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lycemic management in type 2 di-

abetes mellitus has become increas-

ingly complex and, to some extent,
controversial, with a widening array of
pharmacological agents now available (1-5),
mounting concerns about their potential
adverse effects and new uncertainties re-
garding the benefits of intensive glycemic
control on macrovascular complications
(6-9). Many clinicians are therefore per-
plexed as to the optimal strategies for their
patients. As a consequence, the American
Diabetes Association (ADA) and the European
Association for the Study of Diabetes (EASD)
convened a joint task force to examine the
evidence and develop recommendations for
antihyperglycemic therapy in nonpregnant
adults with type 2 diabetes. Several guide-
line documents have been developed by
members of these two organizations (10)
and by other societies and federations
(2,11-15). However, an update was
deemed necessary because of contemporary

information on the benefits/risks of glycemic
control, recent evidence concerning efficacy
and safety of several new drug classes
(16,17), the withdrawal/restriction of others,
and increasing calls for a move toward more
patient-centered care (18,19).

This statement has been written in-
corporating the best available evidence
and, where solid support does not exist,
using the experience and insight of the
writing group, incorporating an extensive
review by additional experts (acknowl-
edged below). The document refers to
glycemic control; yet this clearly needs to
be pursued within a multifactorial risk
reduction framework. This stems from the
fact that patients with type 2 diabetes are at
increased risk of cardiovascular morbidity
and mortality; the aggressive management
of cardiovascular risk factors (blood pres-
sure and lipid therapy, antiplatelet treat-
ment, and smoking cessation) is likely to
have even greater benefits.
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These recommendations should be
considered within the context of the needs,
preferences, and tolerances of each patient;
individualization of treatment is the cor-
nerstone of success. Our recommenda-
tions are less prescriptive than and not as
algorithmic as prior guidelines. This fol-
lows from the general lack of comparative-
effectiveness research in this area. Our
intent is therefore to encourage an appre-
ciation of the variable and progressive
nature of type 2 diabetes, the specific role
of each drug, the patient and disease
factors that drive clinical decision making
(20-23), and the constraints imposed by
age and comorbidity (4,6). The implemen-
tation of these guidelines will require
thoughtful clinicians to integrate current
evidence with other constraints and im-
peratives in the context of patient-specific
factors.

PATIENT-CENTERED

APPROACH —Evidence-based advice
depends on the existence of primary
source evidence. This emerges only
from clinical trial results in highly selected
patients, using limited strategies. It does
not address the range of choices available,
or the order of use of additional therapies.
Even if such evidence were available, the
data would show median responses and
not address the vital question of who
responded to which therapy and why (24).
Patient-centered care is defined as an ap-
proach to “providing care that is respectful
of and responsive to individual patient
preferences, needs, and values and ensur-
ing that patient values guide all clinical de-
cisions” (25). This should be the organizing
principle underlying health care for indi-
viduals with any chronic disease, but given
our uncertainties in terms of choice or se-
quence of therapy, it is particularly appro-
priate in type 2 diabetes. Ultimately, it is
patients who make the final decisions re-
garding their lifestyle choices and, to some
degree, the pharmaceutical interventions
they use; their implementation occurs in
the context of the patients’ real lives and
relies on the consumption of resources

(both public and private).
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Position Statement

Patient involvement in the medical
decision making constitutes one of the
core principles of evidence-based medi-
cine, which mandates the synthesis of best
available evidence from the literature with
the clinician’s expertise and patient’s own
inclinations (26). During the clinical encoun-
ter, the patient’s preferred level of involve-
ment should be gauged and therapeutic
choices explored, potentially with the uti-
lization of decision aids (21). In a shared
decision-making approach, clinician and
patient act as partners, mutually exchanging
information and deliberating on options, in
order to reach a consensus on the therapeu-
tic course of action (27). There is good ev-
idence supporting the effectiveness of this
approach (28). Importantly, engaging pa-
tients in health care decisions may enhance
adherence to therapy.

