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reported that hyperglycemia preferentially increases intracellular generation 
of angiotensin (Ang) II. However, circulating RAS is down regulated in 
diabetes implying the accelerated intracellular RAS mechanism as a major 
contributor to diabetic cardiomyopathy. In this study, we determined 
expression of RAS components and their effect on cardiac cells to give us a 
venue to intervene. Methods: Diabetes was induced in Sprague-Dawley rats 
and C57/BL6J mice with injection of streptozotocin for 5 days and verified 
by sustained blood glucose levels >15 mmol/L. Control mice received 
buffered saline alone. One week after diabetes induction the mice hearts were 
removed and perfused by the Langendorff method. Myocytes were isolated 
with enzymatic dispersion and centrifugation. RAS proteins were determined 
by real-time PCR and Western analysis. These included angiotensinogen, 
renin, angiotensin converting enzyme, AT1, AT2, and ACE 2. Angiotensin II 
was purified by reverse-phase chromatography and quantified by competitive 
ELISA. Results: Among cells obtained from diabetic hearts, expression of 
AGT (3.5+/- 0.8 fold), renin (2.4 +/- 0.4), and AT1 (2.6+/- 0.3) was 
significantly increased compared to cells from control hearts (p<0.05, 
ANOVA). No significant change in the gene expression of ACE (1.2+/- 0.4), 
ACE2 (0.97+/- 0.2), and AT2 (1.2+/- 0.2), was observed. Increased expression 
at the protein level for AGT (2.2 +/- 0.1), renin (1.9 +/- 0.08), and AT1 (2.3+/- 
0.2) was also observed by Western analysis. No significant changes in the 
protein levels of AT2, ACE, and ACE2 were observed. AngII levels in cardiac 
myocytes were determined by quantitative ELISA, which demonstrated 
significantly enhanced levels of AngII (140+/- 10 fmol/mg protein) synthesis 
in diabetic mice compared to controls (20 +/- 10 fmol/mg protein). 
Conclusions: This study suggests that local activation of the RAS in diabetes 
has a significant role in the development of cardiac dysfunction. Demonstration 
of renin expression in cardiac myocytes and enhanced expression in diabetic 
conditions represent a particularly significant finding. The latter suggests 
that locally produced, not circulating renin has a major role in cardiac Ang II 
generation and subsequent cardiomyopathy.
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Background and Aims: Among coronary artery disease (CAD) patients, 
control of hypertension reduces rates of myocardial infarction and mortality. 
Yet, BP control among CAD patients remains sub-optimal in clinical 
practice. Few prior studies have had the longitudinal data necessary to assess 
the role of treatment intensification and medication adherence in achieving 
optimal control. Methods: In this retrospective cohort study, we evaluated 
baseline and 1-year BP control rates among 15,102 HTN patients with an 
incident diagnosis of CAD between January 1, 2003 and December 31, 2006. 
Among those patients with sub-optimal baseline BP control, we assessed the 
contribution of treatment intensification and medication adherence to 
achieving 1-year BP control. Sub-optimal BP control was defined as systolic 
BP =140 mmHg and/or diastolic BP =90 mmHg (for those with diabetes or 
renal disease, sub-optimal control was defined as SBP =130mmHg and/or 
DBP =80mmHg). Treatment intensification was defined as an increase in BP 
medication dosage, the addition of another BP medication, and/or a switch of 
medication that resulted in a higher bioequivalent dose. Medication adherence 
was calculated using the proportion of days covered by medication 
prescription, and defined as a PDC > 80%. Logistic regression was used to 
determine the contribution of treatment intensification and medication 
adherence on achieving 1-year BP control, adjusting for baseline patient 
variables. Results: At the time of CAD diagnosis, 9,513 (65%) had sub-
optimal BP control. At 1 year, 3,628(38%) of these subjects achieved BP 
control. Treatment intensification occurred more often among those patients 
who achieved 1-year BP control than those who did not (54% vs. 42%, 
p-value <0.0001). Medication adherence was similar between patients who 

achieved 1-year BP control and those who did not (87% vs.86%, p-value 
0.10) during the year post-CAD. In adjusted analyses, treatment intensification 
was significantly associated with 1 year BP control (OR 1.42 95%CI 1.39, 
1.45). In contrast, medication adherence was not significantly associated 
with 1 year BP control (OR 1.02, 95%CI 0.87, 1.16). Conclusions: Treatment 
intensification, but not medication adherence, was significantly associated 
with 1-year BP control among a newly diagnosed CAD population. 
Interventions to improve treatment intensification may improve BP control 
and patient outcomes.
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Background and Aims: The preschool age group is ripe for clinically-based 
obesity prevention interventions. Objective: To assess the extent to which a 
primary care-based obesity prevention intervention (Ix), compared with the 
usual care control condition (UC), resulted in a smaller age-associated 
increase in body mass index (BMI) and improvement in specified obesity-
related behaviors over the first year of a planned 2-year intervention. 
Methods: High Five for Kids is a cluster-randomized controlled trial in 10 
primary care pediatric offices in Massachusetts. We randomly assigned 5 
practices to the Ix condition and 5 to UC. Eligible children were age 2.0 - 6.9 
years at baseline with BMI > 95th percentile or 85th-<95th percentile if at 
least one parent was overweight. The major components of the intervention 
were restructuring primary care based on the Chronic Care Model, stage-
based motivational counseling by nurse practitioners, and stage-matched 
educational modules targeting TV, fast food, and sugar sweetened beverages. 
We enrolled 486 participants of whom 459 (94%) had primary outcomes 
measured at 1 year. We used intention-to-treat analysis, adjusted for baseline 
socio-demographic characteristics and corrected for clustering. Results: 
Mean (SD) age of participants was 4.9 (1.2) years; 29% had an annual 
household income < $50K; 57% were white, 20% black, 16% Hispanic. 
Compared with UC, Ix participants had slightly smaller change in mean BMI 
from baseline to 1 year (-0.18 kg/m2; 95% CI: -0.44, 0.08). Ix participants 
decreased their TV viewing (-0.41 hrs/day; 95% CI: -0.68, -0.13) and fast 
food intake (-0.17 servings/week; 95% CI: -0.34, 0.00) more than UC, but 
there was no effect on sugar sweetened beverage intake (-0.20 servings/day; 
95% CI: -0.51, 0.11). In post-hoc stratified analyses, the intervention had a 
greater effect on BMI change among participants living in households with 
incomes <$50K (-0.79 kg/m2; 95% CI: -1.45, -0.13) than in higher income 
households (0.01 kg/m2; 95% CI: -0.34, 0.36). Conclusions: After a 1-year 
intervention period, High Five for Kids was effective in reducing TV viewing 
and fast food intake but did not significantly reduce BMI.
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