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I. Synopsis
Diabetes and impaired glucose tolerance affect a substantial proportion of older adults. While the
aging process can be associated with alterations in glucose metabolism, including both relative
insulin resistance and islet cell dysfunction, abnormal glucose metabolism is not a necessary
component of aging. Instead, older adults with diabetes and altered glucose status likely represent
a vulnerable subset of the population at high-risk for complications and adverse geriatric
syndromes such as accelerated muscle loss, functional disability, frailty, and early mortality. Goals
for treatment of diabetes in the elderly include control of hyperglycemia, prevention and treatment
of diabetic complications, avoidance of hypoglycemia and preservation of quality of life. Given
the heterogeneity of the elderly population with regards to the presence of comorbidities, life
expectancy, and functional status, an individualized approach to diabetes management is often
appropriate. A growing area of research seeks to explore associations of dysglycemia and insulin
resistance with the development of adverse outcomes in the elderly and may ultimately inform
guidelines on the use of future glucose-lowering therapies in this population.
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II. Epidemiology of Diabetes and Impaired Glucose States with Aging
Diabetes in older adults is a growing public health concern with almost one-third of U.S.
adults over the age of 60 years having diabetes, of which approximately half is undiagnosed,
and an additional one-third of older adults have prediabetes (1). Diabetes prevalence in older
adults is more than twice that of middle-aged adults (1). It is projected that the numbers of
elderly persons will almost double by the year 2030 (2,3). In addition, the number of people
in nursing homes with diabetes continues to increase (4). Consequently, the burden of
diabetes in the elderly is significant and growing.
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Glucose intolerance is associated with aging (1, 5-7). Aging has been associated with
elevated levels of both glucose and insulin after oral glucose challenge testing (8). The 2-
hour plasma glucose during an oral glucose tolerance test (OGTT) rises much more steeply
than fasting glucose levels with aging (8-10). As a result, elderly individuals are more likely
to be classified as having abnormal glucose status compared to younger adults using similar
diagnostic criteria for diabetes (11). Some authors have suggested that the diagnosis of
diabetes can be made many years earlier using OGTT versus fasting glucose levels alone in
older persons (12). Data from the Baltimore Longitudinal Study of Aging (BLSA)
demonstrate an age-related increase in progression rate from normal glucose status to
impaired glucose tolerance (IGT) that is almost twice the progression rate from normal to
impaired fasting glucose (IFG) after 20 years of follow-up (12). These findings suggest that
oral glucose tolerance testing, in particular, is important to consider when characterizing
abnormal glucose status in the elderly.

Tags: Glucose intolerance, diabetes, elderly, prediabetes, oral glucose tolerance testing

III. Altered Glucose Metabolism with Aging
Using hyperinsulinemic-euglycemic clamp methodology as a method for quantification of
insulin effectiveness in regulating glucose transport into tissues, whole body insulin
sensitivity is demonstrably reduced in older versus younger adults (13, 14). Impaired
intracellular whole-body rates of glucose oxidation in elderly versus young adults have also
been reported (15). Potential explanations for reduced insulin effectiveness with aging
include: 1) increased abdominal fat mass, 2) decreased physical activity, 3) sarcopenia, 4)
mitochondrial dysfunction, 5) hormonal changes (i.e., lower IGF-1 and DHEA), and 6)
increased oxidative stress and inflammation (16). Nonetheless, insulin sensitivity decreases
with age even after adjustment for differences in adiposity, fat distribution, and physical
activity (17).

Islet cell dysfunction with aging is also a significant contributing factor to abnormal glucose
metabolism with aging. Insulin secretion is most commonly tested using an oral glucose
tolerance test (OGTT); it is standardized, simple to administer, and widely used in
longitudinal studies. However, an oral load of 75 grams of glucose is delivered as a rapid
bolus to the gut, and can trigger neural and incretin responses, over and beyond stimulus by
the glucose per se, to the insulin-secreting beta-cells. Responses to physiological stimuli,
such as a meal containing complex carbohydrates, fat and protein, may be different from
that of a glucose load. With those limitations in mind, there is a gradual decline with aging
in insulin secretion during the first hour in response to an oral glucose load, despite older
adults actually having higher glucose levels after the glucose challenge (18, 19). Once
plasma glucose levels reach the diabetic range, however, insulin secretion is severely
compromised (20).