BACKGROUND

Epidemiology and health care
impact

Both the prevalence and incidence of type 2
diabetes are increasing worldwide, particu-
larly in developing countries, in conjunction
with increased obesity rates and westerni-
zation of lifestyle. The attendant economic
burden for health care systems is skyrocket-
ing, owing to the costs associated with treat-
ment and diabetes complications. Type 2
diabetes remains a leading cause of car-
diovascular disorders, blindness, end-stage
renal failure, amputations, and hospitaliza-
tions. It is also associated with increased risk
of cancer, serious psychiatric illness, cogni-
tive decline, chronic liver disease, acceler-
ated arthritis, and other disabling or deadly
conditions. Effective management strategies
are of obvious importance.

Relationship of glycemic control

to outcomes

It is well established that the risk of micro-
vascular and macrovascular complications
is related to glycemia, as measured by
HbA,; this remains a major focus of ther-
apy (29). Prospective randomized trials
have documented reduced rates of micro-
vascular complications in type 2 diabetic
patients treated to lower glycemic targets.
In the UK Prospective Diabetes Study
(UKPDS) (30,31), patients with newly di-
agnosed type 2 diabetes were randomized
to two treatment policies. In the standard
group, lifestyle intervention was the main-
stay with pharmacological therapy used
only if hyperglycemia became severe. In the
more intensive treatment arm, patients were
randomly assigned to either a sulfonylurea

or insulin, with a subset of overweight
patients randomized to metformin. The
overall HbA,. achieved was 0.9% lower
in the intensive policy group compared
with the conventional policy arm (7.0%
vs. 7.9%). Associated with this difference in
glycemic control was a reduction in the risk
of microvascular complications (retinopa-
thy, nephropathy, neuropathy) with inten-
sive therapy. A trend toward reduced rates
of myocardial infarction in this group did
not reach statistical significance (30). By
contrast, substantially fewer metformin-
treated patients experienced myocardial
infarction, diabetes-related and all-cause
mortality (32), despite a mean HbA,; . only
0.6% lower than the conventional policy
group. The UKPDS 10-year follow-up
demonstrated that the relative benefit of
having been in the intensive management
policy group was maintained over a de-
cade, resulting in the emergence of statisti-
cally significant benefits on cardiovascular
disease (CVD) end points and total mortality
in those initially assigned to sulfonylurea/
insulin, and persistence of CVD benefits
with metformin (33), in spite of the fact
that the mean HbA,. levels between the
groups converged soon after the ran-
domized component of the trial had
concluded.

In 2008, three shorter-term studies
[Action to Control Cardiovascular Risk in
Diabetes (ACCORD) (34), Action in Dia-
betes and Vascular Disease: Preterax and
Diamicron Modified-Release Controlled
Evaluation (ADVANCE) (35), Veterans Af-
fairs Diabetes Trial (VADT) (36)] reported
the effects of two levels of glycemic control
on cardiovascular end points in middle-
aged and older individuals with well-
established type 2 diabetes at high risk for
cardiovascular events. ACCORD and VADT
aimed for an HbA;. <6.0% using complex
combinations of oral agents and insulin.
ADVANCE aimed for an HbA;. =<6.5%
using a less intensive approach based on
the sulfonylurea gliclazide. None of the
trials demonstrated a statistically signif-
icant reduction in the primary combined
cardiovascular end points. Indeed, in
ACCORD, a22% increase in total mortality
with intensive therapy was observed,
mainly driven by cardiovascular mortality.
An explanation for this finding has re-
mained elusive, although rates of hypogly-
cemia were threefold higher with intensive
treatment. It remains unclear, however, if
hypoglycemia was responsible for the ad-
verse outcomes, or if other factors, such as
more weight gain, or simply the greater
complexity of therapy, contributed. There

were suggestions in these trials that patients
without overt CVD, with shorter duration
of disease, and lower baseline HbA;,
benefited from the more intensive strat-
egies. Modest improvements in some
microvascular end points in the studies
were likewise demonstrated. Finally, a
meta-analysis of cardiovascular out-
comes in these trials suggested that every
HbA, . reduction of ~1% may be associ-
ated with a 15% relative risk reduction in
nonfatal myocardial infarction, but
without benefits on stroke or all-cause
mortality (36).

