
A36 | Journal of the Endocrine Society | doi: 10.1210/jendso/bvaa046

A36JESOCI, Volume 4, Abstract Supplement, 2020

healthy individuals. The polymorphisms of the ADIPOQ 
and IRS-1 was assessed by molecular genetic method.
Results: It was found that in all groups of hyperten-
sive patients, regardless of body weight and the presence 
of DM2, the simultaneous presence of two unfavorable 
genotypes of the ADIPOQ and IRS-1 genes occurred signif-
icantly more often than in healthy individuals: in 41% of 
AH patients with obesity, 30% of AH patients with normal 
weight, 40% of AH with overweight, 57.5% of AH with obe-
sity and DM2 vs. 13.3% of healthy individuals. In hyperten-
sive patients, in the presence of overweight and obesity, the 
frequency of combination of the two unfavorable genotypes 
of these genes was significantly higher than in AH patients 
with normal body weight.
Conducting comparative evaluation of AH patients with 
obesity depending on the presence of two unfavorable 
genotypes or two protective genotypes of the ADIPOQ and 
IRS-1 genes showed that carriers of the combination of 
the G/T + T/T genotype of the ADIPOQ and the Gly/Arg 
+ Arg/Arg genotype of the IRS-1 had a higher body mass 
index, more pronounced insulin resistance, cardiovascular 
remodeling, adipokine imbalance, impaired carbohydrate 
and lipid metabolism.
Conclusions: In AH patients, the frequency of the simul-
taneous presence of two unfavorable polymorphisms of 
ADIPOQ and IRS-1 genes was higher than in healthy 
individuals. In AH patients with overweight and obe-
sity, the frequency of combination of the two unfavorable 
genotypes of the ADIPOQ and IRS-1 genes was signifi-
cantly higher than in normal body weight. The presence of 
a combination of two unfavorable genotypes of the ADIPOQ 
and IRS-1 genes in patients with AH and obesity was asso-
ciated with a greater severity of cardiovascular remodeling 
and metabolic disorders compared with the combination of 
two protective genotypes of these genes.
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Background: Dulaglutide (DU) was superior to pla-
cebo (PL) in reducing the incidence of Major Adverse 
Cardiovascular Events in the Researching Cardiovascular 
Events with a Weekly INcretin in Diabetes (REWIND 
Study) broad patient population. The safety of DU 

treatment is also of interest to health care providers who 
treat an older patient population (≥65 years of age).
Aims: The primary objective of this post-hoc analysis was 
to evaluate DU safety in the REWIND patient subgroup 
populations categorized by age (≥ 65 and < 65 years) with 
regards to the occurrence of the composite safety outcome 
of overall mortality and severe hypoglycemia. One of the 
key secondary objectives was first occurrence of severe 
hypoglycemia.
Methods: Patients were grouped into two age groups: 
≥65 and <65  years. Time-to-event for the composite 
safety endpoint as well as individual variables were 
analyzed using Cox proportional hazards regression. 
Hazard ratios (HRs) and 95% confidence intervals (CIs) 
for between group treatment differences were also 
calculated.
Results: Of the 9,901 patients randomized in REWIND, a 
total of 5,256 (DU, 2,619; PL, 2,637) were aged ≥65 years. 
The incidence of the composite safety outcome for patients 
aged ≥65  years was 399 of 2619 (15.2%) for DU-treated 
patients and 425 of 2,637 (16.1%) for PL-treated patients. 
The incidence of the composite safety outcome for those 
aged <65  years was 188 of 2,330 (8.1%) for DU-treated 
patients and 224 of 2,315 (9.7%) for PL-treated patients. 
Between group treatment differences (HR [95% CI]) were 
0.94 (0.82, 1.08) for patients ≥65  years of age and 0.82 
(0.68, 1.00) for patients <65  years of age; interaction 
p-value  =  0.277. The incidence of the secondary outcome 
of first occurrence of severe hypoglycemia for patients aged 
≥65 years was 46 of 2619 (1.8%) for DU-treated patients 
and 49 of 2,637 (1.9%) for PL-treated patients. The inci-
dence of this outcome for patients <65 years was 18 of 2,330 
(0.8%) for DU-treated patients and 25 of 2,315 (1.1%) for 
PL-treated patients. Between group treatment differences 
(HR [95% CI]) were 0.95 (0.63, 1.42) for patients ≥65 years 
of age and 0.71 (0.39, 1.31) for patients <65 years of age; 
interaction p-value = 0.443. The safety profile of DU was 
reviewed based upon the results of subgroup analysis of 
treatment emergent adverse events and serious adverse 
events by preferred terms for comparing PL and DU for 
age subgroups (≥65 years of age versus <65 years). None 
of the results indicated that DU has a different safety pro-
file across the age subgroups evaluated in this post-hoc 
analysis.
Conclusions: Treatment with DU demonstrated sim-
ilar safety in REWIND patients aged ≥65  years and 
those aged <65  years. Dulaglutide can be considered 
a safe and effective treatment option for use in older 
adults.
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