Beta-cell function has also been evaluated using the hyperglycemic clamp, in which plasma
glucose levels are increased in a square wave fashion and maintained at this level for a fixed
duration of time in a controlled manner. The final attained stable (or clamped) plasma
glucose level can be varied and insulin secretion studied with clamped plasma glucose levels
as high as 450 mg/dl (13). The beta-cell response to a hyperglycemic clamp is stereotypical
in that there is a first phase insulin secretion that occurs within 2-3 minutes of the initiation
of the square wave of infused glucose, followed by a slower plateau phase that reaches
stability in about 100-120 minutes. In general, among older adults with normal glucose
tolerance based on the OGTT, deficits in insulin secretion are seen only when high plasma
glucose levels are achieved when compared to the young. But, as with all patients with type
2 diabetes, once an elderly patient has developed diabetes, the first phase insulin secretion in
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response to the square wave of a hyperglycemic clamp is defective to absent (13), and the
plateau phase insulin secretion is less than in non-diabetic subjects.

Insulin secretion falls under essentially two types: constitutive (sometimes called basal) and
stimulated (such as occurs after a meal, an OGTT, or hyperglycemic clamp) secretion, with
constitutive insulin accounting for approximately 50% of the total 24-hour insulin output.
Insulin secretion is pulsatile in nature. Using one-minute blood sampling and highly
sensitive insulin assays, rapid, low-amplitude insulin pulses occurring approximately every
8-14 minutes and larger amplitude ultradian pulses occurring every 60-140 minutes can be
elucidated (21). The rapid pulses persist even in isolated islets and are independent of
circulating glucose levels while the ultradian pulses are tightly coupled to glucose, by which
they are entrained. In the fasting state, elderly subjects without diabetes have disorderly
pulsatile insulin secretion, with reduced amplitude and mass of the rapid pulses and
decreased frequency of the ultradian pulses. Scheen, et al. (1996) (22) and Meneilly, et al.
(1999) (23) both studied pulsatile insulin secretion in young and elderly subjects under
conditions of sustained experimentally induced hyperglycemia. Overall, the findings were
similar to the fasting state; specifically, older subjects displayed reduced amplitude and
insulin mass of the rapid pulses and the ultradian pulses were more irregular with lower
amplitude compared to younger subjects. The authors also found that glucose infusion for up
to 53 hours (22) was not capable of ‘normalizing’ pulsatile insulin secretion in older
individuals. Pulsatile insulin secretion is important for regulating glucose output from the
liver and may be involved in maintaining skeletal muscle in a state of metabolic readiness,
such as maintaining insulin receptors and glucose transporters in a ‘primed’ state. The
disordered pulsatile insulin secretion seen in the elderly may, in fact, play a role in the
previously described decrease in insulin sensitivity observed with aging. In type 2 diabetes,
severe disorderliness is found as the oscillatory pattern of insulin secretion is almost totally
disrupted. The rapid pulses are replaced by irregular pulses of short duration, and the
ultradian pulses are disrupted, chaotic and uncoupled from glucose, as glucose fails to
control the periodicity of the ultradian pulses (24).