Overview of the pathogenesis of
type 2 diabetes
Any rise in glycemia is the net result of
glucose influx exceeding glucose outflow
from the plasma compartment. In the fast-
ing state, hyperglycemia is directly related
to increased hepatic glucose production.
In the postprandial state, further glucose
excursions result from the combination
of insufficient suppression of this glucose
output and defective insulin stimulation
of glucose disposal in target tissues, mainly
skeletal muscle. Once the renal tubular
transport maximum for glucose is excee-
ded, glycosuria curbs, though does not
prevent, further hyperglycemia.
Abnormal islet cell function is a key
and requisite feature of type 2 diabetes. In
early disease stages, insulin production is
normal or increased in absolute terms,
but disproportionately low for the degree
of insulin sensitivity, which is typically
reduced. However, insulin kinetics, such
as the ability of the pancreatic B-cell to
release adequate hormone in phase with
rising glycemia, are profoundly compro-
mised. This functional islet incompetence
is the main quantitative determinant of
hyperglycemia (37) and progresses over
time. In addition, in type 2 diabetes, pan-
creatic a-cells hypersecrete glucagon, fur-
ther promoting hepatic glucose production
(38). Importantly, islet dysfunction is not
necessarily irreversible. Enhancing insulin
action relieves 3-cell secretory burden, and
any intervention that improves glycemia—
from energy restriction to, most strikingly,
bariatric surgery—can ameliorate 3-cell
dysfunction to an extent (39). More re-
cently recognized abnormalities in the in-
cretin system (represented by the gut
hormones, glucagon-like peptide 1 [GLP-1],
and glucose-dependent insulinotropic
peptide [GIP]) are also found in type 2
diabetes, but it remains unclear whether
these constitute primary or secondary de-
fects (40). In most patients with type 2
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diabetes, especially the obese, insulin re-
sistance in target tissues (liver, muscle,
adipose tissue, myocardium) is a promi-
nent feature. This results in both glucose
overproduction and underutilization.
Moreover, an increased delivery of fatty acids
to the liver favors their oxidation, which
contributes to increased gluconeogenesis,
whereas the absolute overabundance of lip-
ids promotes hepatosteatosis (41).
Antihyperglycemic agents are directed
at one or more of the pathophysiological
defects of type 2 diabetes, or modify
physiological processes relating to appetite
or to nutrient absorption or excretion.
Ultimately, type 2 diabetes is a disease
that is heterogeneous in both pathogenesis
and in clinical manifestation—a point to be
considered when determining the optimal
therapeutic strategy for individual patients.

ANTIHYPERGLYCEMIC
THERAPY

Glycemic targets

The ADA’s “Standards of Medical Care in
Diabetes” recommends lowering HbA;,
to <7.0% in most patients to reduce the
incidence of microvascular disease (42).
This can be achieved with a mean plasma
glucose of ~8.3-8.9 mmol/L (~150-160
mg/dL); ideally, fasting and premeal glu-
cose should be maintained at <7.2 mmol/L
(<130 mg/dL) and the postprandial glu-
cose at <10 mmol/L (<180 mg/dL).
More stringent HbA; . targets (e.g., 6.0—
6.5%) might be considered in selected
patients (with short disease duration, long
life expectancy, no significant CVD) if this
can be achieved without significant hypo-
glycemia or other adverse effects of treat-
ment (20,43). Conversely, less stringent
HbA,. goals—e.g., 7.5-8.0% or even
slightly higher—are appropriate for pa-
tients with a history of severe hypoglycemia,
limited life expectancy, advanced complica-
tions, extensive comorbid conditions and
those in whom the target is difficult to attain
despite intensive self-management educa-
tion, repeated counseling, and effective
doses of multiple glucose-lowering agents,
including insulin (20,44).

The accumulated results from the
aforementioned type 2 diabetes cardio-
vascular trials suggest that not everyone
benefits from aggressive glucose man-
agement. It follows that it is important to
individualize treatment targets (5,34-36).
The elements that may guide the clinician
in choosing an HbA, . target for a specific
patient are shown in Fig. 1. As mentioned
earlier, the desires and values of the

