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glycemia-associated autonomic failure in
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Response to Nathan et al.

e applaud the efforts of those
who developed the American Di-
abetes Association/European As-
sociation for the Study of Diabetes
algorithm for managing type 2 diabetes
(1). Although the algorithm provides a
comprehensive assessment of the clinical
utility of various medications, the au-
thors’ strong focus on A1C as a measure of
glycemic control may lead to inadequate
management of glycemia because it fails
to consider important issues relevant to
diabetes pathophysiology and outcomes.
First, the algorithm assumes that pa-
tients have only recently developed type 2
diabetes and that the A1C is only slightly
elevated. The majority of type 2 diabetes is
diagnosed 9-12 years after it develops (2).
Further, the algorithm suggests that indi-
viduals should first be started on lifestyle
modification and metformin and then eval-
uated at 3 months regardless of current
A1C. This initial therapy is inappropriate
for patients with an A1C >10% because the
average lowering capacity of metformin at a
2,000-mg dose is ~2%. In addition, not
all patients are responders or candidates
for that specific therapy (as with most
medications). Early and aggressive inter-
vention improves outcomes; however,
the algorithm neither promotes nor sup-
ports early, aggressive management.
Second, although the authors focus
on an A1C <7% as the goal, the contri-
bution of postprandial glucose (PPG) to
AlCisignored. Monnier et al. (3) showed
that PPG is the primary contributor to gly-
cemia when A1C levels are <7.3% and

very similar to fasting at levels of 8.4%.
Earlier studies (4,5) showed fasting
plasma glucose to be an inexact measure
of glycemic control relative to A1C. Why,
then, should we recommend that clini-
cians and patients rely on fasting plasma
glucose measures to guide daily diabetes
management?

Third, there is a strong link between
postchallenge/PPG excursions and mac-
rovascular disease independent of A1C
levels (6,7). Monnier et al. (8) showed
that glucose fluctuations during post-
prandial periods exhibited a more specific
triggering effect on oxidative stress than
chronic sustained hyperglycemia. Fur-
ther, reducing glycemic excursions is
causally associated with carotid intima-
media thickness, a validated surrogate
cardiovascular end point (7).

Assessing the benefit of a given ther-
apy cannot be based solely on cost and
efficacy in lowering glucose. The STOP-
NIDDM (9) study showed a clear associ-
ation between treatment with acarbose
and a significant reduction in cardiovas-
cular disease and hypertension. Use of
rapid insulin reduces hypoglycemia (10).
Newer medications, such as pramlintide
and exenatide, have demonstrated im-
proved PPG control and significant
weight loss (11,12).

The mission of the American Diabetes
Association is “to prevent and cure diabe-
tes and to improve the lives of all people
affected by diabetes” (13). Is it prudent to
ignore or diminish the value and clinical
utility of these medications simply be-
cause they do not meet subjective criteria
regarding cost versus AlC-lowering ef-
fects? Exenatide, in combination with
metformin, could be used earlier to get
more patients to target and avoid costly
long-term complications. We must re-
member that the highest cost in diabetes
is not the medications; rather, it is the
complications that result from not achiev-
ing good diabetes control.

The algorithm is substantially incom-
plete in communicating the necessity for
early, aggressive management using treat-
ment modalities that address all glycemic
abnormalities. We strongly urge the au-
thors to reevaluate their focus on A1Cand
expand the algorithm to include strategies
to manage postprandial hyperglycemia,
which is clearly required to achieve nor-
mal metabolic control.
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Ithough stating that lifestyle interven-

tions “should [...] be included as

part of diabetes management,” the
American Diabetes Association/European
Association for the Study of Diabetes con-
sensus (1) on managing hyperglycemia
in type 2 diabetes dismisses lifestyle
interventions because of their “limited long-
term success”; hence, the recommendation
to immediately start newly diagnosed pa-
tients on lifestyle intervention plus met-
formin. The consensus even suggests that
increased physical activity may lead to “po-
tential problems associated with neuropa-

thy, such as foot trauma and ulcers” (a
statement not supported by a reference) and
that “the most convincing long-term data
that weight loss effectively lowers glycemia
have been generated in [. . .] type 2 diabetic
patients who have had bariatric surgery,”
which is hardly a model of lifestyle
intervention.

A growing body of literature shows that
lifestyle intervention is both feasible and ef-
fective in achieving and reinforcing the
goals sought by pharmacological means (2—
4). Tt cannot, however, be prescribed.
Health operators, who are mainly trained to
treat acute conditions, should stop thinking
of their chronically ill patients as pill-
popping automata who are “noncompli-
ant” when they fail to ingest 10-15 tablets,
walk 30 min, and perform other tedious
tasks everyday. Adults learn and apply new
concepts if they perceive them as reason-
able, useful, and related to personal experi-
ence. Realistic self-management plans can
only stem from alliances between patients
and operators within reorganized working
practices.

Some recent Cochrane Database Sys-
tem Review studies suggest that lifestyle
intervention in type 2 diabetes is espe-
cially effective when implemented by in-
teractive group education (2-4). Group
education is far superior to the individual
approach because of peer-to-peer rela-
tionships, dynamics, and other positive
aspects of group education that are im-
possible to elicit in traditional one-to-one,
usually top-down consultations. Group
education also generates higher satisfac-
tion in patients and operators. In our ex-
perience, substituting individual visits
with group visits in routine care of type 2
diabetic patients achieved long-term (5
years) sustained weight loss, stabilization
of A1C, and amelioration of cardiovascu-
lar risk factors while reducing prescribed
medication (5). Over the first 4 years,
group care cost an additional 56.7 U.S.
dollars per patient to keep A1C one per-
centage point lower and 2.12 U.S. dollars
per point gained in the quality-of-life
score.
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ecently, a joint consensus statement
by the American Diabetes Associa-
tion/European Association for the
Study of Diabetes (1) recommended start-
ing insulin therapy for type 2 diabetes
with basal insulin and increasing doses
until a fasting glucose <130 mg/dl was
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