Rising plasma glucose accounts for approximately 50% of the secreted insulin after a meal
or OGTT; the remaining 50% is due to incretin hormones released from the enteroendocrine
cells lining the gut (25). Incretins are peptide hormones of which there are two main types:
gastric inhibitory polypeptide (GIP) and glucagon-like peptide-1 (GLP-1). Their effect on
the beta-cell is to increase glucose-dependent insulin secretion. There is no evidence that
secretion of incretins, as measured by plasma levels after OGTT, is defective in aging per se,
although the beta-cell may be less responsive to their stimulatory effects. In an elegant
study, Elahi, et al. (1984) (26) combined the hyperglycemic clamp with oral glucose (to
stimulate endogenous GIP secretion) and found that, in older individuals, GIP secretion in
response to the oral glucose was actually increased compared to younger participants but led
to slightly lower insulin secretion in response to the endogenous GIP. Hyperglycemic
clamps at 100 mg/dl and 230 mg/dl above basal have been performed in young and elderly
subjects (27) with combined GIP infusions. At the lower clamped plasma glucose level, the
potentiation of glucose-induced insulin secretion by GIP was reduced by half in the elderly
compared to the young, while at the higher clamped plasma glucose level, insulin response
to GIP was similar in both age groups. However, since the lower clamped plasma glucose
level is more physiological, this probably reflects a true decline in GIP effectiveness with
aging. In type 2 diabetes, GIP no longer potentiates glucose-induced insulin secretion and
also increases glucagon secretion which further exacerbates hyperglycemia (28); however,
GIP secretion is not lower in type 2 diabetes compared to non-diabetic subjects (25). The
data on GLP-1secretion with increasing age and onset of type 2 diabetes is similar to GIP in
that secretion of GLP-1 is not necessarily decreased with older age or the presence of
diabetes but, unlike GIP, GLP-1 is still a powerful stimulus to insulin secretion – hence the
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robust development of a number of agents for treating type 2 diabetes that activate the
GLP-1 receptor on beta-cells (i.e., exenatide, liragulatide). Also, unlike GIP, use of GLP-1
receptor agonists leads to a decrease in glucagon secretion (25).

The enzyme dipeptidyl peptidase 4 (DPP 4) inactivates both GIP and GLP-1 and has
decreasing activity with older age (29), which may explain the higher GIP levels observed in
the elderly (26). The relatively recent development of DPP 4 inhibitors (i.e. sitagliptin,
saxagliptin, linagliptin) as therapeutic agents may also have a role for treatment of diabetes
in the elderly.

Tags: hyperinsulinemic clamp, insulin resistance, islet cell function, insulin secretion, beta
cell, hyperglycemic clamp, incretins, glucagon-like peptide-1, GLP-1, gastric inhibitory
peptide, GIP, dipeptidyl-pepidase 4, DPP 4 enzyme

IV. Complications of Diabetes in the Elderly
Microvascular and macrovascular complications of diabetes occur in older patients, similar
to younger persons, although the absolute risk of cardiovascular disease is much higher in
older adults (30). However, diabetes in the older adult population is heterogeneous and
includes individuals with both middle-age and elderly-onset diabetes (31), with the latter
group accounting for up to one-third of older adults with diabetes. Middle-age onset adults
may have worse glycemic control and are more likely to be taking glucose-lowering
medications. Whereas the prevalence of macrovascular diseases (stroke, coronary heart
disease, peripheral arterial disease) may be similar between the middle-age and elderly onset
diabetes groups, the burden of microvascular disease (particularly retinopathy) may be
greater in the former (31, 32). Thus, the age of diabetes onset may impact the burden of
disease and diabetic complications present in the elderly patient with diabetes, but more
studies need to be done.

Tags: microvascular complications, macrovascular complications, middle-age onset
diabetes, elderly-age onset diabetes

V. Geriatric Syndromes Associated with Diabetes
Descriptions of otherwise healthy centenarians without impaired glucose uptake suggest that
insulin resistance is not a necessary component of the aging process (33, 34). Instead, older
adults with abnormal glucose status and diabetes likely represent a vulnerable subset at high
risk for adverse outcomes. Geriatric syndromes that have been described to occur more
frequently in persons with diabetes include loss of muscle function, functional limitations
and disability, and frailty—all of which can significantly impact quality-of-life in the older
patient—in addition to early mortality (Figure 1). Diabetes also increases the risk of other
common geriatric syndromes such as depression, cognitive dysfunction, chronic pain,
injurious falls, urinary incontinence, and polypharmacy (30) but will not be specifically
discussed here.

