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BACKGROUND RESULTS RESULTS

Diabetic Cardiomyopathy (DbCM) is diagnosed as the Baseline characteristics of individuals with DbCM across the four groups are shown in Table Patients with DbCM and elevated biomarkers of heart disease showed similar cardiac
presence of cardiac dysfunction in patients with 1. Patients with solely diastolic abnormalities were most commonly female, treated with functional capacity compared to those with systolic dysfunction/hypertrophy documented
diabetes in the absence of other causes of cardiac beta blockers, and less commonly treated with GLPRA. at a baseline echocardiogram (Table 2).
dysfunction such as coronary artery disease (CAD),
clinically relevant arrhythmias, severe valvular heart Patients with diastolic and mixed abnormalities had higher NT-proBNP and lower cardiac e ownas . P! pevated . SOl pevated .
disease, and uncontrolled blood pressure. functional capacity. . o - 207 heart disease . heart disease
Elevated biomarkers Systolic/LVH cluster Diastolic cluster Overlap cluster P Age, yrs 67.0+7.4 684+71 005 68.4+7.1 67.646.6 019 67.0+7.4 67.6+6.6 032
P U R P O S E of heart disease Male, n (%) 102 (58%) 83 (40%) <0.001 83 (40%) 150 (54%) <0.001 102 (58%) 150 (54%) 0.47
pease Lat 104 =100 ik R.u\;\l: . 140 (79%) 168 (81%) 168 (81%) 238 (86%) 140 (79%) 238 (86%)
ite %) ¥
Age, yrs 67.646.6 67.0+74 68.7+7.2 67.7£6.7 0.98 Black or African American 16 (9%) 8 (4%) 0.09 8 (4%) 19 (7%) 0.01 16 (9%) 19 (7%) 0.18
To use baseline data from the ARISE-HF trial (an Male, n (%) 150 (54%) 102 (58%) 62 (39%) 21 (45%) <0.001 Others 20 (11%) 31 (15%) 31 (15%) 20 (7%) 20 (11%) 20 (7%)

. . X Race, n (%) BMI, kg/m? 30.7+4.2 305445 064 30.5+4.5 305+46 0.91 307442 305+456 054
ongoing p|acebo-contr0||ed phase 3 clinical trial White 238 (86%) 140 (79%) 129 (81%) 39 (83%) i:!:‘,ﬂmmrln::m 1285+11.6  131.0+13.6 006 131.0+13.6 129.8 +13.0 0.34 1285+11.6 129.8 +13.0 0.27
eva|uating the Safety and efﬁcacy of a novel h|gh|y Black or African American 19 (7%) 16 (9%) 7 (4%) 1(2%) 0.11 Duration of T2DM, yrs 143489 148+99 058 148499 135489 0.09 143+89 135+89 0.29

K o ) Others 20 (7%) 20 (11%) 24 (15%) 7 (15%) Hypertension, n (%) 127 (72%) 147 (71%)  0.87 147 (71%) 184 (66%) 0.25 127 (72%) 184 (66%) 0.20
selective aldose reductase inhibitor on cardiac BMI, kg/m? 305+4.6 30.7+42 30.6+4.8 302+4.4 061 R 33 (19%) 34(16%) 057 34 (16%) 40 (14%) 055 33 (19%) 40 (14%) 023
functional capacity in individuals with DbCM) to SBP, mmHg 129.8+13.0 1285+116 130.9+133 131.4+14.8 039 P .

. . Medical History ACEI-ARBs 122 (69%) 142 (69%) 0.95 142 (69%) 185 (66%) 0.61 122 (69%) 185 (66%) 0.58
explore the patient characteristics among subgroups Duration of T20M,yrs 135489 143189 148+ 101 149492 054 e L —
of DbCM based on the nature and number of Hypertension, n (%) 184 (66%) 127 (72%) 112 (70%) 35 (75%) 048 SR R | 06 Sito e T TR o) e