Approach to management
of hyperglycemia: More

stringent

Inzucchi and Associates

Less
stringent

|

Patient attitude and
expected treatment efforts

Highly motivated, adherent,
excellent self-care capacities

Less motivated, non-adherent,
poor self-care capacities

|

Risks potentially associated
with hypoglycemia, other
adverse events

High

Disease duration

Newly diagnosed

[—

Long-standing

Life expectancy Long
Important comorbidities Absent
Established vascular Absent

complications

Short
Few / mild Severe
Few / mild Severe

Resources, support system

—
Readily available

Limited

Figure 1—Depiction of the elements of decision making used to determine appropriate efforts to
achieve glycemic targets. Greater concerns about a particular domain are represented by in-
creasing height of the ramp. Thus, characteristics/predicaments toward the left justify more
stringent efforts to lower HbA,., whereas those toward the right are compatible with less
stringent efforts. Where possible, such decisions should be made in conjunction with the patient,
reflecting his or her preferences, needs, and values. This “scale” is not designed to be applied
rigidly but to be used as a broad construct to help guide clinical decisions. Adapted with per-

mission from Ismail-Beigi et al. (20).

patient should also be considered, since
the achievement of any degree of glucose
control requires active participation and
commitment (19,23,45,46). Indeed, any
target could reflect an agreement between
patient and clinician. An important related
concept is that the ease with which more
intensive targets are reached influences
treatment decisions; logically, lower tar-
gets are attractive if they can be achieved
with less complex regimens and no or
minimal adverse effects. Importantly, uti-
lizing the percentage of diabetic patients
who are achieving an HbA;. <7.0% as a
quality indicator, as promulgated by vari-
ous health care organizations, is inconsis-
tent with the emphasis on individualization
of treatment goals.

Therapeutic options

Lifestyle. Interventions designed to im-
pact an individual’s physical activity lev-
els and food intake are critical parts of
type 2 diabetes management (47,48). All
patients should receive standardized

general diabetes education (individual or
group, preferably using an approved cur-
riculum), with a specific focus on dietary
interventions and the importance of in-
creasing physical activity. While encourag-
ing therapeutic lifestyle change is important
at diagnosis, periodic counseling should
also be integrated into the treatment
program.

Weight reduction, achieved through
dietary means alone or with adjunctive
medical or surgical intervention, improves
glycemic control and other cardiovascular
risk factors. Modest weight loss (5-10%) con-
tributes meaningfully to achieving improved
glucose control. Accordingly, establishing a
goal of weight reduction, or at least weight
maintenance, is recommended.

Dietary advice must be personalized
(49). Patients should be encouraged to eat
healthy foods that are consistent with the
prevailing population-wide dietary rec-
ommendations and with an individual’s
preferences and culture. Foods high in fiber
(such as vegetables, fruits, whole grains, and
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legumes), low-fat dairy products, and fresh
fish should be emphasized. High-energy
foods, including those rich in saturated
fats, and sweet desserts and snacks should
be eaten less frequently and in lower
amounts (50-52). Patients who eventually
lose and keep weight off usually do so after
numerous cycles of weight loss and relapse.
The health care team should remain non-
judgmental but persistent, revisiting and
encouraging therapeutic lifestyle changes
frequently, if needed.

As much physical activity as possible
should be promoted, ideally aiming for at
least 150 min/week of moderate activity
including aerobic, resistance, and flexi-
bility training (53). In older individuals,
or those with mobility challenges, so
long as tolerated from a cardiovascular
standpoint, any increase in activity level
is advantageous.

At diagnosis, highly motivated pa-

tients with HbA, . already near target (e.g.,
<7.5%) could be given the opportunity
to engage in lifestyle change for a period
of 3-6 months before embarking on
pharmacotherapy (usually metformin).
Those with moderate hyperglycemia or
in whom lifestyle changes are anticipated
to be unsuccessful should be promptly
started on an antihyperglycemic agent
(also usually metformin) at diagnosis,
which can later be modified or possibly
discontinued if lifestyle changes are suc-
cessful.
Oral agents and noninsulin injectables.
Important properties of antihyperglyce-
mic agents that play a role in the choice of
drug(s) in individual patients are summa-
rized in Table 1. Ultimately, the aims of
controlling glycemia are to avoid acute
osmotic symptoms of hyperglycemia, to
avoid instability in blood glucose over
time, and to prevent/delay the develop-
ment of diabetes complications without
adversely affecting quality of life. Infor-
mation on whether specific agents have
this ability is incomplete; an answer to
these questions requires long-term, large-
scale clinical trials—not available for most
drugs. Effects on surrogate measures for
glycemic control (e.g., HbA;.) generally
reflect changes in the probability of de-
veloping microvascular disease but not
necessarily macrovascular complications.
Particularly from a patient standpoint,
stability of metabolic control over time
may be another specific goal.

