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The kidney, a cardiovascular risk marker, and a new target for

therapy
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The kidney, a cardiovascular risk marker, and a new target for
therapy. Both reduced filtration power and increased excretion
of albumin in the urine are powerful markers for renal and
cardiovascular progressive function loss. These risk markers
indicate the risk above and beyond the conventional existing
risk markers/factors. The risk is substantial, because both re-
duced filtration and microalbuminuria are highly prevalent in
the general population, matching in prevalence with the most
well-known risk factor, hypertension.

Therapeutic interventions to preserve renal and cardio-
vascular function, such as with angiotensin-converting enzyme
inhibitors and angiotensin Il receptor antagonists, are highly ef-
fective, particularly in those patients that have reduced filtration
power. In addition, short-term reduction of albuminuria that
follows the renin-angiotensin-aldosterone-system intervention
appears to be predictive of long-term cardiovascular and renal
protection.

In conclusion, estimated glomerular filtration rate as well
as albumin excretion in the urine are powerful predictors for
cardiovascular and renal outcome and should be used as such.
Intervention and prevention could be aimed at not only at re-
ducing conventional risk markers, but also at reducing albumin-
uria.

Classic cardiovascular (CV) risk profiling is based on
age, gender, blood pressure, cholesterol, smoking, body
weight, and type 2 diabetes. The combination of most
of these factors renders the doctor the Framingham risk
score. This allows us to classify the CV risk of a patient in
the office. In addition, it also allows us to initiate and jus-
tify our therapeutic strategies. These therapies are aimed
at reducing modifiable risk factors and markers, thereby
hopefully reducing CV and renal risk. Indeed, there is an
intriguing overlap between the kidney and the heart in
this respect. Lowering blood pressure has a marked ef-
fect on preventing further end-organ damage, both with
respect to CV and renal end points. Recently, lowering of
cholesterol has been added to this CV and renal protec-
tive armamentarium. With respect to diabetes, metabolic
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control was a big step in preventing the life-threatening
end-organ effects of diabetes, which reduces renal as well
as CV risk. Reduction of smoking and body weight has
also been associated with CV protection, and protective
effects on the kidney are suggested.

Despite the armamentarium of risk profilers and re-
lated therapies, CV and renal protection remains subop-
timal, in that many patients progress to end-stage renal
disease or show CV morbidity or mortality despite opti-
mal treatment. Thus, the search for newer, better pre-
dictors or, more importantly, new therapy targets, has
been ongoing. Aside from parameters reflecting general
inflammation (among others, C-reactive protein), an in-
triguing relation was recently revealed between the kid-
ney and the CV system, which allows novel approaches to
CV risk profiling and therapy. Both the level of glomeru-
lar filtration rate, as well as the level of albumin leakage
in the urine appear to be extremely potent markers for
CV and renal disease progression.

The purpose of this short review is to define renal
dysfunction as the new risk marker for CV and renal
end-organ damage and, more importantly, to mark albu-
minuria as the novel target for therapy of the 21st century
to prevent CV and renal disease progression.

RENAL FILTRATION AS A CV RISK MARKER

Recently, several population surveys established that
renal function, measured as estimated glomerular filtra-
tion rate (eGFR), varies considerably between individ-
uals, and that unrecognized loss of filtration power and
chronic kidney disease (CKD) is relatively common. The
estimated prevalence of CKD, defined as an eGFR <60
mL/min, is 6.3% in the United States [1]; when defined
as a combination of eGFR <60 or eGFR >60 + microal-
buminuria/proteinuria, the estimated prevalence is even
higher, 11%. In our town, Groningen, we conducted a
survey among the general population and indeed found
that the normal value of eGFR is frequently reduced in
the normal population (Table 1). Classifying CKD as an
eGFR <60, we found close to 8% prevalence and, adding
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Table 1. Distribution of renal function (¢GFR) in the “general”
population in Groningen, The Netherlands, in the PREVEND study

(left panel)
eGFR distribution CKD distribution
eGFR
mL/min N % CKD stage N %
8459 8459
>90 2043 24 (23) I1(>90 + Alb) 225 27(1.3)
60-90 5918 69 (71) II (60-90 + Alb) 771 9.1(3.8)
30-60 487  5.7(5.3) I1I (30-60) 487  5.7(5.3)
15-30 8 0.1(0.04) IV (15-30) 8 0.1(0.04)
<15 3 0.04 (0) V (<15) 3 0.04 (0)