. . o Dyslipidemia, n (%) 40 (14%) 33 (19%) 26 (16%) 8 (17%) 0.69 Laboratory test
echocardlographlc abnormalities. Concomitant medications, n NT-proBNP, ng/L 59(27-118)  83(45-155)  <0.001 83 (45-155) 69 (35-122) <0.001 59 (27-118) 69 (35-122) 0.10
o % Hs-Tnt, ng/L 8(6-11) 9 (6-12) 033 9 (6-12) 9 (6-12) 0.89 8(6-11) 9 (6-12) 0.25
HbA1lc, % 7.01+0.78 6.95 +0.80 0.49 6.95+0.80 6.97 +0.77 0.75 7.01+0.78 6.97+0.77 0.65
ACEI-ARBs 185 (66%) 122 (69%) 114 (71%) 28 (60%) 0.45 Hgb, g/dI 138+14 134+14 <0.001 134+14 138+13 <0.001 138+ 14 138+13 0.67
M ET H O DS B-blockers 48 (17%) 29 (16%) 52 (33%) 8 (17%) <0.001 €GFR, ml/min/1.73m? 8154165 793+169  0.10 79.3+ 169 80.4+153 0.44 815+16.5 80.4+153 050
SGLTZ inhibitors 72 (26%) 47 (27%) 47 (29%) 15 (32%) 0.77 Ec"tf/i':':fmm 61.2+4.7 616+6.2 0.48 61.6+6.2 63.3+5.2 <0.001 61.2+4.7 63.3+5.2 <0.001
662 patients with DbCM defined as either elevated GLP1-RA 55 (20%) 45 (25%) 23 (14%) 13 (28%) 0.04 GLS, % 149419 178131 <0001  -17.8431 195420 <0.001 149419 -19.5%20 <0.001
: R X N Laboratory test LAVI, mi/m?2 220454 298489  <0.001 298489 223452 <0.001 220454 223452 0.63
cardiac biomarker (NT-proBNP and/or high-sensitivity NT-proBNP, ng/L 69 (35-122) 59(27-118) 82 (44-150) 84 (58-197) 0.04 LM, g/m? 8535248 7991221 <0001 7994221 7095140 <0.001 8531248 7095140 <0001
X ) K A E/e’ 9.1+2.0 137462  <0.001 137462 8719 <0.001 91120 87+19 0.05
cardiac troponln) or structu ral/functlonal cardiac Hs-Tnt, ng/L 9(6-12) 8(6-11) 9(6-12) 8(7-13) 0.39 RVSP, mmHg 222465 263485  <0.001 263+85 215461 <0.001 222465 215461 034
o o ) ) HbAlc, % 6.97+0.77 7.01+0.78 6.94+081 7.0+078 0.77 cpeT
abnormalities anng with im palred exercise tolerance Hgb, g/d! 13.8+13 13.8+14 135+1.3 13.2+16 <0.001 PeakV0z, mi/min/kg 16237 149+40  <0.001 14.9+40 16.1+37 <0.001 16.2+3.7 16.1+3.7 0.9
.. = = o = S VE/VCO;slope BLRE 306+5.4 0.46 30.6+5.4 30.6+4.7 0.14 31.8+5.0 306+4.7 0.37
were enrolled. Participants were allocated to 5 EGT':II ml/min/1.73m? 804+153 8154165 7901169 803+17.2 0.9 pASE score 151.9%80.9  143.0%766 032 143.0%76.6 164.6+99.7 002 151.9% 80.9 164.6+99.7 017
previously-defined clusters. Systolic dysfunction or IVEE :fm 633452 T T 600485 <0001
hypertrophy was defined by global longitudinal strain oS, % 195420 149119 -19.0+24 152432 <0.001 CONCLUSIONS
" . LAVI, ml/m 23452 20454 294485 3114100 <0.001
(GLS) <16% and/or increased LV mass (LVMi >95g/m2 LVMI, g//mZ 709 +14.0 853 +24.8 7334147 10154282 <0.001
i i f 7+ 1. 1142.0 13.4 45. 148+7.6 0.001 . q . et 8 . .
for females and >115g/m2 males). The diastolic Efe Bl 212 AR 81 5 +  The current analysis provides unique insights into the morphological and functional
cluster was defined as the presence of at least one RVSP, mmHg 215161 222165 S0LES DLl ozt
) ) - - CPET changes of patients with DbCM.
diastolic abnormality on echocardiography (elevated PeakVO, mi/min/kg 161+3.7 162437 150+4.1 14.4+35 <0.001
LV filling pressures [E/e’ >13], left atrial volume index PA;/EE{’\;c’gslope 136%2;::.977 1:}21;:(?9 12214511?:4 1;2-22‘7‘;‘6 ggg * Diastolic dysfunction (alone or in combination) is present in 31%, and these patients have
(LAVI)> 34 ml/m2 and right ventricular systolic - - h - lower cardiac functional capacity and higher natriuretic peptide levels.

pressure (RVSP)>35 mmHg). An overlap cluster was
included for participants with a combination of
diastolic, systolic, or LV geometric abnormalities.

* The ARISE-HF study (NCT04083339) is evaluating the safety and efficacy of, AT-001 to
improve or prevent the decline of cardiac functional capacity in individuals with DbCM.