Metformin, a biguanide, remains the
most widely used first-line type 2 diabetes
drug; its mechanism of action predomi-
nately involves reducing hepatic glucose

production (54,55). It is generally consid-
ered weight-neutral with chronic use and
does not increase the risk of hypoglycemia.
Metformin is associated with initial gastro-
intestinal side effects, and caution is ad-
vised to avoid its use in patients at risk for
lactic acidosis (e.g., in advanced renal in-
sufficiency, alcoholism), a rare complica-
tion of therapy. As noted earlier, there
may be some cardiovascular benefits
from this drug, but the clinical trial data
are not robust.

The oldest oral agent class is the sulfo-
nylurea insulin secretagogues. Through
the closure of ATP-sensitive potassium
channels on B-cells, these drugs stimulate
insulin release (56). While effective in con-
trolling glucose levels, their use is associ-
ated with modest weight gain and risk of
hypoglycemia. In addition, studies have
demonstrated a secondary failure rate
that may exceed other drugs, ascribed to
an exacerbation of islet dysfunction (57).
Shorter-acting secretagogues, the megliti-
nides (or glinides), stimulate insulin re-
lease through similar mechanisms but
may be associated with less hypoglycemia
(58). They require more frequent dosing,
however.

Thiazolidinediones (TZDs) are per-
oxisome proliferator—activated receptor -y
activators (59) that improve insulin sen-
sitivity in skeletal muscle and reduce he-
patic glucose production (54,55). They
do not increase the risk of hypoglycemia
and may be more durable in their effective-
ness than sulfonylureas and metformin
(57). Pioglitazone appeared to have a mod-
est benefit on cardiovascular events as a
secondary outcome in one large trial in-
volving patients with overt macrovascular
disease (60). Another agent of this class,
rosiglitazone, is no longer widely available
owing to concerns of increased myocardial
infarction risk (61). Pioglitazone has re-
cently been associated with a possible in-
creased risk of bladder cancer (62).
Recognized side effects of TZDs include
weight gain, fluid retention leading to
edema and/or heart failure in predisposed
individuals, and increased risk of bone
fractures (57,60).

Drugs focused on the incretin system
have been introduced more recently (63).
The injectable GLP-1 receptor agonists
mimic the effects of endogenous GLP-1,
thereby stimulating pancreatic insulin se-
cretion in a glucose-dependent fashion,
suppressing pancreatic glucagon output,
slowing gastric emptying, and decreasing
appetite. Their main advantage is weight
loss, which is modest in most patients but

can be significant in some. A limiting side
effect is nausea and vomiting, particularly
early in the course of treatment. Concerns
regarding an increased risk of pancreatitis
remain unresolved. The oral dipeptidyl
peptidase 4 (DPP-4) inhibitors enhance
circulating concentrations of active
GLP-1 and GIP (64). Their major effect
appears to be in the regulation of insulin
and glucagon secretion; they are weight
neutral. Typically, neither of the incretin-
based classes cause hypoglycemia by
themselves.

Two agents that are used infrequently
in the U.S. and Europe are the a-glucosidase
inhibitors (AGIs), which retard gut carbohy-
drate absorption (65), and colesevelam, a
bile acid sequestrant whose mechanism of
glucose-lowering action remains poorly
understood and whose major additional
benefit is LDL-cholesterol reduction (66).
Both have gastrointestinal effects, mainly
flatulence with AGIs and constipation
with colesevelam. The dopamine agonist
bromocriptine is only available in the U.S.
as an antihyperglycemic agent (67). Its
mechanism of action and precise role
are unclear. The amylin agonist, pramlintide,
is typically reserved for patients treated
with intensive insulin therapy, usually in
type 1 diabetes mellitus; it decreases post-
prandial glucose excursions by inhibiting
glucagon secretion and slowing gastric
emptying (68).

