Abstract

A recent study conducted in Brazil including over 6,000
patients showed that only 10.4% of type 1 and 26.8% of
type 2 diabetics presented adequate glycemic control
with A1C <7%(1).

Current approaches to promote glycemic control are
mostly based in A1C levels, requiring lengthy
implementation and contributing to clinical inertia.

This proof-of-concept, randomized and controlled clinical
trial was developed to find an effective, safe, reliable, low
cost and easily implementable method for achieving
glycemic control with intensive diagnostic, educational
and pharmacological interventions.

The use of combined 5MBG-derived concepts such as
weekly mean glycemia (WMG), glycemic variability (SD)
and glycemic profile can substantially improve the
evaluation of glycemic control, allowing weekly
corrections of therapeutic strategy and a faster migration
to normal glycemic levels.

This intensive intervention strategy promoted rapid
improvement in glycemic control, variability, and A1C
within 6 weeks using 7 point glycemic profiles 3 days per
week and weekly clinic visits in up to 82% of the patients
in the intensive group. Prevalence of hypoglycemia (< 60
mg/dL) was low and similar in both groups.

Obijectives

Primary objective of this clinical trial was to evaluate the
efficacy and safety of an "Intensive Monitoring,
Education, and Therapy (IMET)" Program (intensive
group) VS. standard "real life" care (control group).

Primary outcomes were WMG, SD, A1C and prevalence
of hypoglycemia at weeks 0, 6 and 12.

Patients and Methods

Patients were randomly allocated to one of the following
study arms: Intensive and Control (cf. Figure).

' Study Por : 63 type 2 diabetes patients - A1C=8%

Intensive Group: 32 patients Control Group: 31 patients
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Study population: 63 type 2 adult patients of both sexes
up to 75 years of age with poor glycemic control (A1C >
8%) and poor response to therapy before entering the
study.

All patients received glucose meters and test strips
(Accu-Chek Perfoma - Roche Diagnostics) to practice
SMBG (6 to 7 tests/day for 3 days in a week). During
weekly visits data from the meters were downloaded for
computerized analysis by special software (Accu-Chek
360" - Roche Diagnostics).

Patients in both the Intensive and Control groups were
treated with diet and mono, dual, or triple therapy
regimens with metformin, sulfonylureas, nateglinide,
rosiglitazone, and/or insulin, at their physician's
discretion.

STATISTICAL ANALYSIS

Analysis within individuals: "each patient as their own
control".

t tests of differences between Week 0 and Week 6 or
Week 12 one-sided for WMG, SD, A1C; two-sided for
Weight.

Unpaired t tests of Intensive vs Control groups using
differences between Baselines and Weeks 6 or 12.

z-test of frequency of hypoglycemia for Intensive vs
Control groups for Weeks 0 - 6 and Weeks 0 - 12.

After correction for baseline WMG or baseline A1C one
obtains even more impressive levels of statistical
significance.

Results

° Summary of study results:
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Conclusions

o The Intensive Program resulted in a very prompt
clinically significant reduction in WMG, A1C, SD, with no
change in weight. Smaller but significant favorable
changes in WMG, A1C and SD were seen for the control
group.

o The differences between Intensive Group and Control

Group were statistically significant for WMG, SD, and
A1C at both Week 6 and Week 12.

o No significant changes in weight were seen in any group.

o The risk of hypoglycemia was not statistically significantly
increased in the subjects receiving Intensive therapy.

o Changes in WMG are highly correlated with Baseline
WMG. Similary, changes in A1C and SD are highly
correlated with Baseline A1C: Greater improvement is
seen in sugjects with higher baselines.

o The Intensive Therapy protocol (IMET) with Monitoring,

Education and Frequent adjustment of Therapy can
result in dramatic improvement of glycemia (WMG < 150
mg/dL; SD < 50 mg/dL) within a matter of a few weeks in
nearly all subjects. We estimate that the long-term
benefits of this rapid improvement should considerably
outweight the costs.

o Seven-point glucose profiles, performed 3 days each

week for 6 weeks and then at 6 weeks intervals, provides
the information needed for rapid adjustment of therapy.

o The "IMET" Protocol deserves further evaluation in

multiple clinics and patient populations to evaluate its
generalizability and long-term sustainability. We plan to
conduct such studies.
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