Abbreviations are: eGFR, estimated glomerular filtration rate; MDRD,
Modification of Diet in Renal Disease (study); PREVEND, Prevention of
Renal and Vascular End-stage Disease; CKD, chronic kidney disease; K/DOQI,
Kidney Disease Outcomes Quality Initiative; GFR, glomerular filtration rate;
Alb, albumin.

eGFR is estimated with the simplified MDRD formula. CKD is staged accord-
ing to the K/DOQI guidelines. CKD was defined as a GFR <60 or a GFR >60
+ albuminuria >30 mg/24 h (right panel). Because the total PREVEND study
population of 8459 patients was enriched for the presence of microalbuminuria,
distribution was also calculated in the true random sample from the general
population (N = 2489). Bold percentages in parentheses are given as those rep-
resenting the distribution of eGFR and CKD in this unselected population cohort.

the group with an eGFR >60 with microalbuminuria or
proteinuria, we found CKD to be present in 12% of the
general population (Table 1). Thus, both studies show that
CKD has a high prevalence.

Raised levels of serum creatinine or reduced levels of
eGFR are associated with increased CV risk, as is found
in many different studies and populations. Not only can
this be found in already at-risk populations such as in
those with heart failure [2] and postmyocardial infarc-
tion (Captopril and Thrombolysis Study trial) [3], it is
also present in hypertensive or at-risk populations [Heart
Outcomes Prevention Evaluation (HOPE)] [4], and even
in the general population [Prevention of Renal and Vas-
cular End-stage Disease (PREVEND)] [5]. In all these
studies, relatively mild reduction in eGFR (around 60-80
mL/min) was already associated with increased CV risk.
Combining the epidemiology of renal function levels in
the general population and the CV risk in at-risk popula-
tions, one can see that we are dealing with the kidney as
a potentially important risk marker of CV disease.

Although the exact mechanism of this relation is not
understood, one could hypothesize that decreased renal
function is associated with neurohormonal changes (pos-
sibly compensating for the reduction in glomerular filtra-
tion rate). These hormones, such as angiotensin, may, in
turn, cause aggravation of cardiac problems. If true, then
angiotensin would be an important target for protecting
the kidney and the heart in patients with reduced renal
function.

RISK REDUCTION BY TREATMENT OF

PATIENTS WITH REDUCED RENAL FUNCTION
There is, unfortunately, no evidence yet that increas-

ing renal function, by, for instance, growing new kidney

tissue, will reduce CV or renal risk, which would be an ex-
tremely interesting approach. We do have evidence that
intervening in the renin-angiotensin-aldosterone system
(RAAS) gives CV and renal protection, particularly in
those that have reduced renal function. Hillege et al [3]
showed that angiotensin-converting enzyme (ACE) in-
hibition rendered CV protection postmyocardial infarc-
tion, more so for those with lower starting eGFR (Fig. 1).
Similarly, Mann et al demonstrated that ACE inhibition
was at least as cardioprotective in those CV-risk patients
that had the lowest eGFR (HOPE) [4]. Also, in patients
with more advanced diabetic nephropathy, angiotensin I1
receptor antagonists show at least as good or even better
renal and cardiac protection when eGFR is lower com-
pared with higher [6]. In other words, low glomerular
filtration rate may be an excellent CV risk marker, and it
also identifies a group of patients that is as good or even
better at responding to cardioprotective protection with
RAAS intervention strategies.

ALBUMINURIA AS A MARKER OF
END-ORGAN DAMAGE

Renal

There is ample evidence that albumin is a good risk
marker for renal disease progression. This is seen, in par-
ticular, in overt proteinuric patients with nephropathy, as
well as in microalbuminuric patients with diabetes. Only
recently, Iseki et al had long enough follow-up to relate
albuminuria, albeit dipstick measured, to renal outcome
in the general population; the higher the albuminuria, the
more end-stage renal disease was observed [7]. Recently,
Verhave et al showed in the PREVEND study that al-
ready slight increases in the level of accurately measured
urinary albumin are associated with an increased chance
to lose kidney function [8].