The glucose-lowering effectiveness of

noninsulin pharmacological agents is said
to be high for metformin, sulfonylureas,
TZDs, and GLP-1 agonists (expected
HbA, . reduction ~1.0-1.5%) (1,69,70),
and generally lower for meglitinides,
DPP-4 inhibitors, AGIs, colesevelam,
and bromocriptine (~0.5-1.0%). How-
ever, older drugs have typically been
tested in clinical trial participants with
higher baseline HbA ., which is itself as-
sociated with greater treatment emergent
glycemic reductions, irrespective of ther-
apy type. In head-to-head studies, any
differential effects on glucose control are
small. So agent- and patient-specific prop-
erties, such as dosing frequency, side-effect
profiles, cost, and other benefits often
guide their selection.
Insulin. Due to the progressive B-cell
dysfunction that characterizes type 2 di-
abetes, insulin replacement therapy is fre-
quently required (71). Importantly, most
patients maintain some endogenous insu-
lin secretion even in late stages of disease.
Accordingly, the more complex and in-
tensive strategies of type 1 diabetes are
not typically necessary (72).
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Ideally, the principle of insulin use is
the creation of as normal a glycemic profile
as possible without unacceptable weight
gain or hypoglycemia (73). As initial ther-
apy, unless the patient is markedly hyper-
glycemic and/or symptomatic, a “basal”
insulin alone is typically added (74). Basal
insulin provides relatively uniform insulin
coverage throughout the day and night,
mainly to control blood glucose by sup-
pressing hepatic glucose production in
between meals and during sleep. Either
intermediate-acting (neutral protamine
Hagedorn [NPH]) or long-acting (insulin
glargine [A21Gly,B31Arg,B32Arg hu-
man insulin] or insulin detemir [B29Lys
(e-tetradecanoyl),desB30 human insulin])
formulations may be used. The latter two
are associated with modestly less overnight
hypoglycemia (insulin glargine, insulin de-
temir) than NPH and possibly slightly less
weight gain (insulin detemir), but are
more expensive (75,76). Of note, the dos-
ing of these basal insulin analogs may differ,
with most comparative trials showing a
higher average unit requirement with insu-
lin detemir (77).

Although the majority of patients
with type 2 diabetes requiring insulin
therapy can be successfully treated with
basal insulin alone, some, because of pro-
gressive diminution in their insulin secre-
tory capacity, will require prandial insulin
therapy with shorter-acting insulins. This
is typically provided in the form of the
rapid insulin analogs, insulin lispro
(B28Lys,B29Pro human insulin), insulin
aspart (B28Asp human insulin), or insulin
glulisine (B3Lys,B29Glu human insulin),
which may be dosed just before the meal.
They result in better postprandial glucose
control than the less costly human regular
insulin, whose pharmacokinetic profile
makes it less attractive in this setting.

Ideally, an insulin treatment program
should be designed specifically for an in-
dividual patient, to match the supply of
insulin to his or her dietary/exercise hab-
its and prevailing glucose trends, as revealed
through self-monitoring, Anticipated glucose-
lowering effects should be balanced with
the convenience of the regimen, in the
context of an individual’s specific therapy
goals (Fig. 1).

Proper patient education regarding
glucose monitoring, insulin injection
technique, insulin storage, recognition/
treatment of hypoglycemia, and “sick
day” rules is imperative. Where available,
certified diabetes educators can be in-
valuable in guiding the patient through
this process.

KEY POINTS

o Glycemic targets and glucose-lowering
therapies must be individualized.

e Diet, exercise, and education remain
the foundation of any type 2 diabetes
treatment program.

e Unless there are prevalent contra-
indications, metformin is the op-
timal first-line drug.

e After metformin, there are limited
data to guide us. Combination
therapy with an additional 1-2 oral
or injectable agents is reasonable,
aiming to minimize side effects
where possible.

e Ultimately, many patients will require
insulin therapy alone or in com-
bination with other agents to
maintain glucose control.

e All treatment decisions, where possi-
ble, should be made in conjunction
with the patient, focusing on his/her
preferences, needs, and values.

e Comprehensive cardiovascular risk
reduction must be a major focus of
therapy.

