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Opinion

Chronic Kidney Disease in Older People

Should current guidelines be changed to require age
calibration for diagnosis and classification of chronic
kidney disease? —No.

Chronic kidney disease (CKD) is a global public
health problem, affecting more than 10% of the world's
population and more than half of adults older than 70
years.! Chronic kidney disease is one of several condi-
tions that are common in older people, such as hyper-
tension, diabetes, and hyperlipidemia, and are associ-
ated with anincreased risk of cardiovascular disease. Like
CKD, the criteria for defining and classifying these vas-
cular diseaserisk factors do not vary by age, although age
is important for assessing prognosis and determining
treatment. The solution to the public health problem of
CKD is to improve strategies for prevention and treat-
ment and tailor these strategies to each patient's age and
risk, rather than redefine CKD.

Current Guidelines Are Widely Accepted
The 2012 KDIGO (Kidney Disease: Improving Global
Outcomes) CKD guideline represents a mature, broad-
based consensus for clinical practice, research, and
public health. Based on review of data on prognosis,
KDIGO recommended no change to the definition of
CKD, as have all the other major workgroups since
the definition was introduced in 2002.2 Specifically,
KDIGO retained the criteria for the definition of CKD
without change: glomerular filtration rate (GFR) less
than 60 mL/min/1.73 m? or markers of kidney damage
(including albuminuria >30 mg/d) for more than 3
months. The classification retained staging by GFR but
added staging by albuminuria and cause of disease
(referred to as CGA staging) and added recommenda-
tions to assess the prognosis of CKD using risk predic-
tion instruments.® Glomerular filtration rate and albu-
minuria are continuous variables, but categorization is
required to facilitate clinical recommendations.
Because early stages of CKD are generally asymp-
tomatic, KDIGO recommended laboratory testing to de-
tect CKD in populations at increased risk. KDIGO rec-
ommended the CKD-EPI (Chronic Kidney Disease
Epidemiology Collaboration) equations as the pre-
ferred methods for estimating GFR from serum creati-
nine, cystatin C, or both and recommended estimating
albuminuria from albumin-to-creatinine ratio in un-
timed “spot” urine samples.* The accuracy of these
methods does not vary substantially by age in adults.

CKD Is Common in Older People

Many studies show that mean GFR is lower and albu-
minuria is higher in older people. Because these abnor-
malities are common, some have considered them to
be the consequence of “normal aging,” but there is con-
siderable evidence that they are related to factors
beyond aging. First, there is wide variation in the levels

of GFR and albuminuria in older people, with some
people exhibiting virtually normal levels and others
having severe abnormalities. Second, lower GFR and
higher albuminuria are associated with other abnor-
malities in kidney function and structure, such as
decreased renal plasma flow, reduced maximal urine
concentration and acidification, glomerular and arterial
sclerosis, and tubular atrophy, which are considered
pathological when observed in younger people. Third,
the kidney is a highly vascular organ, and levels of GFR
and albuminuria are related to the severity of vascular
disease risk factors and vascular disease, suggesting
that these abnormalities may be the consequence of
vascular disease in the kidney. Therefore, an attempt to
understand the cause of lower GFR and higher albu-
minuria in aging is more appropriate than considering it
“normal” because it is common.

CKD Is Associated With Increased Risk

in Older People

Decreased GFR and increased albuminuria are associ-
ated with increased risk at all ages, but risk associations
differ in older vs younger people. A meta-analysis in-
cluding 1885 185 participants from 33 general popula-
tionand high-risk cohorts demonstrated that relative risk
is lower and excess risk is higher at older age vs younger
age for mortality due to decreased estimated GFR (eGFR)
orincreased urine albumin/creatinine ratio.> Similar find-
ings were observed for risks of mortality and kidney fail-
ure in 38 612 participants from 13 CKD cohorts. In gen-
eral, the pattern of lower relative risk and higher excess
riskin older vs younger age is observed for common vas-
cular disease risk factors.® Possibly, the explanation re-
lates to the multiplicity of vascular risk factors at older
age, which makes for a higher absolute risk and lower
relative risk for each factor. Demonstration of excess risk
associated with decreased GFR and increased albumin-
uria in older people indicates that these abnormalities
should not be dismissed as “normal.”

What Issues Are Important to Patients?

