepared to return to the beginning of technological and process improvements?

To better describe the danger of reducing the evaluation of our clinical practice to surrogate markers selec-
tion, we should reflect on the (bad) example of the HEMO Study which supported the continued use of a Kt/V 
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urea of 1.2, since it could not demonstrate an improvement in outcomes by increasing Kt/V urea above this 
standard, on conventional thrice-weekly haemodialysis3. However, both the HEMO Study and the other large 
randomised trial into dialysis dose measured by urea removal (the National Cooperative Dialysis Study), did 
not prove that it is safe to sustain below-standard Kt/V urea and, we do not comprehend Dr. José Vinhas’s 
statement to the effect that “with current environment and prescription patterns, it’s unlikely the dose of dialysis 
will have a significant impact on patient morbidity or mortality”1,4,5. We look forward to discovering what kind 
of other therapeutic thresholds related to adequacy of dialysis Dr. José Vinhas currently relies on: longer treat-
ment times, removal of phosphate and larger molecules associated with high flux, or none, perhaps?6-12

All quality measurement programmes deserve continuous and critical evaluation. Although critical evalu-
ation should not be neglected, we anticipate that without a quality surveillance programme, inspired by 
clinical practice guidelines, we risk less order and poorer organisation. Furthermore, improving quality of 
care, then, proves to be more difficult. A pertinent but different issue is to decide whether achieving targets 
for clinical measures or thresholds should, or not, affect reimbursement (as in Germany, the United States 
and here in Portugal, actually)2,13.

Sharing this point of view, the National Commission for Monitoring of Dialysis (Comissão Nacional de 
Acompanhamento de Diálise – CNAD) has undertaken a critical review of the current quality of care pro-
gramme assessed by specific parameters in each dialysis unit2. The new proposal has focused on the 
adoption of a clinical endpoint (mortality), a surrogate marker (definitive vascular access) and two thera-
peutic thresholds (level of haemoglobin higher or lower than 12 and 9 gr/dL, respectively and eKt/V urea 
or URR higher than 1.2 and 65%, respectively)14,15.

We believe that this new proposal will contribute to ameliorating the measurement of quality haemodialysis 
care. We refuse to narrow our irreplaceable clinical experience and daily practice to the results of few, and 
by no means representative, trials as they are so frequently underpowered even if of randomised controlled 
design. For instance, the NCDS was not powered to evaluate mortality as an outcome, and the HEMO Study 
lacked convincing evidence demonstrating that shorter treatment sessions are safe3-5. As researchers of the 
HEMO Study Group indicate, their results do not rule out benefits of more intensive therapies such as daily 
treatment (or six times per week) or very long dialysis sessions (more than six hours each)16. Several large 
observational studies suggested that doses of dialysis that were higher than standard doses and the use of 
dialysis membranes with higher-permeability characteristics (or flux) were associated with lower mortality. 
The highest long-term survival rates among patients undergoing dialysis treatment three times weekly have 
been reported by groups that have used high doses and long treatment times8,17-23.

Following this, the Frequent Hemodialysis Network recently completed two prospective randomised trials 
examining the effect of more frequent, short-hours and nocturnal haemodialysis compared with standard 
thrice-weekly treatments11-12. Whereas the first frequent short-hours trial reported favourable results in the 
composite outcomes of death or change in left ventricular mass, the negative results of nocturnal haemo-
dialysis trials cast some doubt on whether intensive home dialysis has any advantages over conventional 
haemodialysis. Once again, should we abandon haemodialysis intensive therapies? Both trials, although 
prospective and randomised, were underpowered to detect a mortality effect and none assessed patient 
quality of life. A large enough randomised, controlled trial of intensive haemodialysis is unlikely to appear 
in the coming years. Meanwhile, we believe there are a number of significant observational studies that 
cannot be dismissed24,25.

It is our belief that until we see large randomised controlled trials revealing true surrogate markers in 
the dialysis field (if feasible at all), we must trust in the best available evidence to help in our clinical and 
policy decisions.
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