Implementation strategies

Initial drug therapy. It is generally
agreed that metformin, if not contraindi-
cated and if tolerated, is the preferred and
most cost-effective first agent (42) (Fig. 2
and Supplementary Figs.). It is initiated at,
or soon after, diagnosis, especially in pa-
tients in whom lifestyle intervention alone
has not achieved, or is unlikely to achieve,
HbA, . goals. Because of frequent gastroin-
testinal side effects, it should be started at a
low dose with gradual titration. Patients
with a high baseline HbA;. (e.g., =9.0%)
have a low probability of achieving a near-
normal target with monotherapy. It may
therefore be justified to start directly
with a combination of two noninsulin
agents or with insulin itself in this circum-
stance (78). If a patient presents with sig-
nificant hyperglycemic symptoms and/or
has dramatically elevated plasma glucose
concentrations (e.g., >16.7-19.4 mmol/L
[>300-350 mg/dL]) or HbA,. (e.g.,
=10.0-12.0%), insulin therapy should be
strongly considered from the outset. Such
treatment is mandatory when catabolic
features are exhibited or, of course, if
ketonuria is demonstrated, the latter re-
flecting profound insulin deficiency. Im-
portantly, unless there is evidence of type 1
diabetes, once symptoms are relieved,

Inzucchi and Associates

glucotoxicity resolved, and the metabolic
state stabilized, it may be possible to taper
insulin partially or entirely, transferring to
noninsulin antihyperglycemic agents, per-
haps in combination.

If metformin cannot be used, another

oral agent could be chosen, such as a
sulfonylurea/glinide, pioglitazone, or a
DPP-4 inhibitor; in occasional cases where
weight loss is seen as an essential aspect of
therapy, initial treatment with a GLP-1
receptor agonist might be useful. Where
available, less commonly used drugs (AGIs,
colesevelam, bromocriptine) might also be
considered in selected patients, but their
modest glycemic effects and side-effect
profiles make them less attractive candi-
dates. Specific patient preferences, char-
acteristics, susceptibilities to side effects,
potential for weight gain and hypoglycemia
should play a major role in drug selection
(20,21). (See Supplementary Figs. for ad-
aptations of Fig. 2 that address specific
patient scenarios.)
Advancing to dual combination therapy.
Figure 2 (and Supplementary Figs.) also
depicts potential sequences of escalating
glucose-lowering therapy beyond met-
formin. If monotherapy alone does not
achieve/maintain an HbA,. target over
~3 months, the next step would be to
add a second oral agent, a GLP-1 recep-
tor agonist, or basal insulin (5,10). No-
tably, the higher the HbA,., the more
likely insulin will be required. On average,
any second agent is typically associated
with an approximate further reduction in
HbA,. of ~1% (70,79). If no clinically
meaningful glycemic reduction (i.e., “non-
responder”) is demonstrated, then, adher-
ence having been investigated, that agent
should be discontinued, and another
with a different mechanism of action
substituted. With a distinct paucity of
long-term comparative-effectiveness trials
available, uniform recommendations on
the best agent to be combined with metfor-
min cannot be made (80). Thus, advantages
and disadvantages of specific drugs for each
patient should be considered (Table 1).

Some antihyperglycemic medications
lead to weight gain. This may be associ-
ated with worsening markers of insulin
resistance and cardiovascular risk. One
exception may be TZDs (57); weight gain
associated with this class occurs in asso-
ciation with decreased insulin resistance.
Although there is no uniform evidence that
increases in weight in the range observed
with certain therapies translate into a sub-
stantially increased cardiovascular risk, it
remains important to avoid unnecessary
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Position Statement

Healthy eating, weight control, increased physical activity

- Initial drug

f 5
,  monotherapy Metformin
1 Efficacy (4 HbA;;) - high
1 Hypoglycemia .| low risk
1 Weight neutral/loss
1 Side effects Gl / lactic acidosis
1 Costs low
! If needed to reach individualized HbA,, target after ~3 months, proceed to two-drug combination
: (order not meant to denote any seecific preference):
1 Metformin Metformin Metformin Metformin Metformin
. T + + + + +
- Two-drug a Sulfonylurea® Thiazolidine- DPP-4 Inhibitor GLP-1 receptor [ [Insulin (usually
1 combinations dione agonist basal)
: Efficacy (4 HbA,) high A high | intermediate ] high il
| Hypoglycemia g moderate risk ... [V — lowrisk . @ Flowrisk 4|
| Weight gk gain | gain -| neutral .} loss
1 Major side effect(s) hypoglycemiac & edema, HF, Fx'sc 4 . rarec doere 4 Yhypoglycemia® .
1 Costs low ...k khigh high Jhigh M Yvariable |
1
1 If needed to reach individualized HbA,, target after ~3 months, proceed to three-drug combination
1 (order not meant to denote any specific preference):
! Metformin Metformin Metformin Metformin Metformin
: + + + + +
1 Three_'d rl-_lg Sulfonylurea® Thiazolidine- DPP-4 Inhibitor GLP-1 receptor Insulin (usually
1 combinations " dione + agonist basal)
1 + + +
- sue | sue | sw | 2D
1
I or | DPP-4 or| oppai | ol 1z0 | | 710 I or | DPP-4-i I
1
! or [GLP-1-RA or IGLP-1-RAI or [ insuine ||| | or [ insuiind I or IGLP-1-RAI
, |_insulin?_| |_Insuiind_|
1
1 If combination therapy that includes basal insulin has failed to achieve HbA1c target after 3-6 months,
1 proceed to a more complex insulin strategy, usually in combination with one or two non-insulin agents:
1
. » More complex i
insulin strategies (multiple daily doses)

