














Glomerular Preload and Afterload Reduction

tein excretion may also reduce progressive renal
function decline. This may be achieved by afferent
vasoconstriction (preload reduction), by efferent vas-
odilation (afterload reduction), or by a combination
of both. The precautions mentioned in the interpre-
tation of the studies on the potential of these regi-
mens to prevent renal function decline may, how-
ever, indicate that there is no straightforward rela-
tionship between the antiproteinuric and renal
protective mechanism of action of the different treat-
ments. It may well be that the fall in proteinuria that
is present within a few days in the case of the NSAID
(2.3.39) or a few weeks in the case of the ACE inhib-
itors (4.48) or the low-protein diet (7-9) is mediated
predominantly by a fall in Pgc, whereas in the long
run, factors, such as metabolic (100-102), coagula-
tion (103,104), growth promoting (105,106), and oth-
ers, will also contribute to the effect of these regi-
mens to retard progressive renal function decline.

WHAT QUESTIONS REMAIN TO BE SOLVED?

As indicated before, we are as yet far from drawing
definite conclusions for clinical practice. Even if the
ongoing trials with the different treatment modalities
give proof that successful intervention is possible,
the question remains as to which patient groups will
benefit most from which type of treatment? In that
respect, we should learn from the past decade, in
which many trials tried to document the beneficial
effect of low-protein diets. After all of these years, it
is still unanswered which individuals will benefit
most. Although it is tempting to study any type of
intervention in a form of renal disease that is rapidly
progressive (as in diabetic nephropathy), it may well
be that precisely the patients with a more slow pro-
gression to end-stage renal failure will benefit the
most. It may moreover be valid to assume that an
intervention will have the best result when it is
started in a relatively early phase of the disease, in
which situation it may be many years before a statis-
tically significant difference can be detected. If all
three treatments (protein restriction, ACE inhibitors,
and NSAID) may be effective in protecting renal func-
tion, will there be specific subgroups in which one
treatment may be preferable to another? If, as has
been suggested, dietary protein restriction is not ef-
fective in polycystic kidney disease, will ACE inhibi-
tors be renoprotective in those patients? Are ACE
inhibitors superior to low-protein diets in hyperten-
sive patients with renal disease? Similarly, as has
been shown for patients with diabetic nephropathy
(107), should blood pressure be lowered even if no
hypertension exists? Can it be predicted after short-
term treatment in an individual patient whether he
or she will have a better renal function outcome
during prolonged treatment? If so, it would be very
helpful for a better motivation of both the doctor and
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the patient to use the drug or the diet for many years.
One should consider whether a fall in urinary protein
excretion and/or a change in renal hemodynamics
that generally can be detected within a few weeks
after the start of the treatment may indicate that
prolonged treatment in that patient will result in a
renoprotective effect. All of these issues should be
taken into account when starting any future inter-
vention trials, because the ongoing trials may not be
able to answer all of the above questions.
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