A) Loss of Muscle Function
Previous studies of older adults with diabetes have demonstrated decreased muscle strength
and mass, especially in the lower extremities (35). Older adults with type 2 diabetes have
~50% more rapid decline in knee extensor strength than those without diabetes over a 3-year
period (36) suggesting that decreased muscle strength is a consequence of type 2 diabetes,
with similar findings for muscle mass (37). Disease duration and severity may have a role in
the decreased muscle strength observed among persons with diabetes. Park, et al. (2006)
reported that leg muscle quality was lowest in older adults with diabetes (mean age 74 years)
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who had the longest diabetes duration (≥6 years) or most severe hyperglycemia (hemoglobin
A1c >8%) (35). Even among persons without diabetes, associations between hyperglycemia
and insulin resistance with decreased muscle mass and strength, have been described (38,
39, 40).

In older adults, skeletal muscle protein synthesis may be resistant to the anabolic action of
insulin (41, 42). Insulin resistance is also associated with activation of muscle proteolysis
pathways (43) which may further lead to muscle loss. In turn, muscle is the primary site for
insulin-dependent glucose uptake and reduced muscle surface area for insulin-mediated
glucose uptake may further aggravate peripheral insulin resistance, leading to a vicious
cycle. Oral insulin sensitizers have been reported to preserve muscle mass (44) although
similar associations for muscle strength have yet to be investigated. Interestingly, skeletal
muscle mitochondrial function is reduced in type 2 diabetes and may potentially be
improved with peripheral insulin sensitization (45, 46).

Potential pathways underlying the association of diabetes with reduced muscle function
include the presence of comorbidities such as peripheral neuropathy which may mediate
these associations (47, 48), however, decreased leg muscle strength is present even after
accounting for lower extremity nerve dysfunction in diabetes (49). Diabetes is associated
with inflammatory markers, which in turn may also lead to impaired muscle function (50,
51).

B) Functional Limitations and Physical Disability
In the general population, muscle strength is a predictor of functional limitations and
disability (52). Persons with diabetes perform worse on objective measures of lower
extremity physical performance such as walking, chair stands, and tandem stand (53).
Slower walking speed in persons with type 2 diabetes has been demonstrated (53, 54).
Interestingly, the greatest differences have been observed at maximal walking speeds (55).
There is some evidence that impaired muscle function mediates the association of diabetes
with lower gait speed in older adults (54). Of note, severe hyperglycemia and insulin
resistance have also been associated with walking difficulties and relatively poorer
performance based measures of lower extremity function both in persons with and without
diabetes (53, 56, 57).

Similarly, diabetes can have a significant impact on physical functioning such as lower
extremity mobility, potentially mediated through effects on muscle function (58). Functional
disability, or difficulty in performing routine physical tasks, is more common in older adults
with diabetes compared to those without diabetes (57-64). Older adults with diabetes have
significantly greater difficulty in a range of routine physical activities including walking a
quarter mile, climbing stairs, reaching overhead, doing housework, bathing, eating and
participating in leisure activities compared to their counterparts. Up to 70% of adults with
diabetes have difficulties performing these tasks of everyday living (64).

The higher prevalence of functional disability in older adults with diabetes may be related to
the presence of comorbidities such as cardiovascular disease, vision loss, obesity, and
arthritis (59, 63, 64). These comorbidities may be associated with decreased
cardiopulmonary reserve or restricted physical movement which contribute to physical
disability. However, these factors do not consistently explain the association of diabetes
with disability; of note, the degree of glycemic control is also related to disability among
older adults with diabetes (57, 64, 65). Support for an association between hyperglycemia
and disability comes from previous studies reporting a significant correlation between higher
A1c levels and disability (57, 65). Alternatively, physical and cognitive impairment may
affect ability to self-manage diabetes and lead to poorer glycemic control; thus, the
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relationship between hyperglycemia and disability is likely bidirectional and requires further
investigation.

C) Frailty Syndrome
Diabetes has been associated with the presence of frailty, a geriatric condition of
physiological vulnerability to stressors associated with adverse outcomes such as disability
and mortality (66-69). Frailty increases with age and is distinguished by a characteristic
phenotype. A common definition includes the presence of three or more of the following
criteria: unintentional weight loss, self-reported exhaustion, muscle weakness (poor grip
strength), slow walking speed, or low physical activity (67).