There is debate about overdiagnosis of common
chronic conditions in older people, contributing to
“medicalization of aging,” vs underdiagnosis, leading to
missed opportunities for disease detection and preven-
tion and treatment of adverse outcomes. However, this
is a debate for physicians and public health officials, not
for patients.

Patients would like to know the cause of their con-
dition, whether it is called a "kidney disease” or “"de-
creased kidney function.” Irrespective of the term used
to describe the condition, anevaluation is required to ex-
plain the cause.

Patients would like to have treatment options to ad-
dress the cause of their disease, slow its progression, and
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prevent complications. There are many examples of older people
benefiting from treatment of common conditions that are often la-
beled as an inevitable part of aging. Few established therapies for
kidney disease are available at the current time, and previous trials
have not assessed all the outcomes that are important to patients.”
The need for additional treatments to improve outcomes for CKD
should be a call for action as opposed to inaction.

Patients value information about their health. The diagnosis of
a chronic health condition has important implications that clini-
cians can help patients address. It would be inappropriate for a cli-
nician to fail to disclose the true state of a patient’s health.

An Age-Calibrated Definition Will Not Work

Age calibration does not solve the problem of needing to categorize
continuous values of GFR and albuminuria for disease definition and
classification. Indeed, age calibration will require even more catego-
ries based on the combination of age, GFR, and albuminuria.

Age calibration is too complicated and would require another
term for decreased GFR or increased albuminuria that is not nor-
mal but not sufficient for the diagnosis of CKD. In the past, the
terms “renal impairment” or “renal insufficiency” were used with-
out definition, leading to the state of “chronic renal confusion."®
Age calibration could create the possibility that a patient's disease
classification could change because of age without a change in
health status. For example, a patient with childhood CKD, for
example, vesicoureteral reflux or IgA nephropathy, could
“improve” as the patient ages, even though there is no change in
GFR and albuminuria.

Age calibration does not change major treatment recommen-
dations: they are based on the level of GFR and albuminuria, rather
than the diagnosis of CKD. Examples include drug dosing of antibi-
otics or chemotherapy and contraindications to toxic agents such
as nonsteroidal anti-inflammatory drugs and radiographic contrast
based on GFR, and antihypertensive therapy with angiotensin-
converting enzyme inhibitors and angiotensin Il receptor blockers
based on albuminuria.

Age calibration is not well suited to address different risk rela-
tionships for different outcomes and covariate patterns in indi-

vidual patients. Risk assessment tools are preferred for this pur-
pose. In addition, age calibration does not address the issues that
are important to patients.

What Should Be Done: Full Disclosure

The 2012 KDIGO definition and CGA staging of CKD should be
adopted and disseminated to increase awareness of CKD among
clinicians, patients, and the public. Detection, evaluation, and man-
agement should be individualized based on the patient’s risk.
Patients at increased risk should undergo testing for CKD. Esti-
mated GFR based on serum creatinine (eGFRcr) and urinalysis are
often available from routine health encounters for acute and
chronic illness. Other markers of kidney damage can be assessed
among patients with a clinical suspicion of CKD. When confirmation
of decreased eGFR is needed, eGFR can be computed from creati-
nine and standardized cystatin C (eGFRcr-cys) or GFR can be
measured.* Patients with CKD should be evaluated for the cause of
disease and the presence of complications, with the extent of the
evaluation based on risk of adverse outcomes and the life expec-
tancy of the patient. In general, young people are at greater risk of
progression to kidney failure, whereas older people are at greater
risk of other complications and death.> The "kidney failure risk
equation,” which incorporates age, GFR, and urine albumin/
creatinine ratio, can be used to quantify risk of kidney disease pro-
gression requiring treatment with dialysis and transplantation®;
other instruments can be used to quantify risk for death without
treatment for kidney failure.'® Patients at high risk can undergo
more intensive evaluation and management tailored to reversible
risk factors for specific outcomes.

It is time to move forward from debate about the validity of the
data about risk and the semantics of the definition and classifica-
tion of CKD, to the challenges of seeking the explanation for why CKD
is so common, testing strategies for its prevention and treatment,
and answering questions that are important to patients. Physicians
should fully disclose the risks of CKD and opportunities for treat-
ment to patients of all ages and evaluate and manage cases accord-
ing to the level of risk. Communicating risks to patients is a challeng-
ing task, but one physicians should accept rather than avoid.
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