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a total of 44 patients were eligible for efficacy and pk analyses. baseline characteristics were well balanced
between the treatment groups. during the 3-period crossover, gir during the last euglycaemic glucose clamp
period was 30% lower following oral semaglutide than following us-lis. this was accompanied by significantly
lower mean serum lis concentrations (using nonlinear mixed-effects modelling), especially in the second and
third clamp periods (median [interquartile range] maximum observed cmax; oral semaglutide 1.19 μmol/l
[0.96-1.48]; us-lis 1.68 μmol/l [1.43-1.88]) and lower gir during the last clamp period (median girmax; oral
semaglutide 0.31 mg/kg/min [0.19-0.52] vs. 0.82 mg/kg/min [0.56-0.99] for us-lis). semaglutide was less
effective at lowering hba1cthan us-lis, and was associated with no change in serum lis concentrations
(maximum observed cmax; oral semaglutide 0.69 μmol/l [0.46-0.94] vs.97 μmol/l [0.78-1.12] for us-lis).
median time to glucose decline figure was shorter during oral semaglutide treatment periods than during the
us-lis treatment period (median [interquartile range] oral semaglutide 2 h [1.0-4.0] vs. 1 h [0.5-3.0] with us-
lis, p
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Results: To our knowledge, this is the first large-scale, randomized trial to directly assess the effect of
pharmaceutical-based treatment of T2DM on quality of life and other outcomes. Compared with baseline, we
observed a clear decrease in patient reported quality of life related to the symptoms of T2DM, physical and
emotional functioning, self-rated health status, and the diabetes impact. There was a significant increase in
EQ-5D Index, the PedsQL score, the RAND-36 score for physical function and a decrease in overall PedsQL.
Significant improvements in pain and sleep were also observed, respectively. In the patients treated with

placebo, there was a significant increase in the mean HbA1c, systolic blood pressure, and triglycerides. In the
patients receiving metformin, we observed a significant decrease in HbA1c; placebo and metformin,

respectively. There was a significant decrease in the placebo group in both the fasting and 2-h blood sugar
levels, however, no significant differences were observed in the metformin group. With both placebo and
metformin, HbA1c, systolic blood pressure, BMI, and LDL cholesterol decreased. The lipid profile improved
slightly after the placebo, but worsened slightly after metformin. Overall, the metformin group showed no
clinically significant or statistically significant changes. Patients of both centres were recruited by trained

attending physicians. Patients were not eligible for inclusion in the study if they had previous cerebral,
coronary or peripheral arterial events, or myocardial infarction, and because of their statin and/or aspirin
therapy. A group of healthy persons, matched for age and sex, recruited from the community served as
healthy controls (controls). The following inclusion and exclusion criteria were applied: inclusion criteria:

patients/controls had to be aged between 35-80 years, mean age at the time of recruitment in both groups
was 55 years; controls were matched for age and sex; exclusion criteria: clinical atherosclerotic conditions,
known systemic inflammation, type 1 diabetes mellitus, previous cerebral, coronary or peripheral arterial

events, or myocardial infarction, and because of their statin and/or aspirin therapy. Lisdexamfetamine (LDX)
dosing was titrated to 2 mg b.i.d. to achieve optimal benefit while avoiding any side effects. Five-point visual
analog scales (VAS) assessed drug-related side effects, with endpoints at baseline, week 1, 4, and 12. LDX-

induced adverse events (AEs) were reported by patients, and classified by the treating physicians as to
severity (none, mild, moderate, severe). Safety was also assessed by the treating physicians, and through
clinical laboratory analysis, physical examination, 12-lead ECG and self-reported vital sign measurement

(blood pressure, pulse, respiration). The Clinical Laboratory Improvement Amendment (CLIA)-certified
angiochemistry analyzers at the University Hospital of Graz (Austria) analyzed troponin-I (Tn-I) and high

sensitivity C-reactive protein (hs-CRP) using the ADVIA 1800 automated immunoanalyzer. The ARCHITECT-
i1000 analyzer (Abbott Laboratories, Australia) analyzed cystatin C (CysC). Samples were stored immediately
at -80 °C and analyzed within 24 h. For CRP, the least detectable concentration was 5 mg/L; for Tn-I, the least
detectable concentration was 0.01 μg/L; for CysC, 0.04 mg/L. Adverse events that were not felt to be related
to LDX were reported. The investigators at both institutions recorded the reasons for discontinuation of LDX

treatment. Occurrences of new QTcF interval deviations (measured as the median difference between all
computed corrected QT intervals of the 12 leads and the baseline QT interval) of greater than 5 ms or of a

                               3 / 4



 

greater than 60 ms increase from baseline were analysed. Outliers were determined by visual inspection and
excluded from the analysis if biologically implausible (e.g., mathematical impossibilities) or a consequence of
arrhythmia. Latent class analysis was used to identify profiles of the same patient. The Mann-Whitney U-test

was used to compare group means. Single patient data that were not normally distributed were log-
transformed for use with parametric statistical methods. 5ec8ef588b
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