Recent literature has suggested an association between insulin resistance and frailty (16, 70)
in cross-sectional studies of persons with and without diabetes. Altered glucose-insulin
dynamics has also been reported in frail women compared to their counterparts with 120-
minute post oral glucose tolerance test (OGTT) levels of both glucose and insulin better
discriminating frailty status compared to fasting values (71, 72). Similar alterations in
glucose dynamics have also been described in frail older adults who underwent a mixed
meal test, and had a more exaggerated and prolonged glucose response after 2 hours
compared to nonfrail older adults (73). These studies suggest relative insulin resistance in
frail compared to non-frail older adults.

The presence of hyperglycemia and insulin resistance is also temporally related to the
subsequent development of frailty in longitudinal cohort studies (53, 74). In the
Cardiovascular Health Study (CHS), homeostasis model-insulin resistance (HOMA-IR) was
calculated based on fasting glucose and insulin levels. For every standard deviation
increment in HOMA-IR, the adjusted hazard ratio for frailty was 1.15 (95% CI 1.02–1.31)
(74). Individuals who eventually developed frailty were also more likely, in parallel, to
develop diabetes compared to older adults who never developed frailty (8.6% versus 4.2%).
Thus, the association between frailty and abnormal glucose status is likely bidirectional. In
the Women’s Health and Aging Study, older women in the highest HbA1c category (≥8%)
compared to lowest (<5.5%) had a significant three-fold increased risk for the development
of frailty, with most events occurring in the highest HbA1c category (53). These findings
suggest that hyperglycemia, particularly in the diabetic range, can predict the onset of
incident frailty less than a decade later (53).

The underlying physiological mechanisms relating insulin resistance to the development of
frailty remain unclear. Frail older adults have a higher burden of inflammatory markers that
may also affect glucose metabolism (71, 75, 76). Hyperglycemia may further activate
inflammatory pathways that subsequently cause muscle catabolism and disability as part of
the frailty process (77). Frail women on average are also more likely to be obese which may
be associated with chronic inflammation (72, 78). Interestingly, one study found that only
frail obese, but not frail lean adults, had reduced insulin sensitivity versus non-frail
counterparts (16). However, another study found that associations of insulin resistance and
frailty are independent of obesity (72). In addition, chronic hyperglycemia may be a risk
factor for cardiovascular disease, which in turn has been associated with frailty (79);
however, the presence of cardiovascular disease does not fully explain these associations.
Thus, underlying mechanisms linking hyperglycemia with frailty remain unclear but are
likely multifactorial (80).

D) Early Mortality
Diabetes in older adults is associated with increased disability, frailty, and accelerated
muscle loss. These adverse geriatric syndromes can be associated with both increased
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healthcare expenditures (81, 82) and early mortality (66, 69, 83). On average, persons with
diabetes have an almost two-fold increased risk of death from any cause, with 40% of this
difference in survival due to non-vascular deaths (84). Results from the Baltimore
Longitudinal Study of Aging demonstrate higher total and cardiovascular mortality even in
older adults with impaired glucose tolerance compared to those with normal glucose
metabolism (85, 86). A J-shaped association of hemoglobin A1c (HbA1c) with mortality has
also been described, with increased mortality rates seen at higher levels of HbA1c but also,
to a lesser degree, at lower HbA1c levels (87, 88). Interestingly, reduced length and activity
of the telomerase enzyme, which maintains stability of chromosomes with aging has been
linked to impaired glucose-stimulated insulin islet secretion and may also underlie these
epidemiological associations but is currently still an area of active investigation (89).

Tags: geriatric syndromes, quality-of-life, skeletal muscle mass, skeletal muscle strength,
leg function, functional disability, mobility, walking, gait speed, frailty, inflammation,
obesity, hyperglycemia, insulin resistance, mortality, hemoglobin A1c, telomerase enzyme

VI. Treatment of diabetes in the elderly
A) Guidelines

The goals of diabetes care in the older patient with diabetes include: 1) control of
hyperglycemia; 2) prevention and treatment of macrovascular and microvascular
complications of diabetes; 3) avoidance of hypoglycemia; and 4) preservation of quality-of-
life. Although the goals are similar to younger adults, older adults with diabetes are
heterogeneous in their physical and cognitive functioning capacity, multiple comorbidities,
and life expectancy. Otherwise robust older adults with expected life expectancy over 10
years might benefit from similar glycemic goals as younger adults (i.e. HbA1c <7%) to
prevent diabetic complications. However, for frail older adults with multiple comorbidities
and limited life expectancy, the avoidance of hypoglycemia and symptomatic hyperglycemia
along with preservation of quality-of-life are arguably just as important, and less stringent
targets (i.e. HbA1c <8%) may be more appropriate. Further, patient preferences must also be
recognized in decisions related to diabetes management. Thus, treatment often requires an
individualized approach for the older patient with diabetes.

