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Response to Nathan et al.

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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Response to Nathan et al.

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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obtained. The use of rapid-acting, meal-
time insulin is considered only when the
AIC target is not reached, despite optimal
control of fasting glucose.

We observed a consecutive series of
490 outpatients (267 women and 223
men) whose type 2 diabetes was unsatis-
factorily controlled (A1C =7%) by com-
bined treatment with metformin and
insulin secretagogues and for whom glu-
cose self-monitoring data were available
(at least four determinations after an over-
night fast 2 h after breakfast in the previ-
ous month). The average of available
values was considered for analysis. Pa-
tients included in the analysis had
mean * SD age of 64.8 = 10.2 years,
duration of diabetes 16.0 = 11.1 years,
and BMI 28.3 * 4.8 kg/m”.

Fasting plasma glucose (FPG), post-
prandial glucose (PPG), and A1C were
187.4 = 51.3mg/dl, 229.0 = 57.9 mg/dl,
and 9.0 * 3.5%, respectively; 59
(12.0%), 181 (36.9%), and 250 (51.0%)
patients showed FPG <130, 130-180,
and >180 mg/dl, respectively. PPG was
>30% of FPG in 190 (38.8%) patients.
The proportion of patients with postpran-
dial hyperglycemia (PPH) was 69.5, 55.2,
and 19.6% among those with FPG <130,
130-180, and >180 mg/dl, respectively.

Insulin treatment was initiated in 156
(31.8%) patients. A 6-month follow-up
was available for 151 subjects. Of those,
46 (30.5%) patients showed FPG <180
mg/dl and PPG >30% of PPG (PPH),
while 39 (25.8%) patients had FPG >130
mg/dl and PPG <30% of FPG (fasting hy-
perglycemia [FPH]). Among patients with
PPH, 30.4, 45.7, and 23.9% received
treatment with basal (NPH/glargine) in-
sulin only, prandial (regular/rapid-acting
analogs) insulin only, or both, respec-
tively. Corresponding estimates for pa-
tients with FPH were 76.6, 29.0, and
42.3%.

Of the patients treated with insulin,
62 (41.1%) showed a reduction of A1C
>15% of baseline and/or A1C <7% at 6
months. The proportion of success, de-
fined as above, in patients with PPH was
21.0,71.4, and 18.2% in those receiving
basal insulin only, prandial insulin only,
or both, respectively (P < 0.05 for pran-
dial only vs. basal only).

Unsatisfactory glucose control in pa-
tients on oral therapy can be due to FPH,
PPH, or both. Not surprisingly, patients
with PPH alone seem to have a better re-
sponse to treatment with prandial insulin
than with basal insulin. These limited
data, obtained through an observational

approach, do not have the strength of ran-
domized clinical trials. However, they are
coherent with known pharmacokinetics
of available insulin formulations.

The greater body of available evi-
dence leads many authors to prefer basal
insulin as a first choice for insulin treat-
ment of type 2 diabetes. On the other
hand, there is no demonstration of the
superiority of basal over prandial insulin
in the treatment of oral therapy failure.
We feel there is a need for clinical trials
specifically designed to compare the two
approaches, in which an accurate assess-
ment of phenotype of glucose profiles is
obtained through self-monitoring. Until
results of such trials are available, any rec-
ommendation in favor of either basal or
prandial insulin (or both) is somewhat
arbitrary.
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Response to Cryer, Porta and
Trento, and Parkin and Davidson

e anticipated that our consensus

algorithm (1) would generate

some controversy, but we are
pleased with the general level of appreci-
ation expressed in the letters, albeit with
some disagreements. Dr. Cryer (2) specif-
ically endorses the recommendation in
our consensus algorithm to use insulin
earlier in the treatment course of type 2
diabetes but takes issue with the relatively
low frequency of severe hypoglycemia
that we cited for insulin-treated type 2
diabetes, which was defined in accor-
dance with the Diabetes Control and
Complications Trial and compared with
the rate in type 1 diabetes. As Dr. Cryer
notes, our estimates were based on data
from “clinical trials aimed at normoglyce-
mia and achieving a mean A1C of ~7%.”
Dr. Cryer cited review articles (including
some referenced by us) and other empiric
studies (uncontrolled clinical trials) that
suggested a much higher risk for severe
hypoglycemia in insulin-treated type 2 di-
abetic patients than we described.

The reasons that we chose data from
controlled clinical trials to establish the
expected risk for severe hypoglycemia
with insulin therapy, rather than refer to
other clinical data referenced by Dr.
Cryer, include their more careful and uni-
form assessment of adverse events, such
as hypoglycemia; their use of consensus
definitions established a priori; their abil-
ity to compare frequency of hypoglycemia
among trials using intensive therapy in
type 1 and type 2 diabetes; and, perhaps
most importantly, their ability to examine
the risk for hypoglycemia in the setting of

194

DiaBETES CARE, VOLUME 30, NUMBER 1, JANUARY 2007

202 4890300 1 | uo senb Aq jpd'e-£610.01000PZ/9%E65/€61/1/0€/4Pd-o1ME/2180/610"S|BUINO[SB}EqEIP//:dRY WO} PapEOjUMO]