Cardiovascular

The evidence for CV risk being associated with albumin
leakage in the urine is ample. In the general population,
overt albuminuria had been associated with markedly
increased CV morbidity and mortality in the Framing-
ham study conducted years ago [9]. More recently, ac-
curate measurements of urine albumin excretion were
available, which allowed identification of a CV risk being
associated with only slightly increased levels of albumin
excretion in the general population in the Danish Mon-
itoring Trends and Determinants in Cardiovascular Dis-
ease (MONICA) study [10], the PREVEND study [11],
and the Nord-Trondelag Health (HUNT) study [12]. Hil-
lege et al also clearly indicated that the relation between
albuminuria and CV risk is continuous, even at normal
albumin levels (Fig. 2). Also, the hypertensive popula-
tion shows a similar relation in the MONICA study [13],
the HOPE study [14], and the Losartan Intervention For
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Fig. 1. The effect of ACE-inhibition treatment to protect the heart after myocardial infarction is effective, particularly in those with reduced renal

function. Data from [3].
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End Point Reduction in Hypertension (LIFE) study [15].
In diabetes, there is, again, ample evidence of albumin-
uria as a CV risk predictor following the initial report by
Mogensen in 1984 [16].

Thus, there is no doubt that the level of albumin in
the urine is an excellent marker both for CV as well as
renal risk of patients with existing disease, and even in
the general healthy population.

CV AND RENAL PROTECTION BY REDUCING

ALBUMINURIA

The most important question that remains is what
would happen if we reduce urinary albumin excretion?

Albumin concentration, mg/L

100

Fig. 2. Blood pressure and albuminuria as
predictors of morbidity and mortality. Left
panel shows the total mortality data from the
Life Insurance data (1.3 million subjects 1925—
1939) with increasing systolic blood pressure.
Right panel shows the data from the PRE-
VEND study showing CV mortality in rela-
tion to baseline albuminuria levels [11].

1000

Would that afford equivalent cardiac and renal protec-
tion?

Before answering this question, it is at least intrigu-
ing to observe that recent cardiac and renal protec-
tive therapies that added to blood pressure lowering,
per se, are the introduction of tools to intervene in the
RAAS, such as ACE inhibitors and angiotensin II an-
tagonists. These drugs add to CV and renal protection
beyond blood pressure control as evidenced, for exam-
ple, in the IRMAZ2 [17], REIN [18], IDNT [19], and RE-
NAAL [20] trials for renal endpoints and, for example,
in the HOPE [21] and LIFE studies [22] for CV end
points.
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The fact that these RAAS interventions render such
an additive effect has obviously at first been attributed to
a reduction of circulating or organ angiotensin II levels
or other RAAS parameters. However, both ACEI and
angiotensin II antagonists, as well as renin inhibitors, all
share a clear antialbuminuric effect beyond their anti-
hypertensive effects. Because albuminuria has been as-
sociated with CV and renal risk, one wonders how far
the effects on proteinuria explain the organ protection
of RAAS inhibition. Even if this relation is not directly
causal, one may use albuminuria and its reduction as a
marker for effectiveness of therapy.

Indeed, albuminuria reduction has been clearly iden-
tified as being predictive for long-term renal outcome
in many studies. Recently, de Zeeuw et al analyzed this
in the RENAAL trial and showed that initial antialbu-
minuric effect of treatment is markedly associated with
renal protection [23]. In fact, the additive protective ef-
fect of the angiotensin II antagonist losartan could be
nearly fully explained by its antiproteinuric effect. Sim-
ilar data were obtained for CV protection: the more
medication initially reduced urine albumin excretion, the
better the CV system was protected in the long run [24].
Similar renal data were found in Atkins et al in the IDNT
trial [25]. Data on less-compromised subjects and patients
are still limited. In hypertensive diabetics with microal-
buminuria, Parving et al showed that the more you lower
albuminuria initially, the better you are protected in the
long run against diabetic nephropathy [17]. In the LIFE
trial, the data appear to be similar when treating pa-
tients with hypertension with left ventricular hypertro-
phy without selection for albuminuria [26]. Very recent
data have been presented by Asselbergs et al out of the
PREVEND Intervention Trial, showing that reducing al-
buminuria with ACE inhibition offers CV protection in
healthy volunteers, with only microalbuminuria as entry
criterium in the trial [27].