Current glycemic targets of HbA1c<7% are based on older studies (e.g., United Kingdom
Prospective Diabetes Study) that showed a significantly reduced risk of developing diabetic
microvascular complications with intensive versus standard glucose control (90). Long-term
follow-up of UKPDS demonstrated further benefits of early and intensive glucose control on
reducing long-term risk of developing macrovascular disease (90). However, elderly
individuals were excluded from UKDPS and there have been few other clinical trials
examining the benefits of intensive glycemic control in older individuals; thus, extrapolation
of previous results of clinical trials to elderly patients is challenging (91). Recent clinical
trials studying the effect of intensive glucose control that included older patients with
diabetes failed to show a clear benefit of intensive glucose control on mortality and, in fact,
demonstrated potential harm with too aggressive glucose lowering (i.e. HbA1c <6%)
(92-94). As a result, recent recommendations from the American Diabetes Association and
the American Geriatrics Society recognize that a patient-centered approach may be more
appropriate for older adults with diabetes (11, 95, 96). Cardiovascular risk factor control (i.e.
lowering blood pressure, treating dyslipidemia, smoking cessation, aspirin therapy) is also
recommended for the majority of adults with diabetes based on health status.

Management of the older patient with diabetes is complex and often individualized.
Avoiding hypoglycemia and preserving functional independence are additional
considerations for the older patient with diabetes. On the other hand, an evolving area of
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research is exploring the degree to which hyperglycemia may be associated with the
presence of adverse geriatric syndromes such as physical disability, accelerated muscle loss,
and frailty and may ultimately impact glycemic goals in the elderly. Current guidelines
recognize the need to account for the presence of limited life expectancy and/or multiple
comorbidities in treatment decisions for this vulnerable and growing population of
individuals with diabetes.

B) Treatment
Lifestyle recommendations, for older adults with prediabetes or diabetes can be tailored to
physical function ability and are more appropriate for obese elderly individuals than those
who are underweight. Encouragingly, the oldest age group in the Diabetes Prevention
Program (>60 years at of age at baseline) had the most dramatic improvement in glycemic
control over time, with lifestyle modification programs and was associated with better
adherence to lifestyle programs compared to younger age groups (97, 98). In prescribing
dietary modification, additional factors to consider in the elderly patient with diabetes
include social factors such as whether patients are eating alone (easier to eat precooked
meals) and the presence of depression. Impaired perception to sweet and salty occurs with
age, so using potassium chloride and using sucralose or stevia for sweetness may be
preferred because they are perceived to be saltier and sweeter than sodium chloride or
sucrose (99). A sedentary lifestyle in an older patient might signify the need for a reduced
intake of total calories. Alcohol consumption is also associated with a significant number of
calories and should be ascertained when formulating a lifestyle modification program.

Daily exercise, as part of activities of daily living, is necessary for the older patient with
diabetes. Weight bearing exercises can improve insulin sensitivity. In the older patient with
diabetes, usual recommendations for aerobic and resistance exercise can be prescribed as
tolerated in the context of other medical conditions (i.e. arthritis, heart disease) that may
otherwise limit exercise tolerance or participation in physical activities (100).