Figure 2—Antihyperglycemic therapy in type 2 diabetes: general recommendations. Moving from the top to the bottom of the figure, potential
sequences of antihyperglycemic therapy. In most patients, begin with lifestyle changes; metformin monotherapy is added at, or soon after, diagnosis
(unless there are explicit contraindications). If the HbA,  target is not achieved after ~3 months, consider one of the five treatment options combined
with metformin: a sulfonylurea, TZD, DPP-4 inhibitor, GLP-1 receptor agonist, or basal insulin. (The order in the chart is determined by historical
introduction and route of administration and is not meant to denote any specific preference.) Choice is based on patient and drug characteristics, with
the over-riding goal of improving glycemic control while minimizing side effects. Shared decision making with the patient may help in the selection of
therapeutic options. The figure displays drugs commonly used both in the U.S. and/or Europe. Rapid-acting secretagogues (meglitinides) may be
used in place of sulfonylureas. Other drugs not shown (a-glucosidase inhibitors, colesevelam, dopamine agonists, pramlintide) may be used where
available in selected patients but have modest efficacy and/or limiting side effects. In patients intolerant of, or with contraindications for, metformin,
select initial drug from other classes depicted and proceed accordingly. In this circumstance, while published trials are generally lacking, it is
reasonable to consider three-drug combinations other than metformin. Insulin is likely to be more effective than most other agents as a third-line
therapy, especially when HbA, is very high (e.g., =9.0%). The therapeutic regimen should include some basal insulin before moving to more
complex insulin strategies (Fig. 3). Dashed arrow line on the left-hand side of the figure denotes the option of a more rapid progression from a two-
drug combination directly to multiple daily insulin doses, in those patients with severe hyperglycemia (e.g., HbA;. =10.0-12.0%). DPP-4-i, DPP-4
inhibitor; FX’s, bone fractures; GI, gastrointestinal; GLP-1-RA, GLP-1 receptor agonist; HF, heart failure; SU, sulfonylurea. “Consider beginning at this
stage in patients with very high HbA . (e.g., =9%). "Consider rapid-acting, nonsulfonylurea secretagogues (meglitinides) in patients with irregular
meal schedules or who develop late postprandial hypoglycemia on sulfonylureas. “See Table 1 for additional potential adverse effects and risks, under
“Disadvantages.” “Usually a basal insulin (NPH, glargine, detemir) in combination with noninsulin agents. “Certain noninsulin agents may be
continued with insulin (see text). Refer to Fig. 3 for details on regimens. Consider beginning at this stage if patient presents with severe hyperglycemia
(=16.7-19.4 mmol/L [=300-350 mg/dL]; HbA;. =10.0-12.0%) with or without catabolic features (weight loss, ketosis, etc.).

weight gain by optimal medication selec-
tion and dose titration.

For all medications, consideration
should also be given to overall tolerability.
Even occasional hypoglycemia may be
devastating, if severe, or merely irritating,
if mild (81). Gastrointestinal side effects

may be tolerated by some, but not others.
Fluid retention may pose a clinical or
merely an aesthetic problem (82). The
risk of bone fractures may be a specific con-
cern in postmenopausal women (57).

It must be acknowledged that costs
are a critical issue driving the selection of

glucose-lowering agents in many environ-
ments. For resource-limited settings, less
expensive agents should be chosen. How-
ever, due consideration should be also
given to side effects and any necessary
monitoring, with their own cost impli-
cations. Moreover, prevention of morbid
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