Thus, there are multiple data that link the degree of
therapy-induced albuminuria reduction to CV and re-
nal protection. Whether this is solely linked to RAAS
intervention or to other albuminuria-reducing therapies
remains to be proven in a prospective study.

CONCLUSION

There is ample evidence that risk stratification for end-
organ damage should include excreted proteins in the
urine (albuminuria) as well as eGFR, next to age, gen-
der, blood pressure levels, cholesterol levels, body weight,
smoking, diabetes, and so forth. Given the high resid-
ual CV and renal risk under conventional risk-reduction
strategies, the enormous impact of albuminuria on patient
morbidity and mortality, and the marked predictive value
of albuminuria lowering on CV and renal protection, one
should use the current drug armamentarium to specifi-

cally target albuminuria and reduce it as effectively as
possible separate from other risk factors. Because resid-
ual albuminuria under effective therapy is as detrimental
as without therapy, future efforts should be committed
toward more effective proteinuria lowering.

The fact that reduced renal function, be it increased
urinary albumin excretion or decreased filtration power,
enhances the vulnerability of the CV system for progres-
sive failure, and that renoprotective strategies are directly
related to CV protection, suggest that the way to a better
heart is through a better kidney. This opens the door for
multiorgan disease management and therapy in a disease
with multiorgan failure, like type 2 diabetes.

Reprint requests to Prof. Dick de Zeeuw, M.D., Ph.D., Department
of Clinical Pharmacology, Groningen University Medical Centre, Ant
Deusinglaan 1, 9713 AV Groningen, The Netherlands.

E-mail: d.de.zeeuw@med.rug.nl

REFERENCES

1. CoresH J, Astor BC, GREENE T, et al: Prevalence of chronic kidney
disease and decreased kidney function in the adult US population:
Third National Health and Nutrition Examination Survey. Am J
Kidney Dis 41:1-12, 2003

2. HiLLeGe HL, GirBEs AR, DE KaMm PJ, et al: Renal function, neu-
rohormonal activation, and survival in patients with chronic heart
failure. Circulation 102:203-210, 2000

3. HiLLeGE HL, vaN GiLst WH, vAN VELDHUISEN DJ, et al: CATS ran-
domized trial. Accelerated decline and prognostic impact of re-
nal function after myocardial infarction and the benefits of ACE
inhibition: The CATS randomized trial. Eur Heart J 24:412-420,
2003

4. ManN JF, GersTEIN HC, PoGUE J, et al: Renal insufficiency as a
predictor of cardiovascular outcomes and the impact of ramipril:
The HOPE randomized trial. Ann Intern Med 134:629-636, 2001

5. HiLLeGe HL, VERHAVE JC, BAKKER SJL, et al: Cystatin-C is superior
to creatinine in prediction of mortality in the general population:
Data obtained from the PREVEND study. J Am Soc Nephrol ab-
stract 2003.

6. REMuzzi G, RUGGENENTI P, PERNA A, FOR THE RENAAL StUuDY
GRroup, et al: Continuum of renoprotection with losartan at all stages
of type 2 diabetic nephropathy: A post hoc analysis of the RENAAL
trial results. J Am Soc Nephrol. 15:3117-3125, 2004

7. Isex1 K, IkEMivA Y, Isexi C, TakisHITA S: Proteinuria and the risk of
developing end-stage renal disease. Kidney Int 63:1468-1474, 2003

8. VERHAVE JC, GANSEVOORT RT, HiLLEGE HL, ef al: An elevated
urinary albumin excretion predicts de novo development of renal
function impairment in the general population. Kidney Int (Suppl
92):S18-21, 2004

9. KANNEL WB, StaMPFER MJ, CasTELLI WP, VERTER J: The prognos-
tic significance of proteinuria: The Framingham study. Am Heart J
108:1347-1352, 1984

10. BorcH-JOHNSEN K, FELDT-RASMUSSEN B, STRANDGAARD S, et al: Uri-
nary albumin excretion. Anindependent predictor of ischemic heart
disease. Arterioscler Thromb Vasc Biol 19:1992-1997, 1999

11. HitLece HL, FIpLER V, DiErcks GF, et al: Urinary albumin excre-
tion predicts cardiovascular and noncardiovascular mortality in the
general population. Circulation 106:1777-1782, 2002

12. RoMUNDSTAD S, HoLMEN J, KVENILD K, et al: Microalbuminuria and
all-cause mortality in 2,089 apparently healthy individuals: A 4.4
year follow-up study. The Nord-Trgndelag Health Study (HUNT),
Norway. Am J Kidney Dis 42:466-473, 2003

13. JENSEN JS, FELDT-RASMUSSEN B, STRANDGAARD S, et al: Arterial hy-
pertension, microalbuminuria, and risk of ischemic heart disease.
Hypertension 35:898-903, 2000

14. GersTEIN HC, ManN JF, Y1 Q, et al; HOPE study investigators.
Albuminuria and risk of cardiovascular events, death, and heart



15.