The choice of pharmacologic therapy for the older patient with diabetes may be affected by
changes in renal and hepatic functions with aging, and the physical and cognitive abilities of
each patient, in addition to other co-existing comorbidities. Figure 2 outlines the sites of
action for common glucose-lowering therapies used in diabetes management. Special
considerations in the elderly include the need to monitor renal function using both creatinine
and glomerular filtration rate when prescribing metformin due to risk of lactic acidosis;
hypoglycemia with sulfonylureas, which work by increasing endogenous insulin secretion,
often require dose reductions when used with insulin and in patients with renal insufficiency
(short-acting glimepiride and glipizide may be preferred); and weight-neutral agents such as
DPP 4 inhibitors that increase endogenous levels of incretins may be appropriate in cachetic
older adults. Thiazolidenediones, which are PPAR gamma activators, may exacerbate
underlying heart failure and are associated with increased risk of bone fractures, so they
should be avoided in persons with underlying bone disease but they are less likely to result
in hypoglycemia. GLP-1 receptor agonists are injectable agents that can slow gastric
motility and lead to weight loss. Thus, these agents may be useful for obese older patients
with diabetes but not in those with complications such as gastroparesis. Endogenous insulin
clearance may also be decreased with aging (101, 102) and, perhaps, exogenous insulin
clearance as well although this has not been consistently described (103). Insulin clearance
is particularly affected by changes in renal function, which may affect dosing.

Monitoring of blood glucose in older patients with diabetes is similar to younger adults.
However, hemoglobin A1c may rise by ~0.1% with each decade of age independent of
changes in blood glucose and potentially affect the interpretability of HbA1c in older
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patients (104). Self-monitoring of blood glucose can be considered based on the patient’s
cognitive ability, functional status, and risk of hypoglycemia.

Tags: guidelines, treatment, hypoglycemia, comorbidities, life expectancy, lifestyle, taste,
alcohol, pharmacologic therapy, self-monitoring blood glucose

VII. Summary
Diabetes and altered glucose metabolism commonly occur with aging. Oral glucose
tolerance testing may help characterize abnormal glucose status in the elderly population.
Diabetes in this population is heterogeneous, with middle-age onset versus elderly-onset
individuals possibly representing groups at different risk for the development of
microvascular complications. Geriatric syndromes such as muscle loss, disability, and frailty
are more prevalent in older patients with diabetes and may be related to the presence of
hyperglycemia or insulin resistance but more research is needed. Treatment of diabetes in
the elderly includes lifestyle recommendations when appropriate and the use of
pharmacologic therapies which account for the presence of comorbidities, especially renal
and hepatic impairment, as well as the physical and cognitive abilities of the patient while
seeking to minimize hypoglycemia. Ultimately, goals of care need to be individualized for
the elderly patient with diabetes.
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Key Points

• Adults aged 60 and over have more than twice the prevalence of diabetes
compared to younger age groups. The number of older persons with diabetes
will continue to grow as the population ages.

• Abnormal glucose metabolism is associated with aging but not a necessary
component.

• Older persons with diabetes and/or abnormal glucose metabolism may be at
higher risk of developing adverse geriatric syndromes such as accelerated
muscle loss, functional disability and frailty.

• Goals of care for older persons with diabetes need to be individualized and
consider treatment of symptomatic hyperglycemia, prevention of long-term
complications, avoidance of hypoglycemia, and preservation of quality of life.

• Lifestyle modifications, in particular regular exercise as tolerated, and
pharmacological therapies that account for the presence of comorbid renal and
hepatic impairments or physical and cognitive limitations, are important
components of diabetes management in older adults.
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Figure 1. Diabetes and the Pathway to Disability
Figure 1 depicts proposed associations of diabetes with each step in the pathway to
disability. Accelerated loss of muscle mass and strength, particularly in the lower
extremities, may lead to functional limitations in routine tasks of daily living which may
ultimately result in physical disability among older persons with diabetes. Frailty is a
geriatric syndrome that encompasses the full spectrum of the disability process and is also
more common with impaired glucose states and diabetes.
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Figure 2. Sites of Action for Common Glucose-Lowering Therapies
Figure 2 demonstrates the sites of action for common glucose-lowering therapies used in
persons with type 2 diabetes. The different mechanisms by which these drugs improve blood
glucose, along with potential benefits and side effects, are important considerations in the
management of the older patient with diabetes. Exercise, particularly muscle-strengthening
or resistance activities, can have additional benefits on glucose uptake by skeletal muscle.
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