16.

17.

18.

19.

20.

De Zeeuw et al: Kidney, CV risk marker, and new therapy

failure in diabetic and nondiabetic individuals. JAMA 286:421-426,
2001

‘WacHTELL K, IBSEN H, OLSEN MH, et al: Albuminuria and cardiovas-
cular risk in hypertensive patients with left ventricular hypertrophy:
The LIFE study. Ann Intern Med 139:901-906, 2003

MogGenseN CE : Microalbuminuria predicts clinical proteinuria and
early mortality in maturity-onset diabetes. N Engl J Med 310:356—
360, 1984

ParviING H-H, LEHNERT H, BROCHNER-MORTENSEN J, et al, FOR THE
IRBESARTAN IN PATIENTS WITH TYPE 2 DIABETES AND MICROALBUMIN-
URIA STUDY GROUP: The effect of irbesartan on the development of
diabetic nephropathy in patients with type 2 diabetes. N EnglJ Med
345:870-878, 2001

Randomised placebo-controlled trial of effect of ramipril on decline
in glomerular filtration rate and risk of terminal renal failure in
proteinuric, non-diabetic nephropathy. The GISEN Group (Gruppo
Italiano di Studi Epidemiologici in Nefrologia). Lancet 349:1857—
63,1997

Lewis EJ, Hunsicker LG, CLARKE WR, ef al, FOR THE COLLABO-
RATIVE STUDY GRoOuUP: Renoprotective effect of the angiotensin-
receptor antagonist irbesartan in patients with nephropathy due
to type 2 diabetes. N EnglJ Med 345:851-860, 2001

BRENNER BM, CoorErR ME, DE ZEEUW D, et al, FOR THE RENAAL
StupY INVESTIGATORS: Effects of losartan on renal and cardiovascu-
lar outcomes in patients with type 2 diabetes and nephropathy. N
EnglJ Med 345:861-869, 2001

21.

22.

23.

24.

25.

26.

27.

S-29

Yusur S, SLeiGHT P, PoGuE J, et al: Effects of an angiotensin-
converting-enzyme inhibitor, ramipril, on cardiovascular events
in high-risk patients. The Heart Outcomes Prevention Evaluation
Study Investigators. N Engl J Med 342:145-153, 2000

DanLOF B, DEVEREUX RB, KIELDSEN SE, ef al, For THE LIFE
study group: Cardiovascular morbidity and mortality in the Losar-
tan Intervention For Endpoint reduction in hypertension study
(LIFE): A randomised trial against atenolol. Lancet 359:995-1003,
2002

DE Zeeuw D, Remuzzi G, ParvING H-H, et al: Proteinuria, a target
for renoprotection in patients with type 2 diabetic nephropathy:
Lessons from RENAAL. Kidney Int 65:2309-2320, 2004

DEe Zeeuw D, REmuzzi G, PARVING H-H, et al: Albuminuria, a thera-
peutic target for cardiovascular protection in type 2 diabetic patients
with nephropathy. Circulation 110:921-927, 2004

ATKINS RC, BriganTi FM, LEwis JB, et al: Proteinuria reduction
and progression to renal failure in patients with type 2 diabetes
mellitus and overt nephropathy. Am J Kidney Dis 45:281-287,
2005

IBsEN H, OLseN MH, WacHTELL K, ef al: Reduction in albuminuria
translates to reduction in cardiovascular events in hypertensive pa-
tients: Losartan intervention for endpoint reduction in hypertension
study. Hypertension 45:198-202, 2005

AsseLBERGS FW, Diercks FH, HiLLEGE HL, et al: Effects of fos-
inopril and pravastatin on cardiovascular events in subjects with
microalbuminuric. Circulation 110:2809-2816, 2004





