Proportion of participants
achieving endpoint

PIONEER (oral semaglutide 14 mg or flex;
Trial EOR [95% Cl] P-value  comparator groups), n/N (%)
1 Oral sema 14 mg / Placebo B — 15.15  [8.45-27.15]  <0.001 114/144 (79); 33/128 (26)
2 Oral sema 14 mg / Empa 25 mg 3.05 [2.19-4.25] <0.001 206/292 (71); 127/294 (43)
3 Oral sema 14 mg / Sita 100 mg | * 2.79 [2.03-3.84] <0.001 192/315 (61); 116/269 (43)
lr—lelziAugtion 4 Oral sema 14 mg / Lira 1.8 mg ® 146  [1.00-212]  0.048  140/213 (66); 128/221 (58)
of 21%-point 4 Oral sema 14 mg / Placebo —_——— 18.62  [9.01-38.50]  <0.001 140/213 (66); 10/80 (13)
5 Oral sema 14 mg / Placebo —— 10.31  [6.52-19.29]  <0.001 80/122 (66); 24/123 (20)
7 Oral sema flex / Sita 100 mg =~ —*— 5.55 [3.51-8.76] <0.001 139/186 (75); 75/180 (42)
8 Oral sema 14 mg / Placebo B a— 12.24  [6.38-23.47]  <0.001 73/111 (66); 16/96 (17)
1 Oral sema 14 mg / Placebo ' —— 417 [2.38-7.29] <0.001 66/144 (46); 20/128 (16)
2 Oral sema 14 mg / Empa 25 mg '® 1.27 [0.94-1.73] 0.116 142/292 (49); 126/294 (43)
3 Oral sema 14 mg / Sita 100 mg 3.14 [2.18-4.53] <0.001 112/315 (36); 40/269 (15)
BW . 4 Oral sema 14 mg /Lira1.8 mg = * 2.65 [1.80- 3.89] <0.001 107/213 (50); 58/221 (26)
;?i";%zon 4 Oral sema 14 mg / Placebo « —— 6.34 [3.33-12.07]  <0.001 107/213 (50); 10/80 (13)
5 Oral sema 14 mg / Placebo . —e— 6.00 [3.10-11.59]  <0.001 50/122 (41); 13/123 (11)
7 Oral sema flex / Sita 100 mg = -*- 3.33 [1.97-5.61] <0.001 55/186 (30); 24/180 (13)
8 Oral sema 14 mg / Placebo 16.83  [7.03-40.27]  <0.001 55/111 (50); 5/96 (5)
1 Oral sema 14 mg / Placebo  * 1.97 [1.20-3.23] 0.008 79/144 (55); 48/128 (38)
2 Oral sema 14 mg / Empa 25 mg * 1.00 [0.72-1.39] 0.999 150/292 (51); 153/294 (52)
3 Oral sema 14 mg / Sita 100 mg ® 1.55 [1.10-2.18] 0.012 154/315 (49); 102/269 (38)
fe%'zction 4 Oral sema 14 mg / Lira 1.8 mg ® 119 [0.80-1.79]  0.390 1041213 (49); 97/221 (44)
of 25 mmHg 4 Oral sema 14 mg / Placebo '« 1.93 [1.10-3.39] 0.022 104/213 (49); 26/80 (33)
5 Oral sema 14 mg / Placebo ' * 2.02 [1.18-3.44] 0.010 67/122 (55); 48/123 (39)
7 Oral sema flex / Sita 100 mg '® 1.18 [0.78-1.78] 0.426 81/186 (44); 79/180 (44)
8 Oral sema 14 mg / Placebo '® 1.18 [0.67-2.06] 0.574 51/111 (46); 40/96 (42)
1 Oral sema 14 mg / Placebo  +- 2.08 [1.10-3.95] 0.025 43/144 (30); 19/128 (15)
LDL 2 Oral sema 14 mg/Empa 25 mg  * 1.77 [1.13-2.77] 0.013 61/292 (21); 44/294 (15)
cholesterol 3 Oral sema 14 mg / Sita 100 mg ® 1.14 [0.74-1.75] 0.546 69/315 (22); 49/269 (18)
reduction of 4 Oral sema 14 mg / Lira 1.8 mg ® 1.15 [0.71-1.85] 0.573 59/213 (28); 51/221 (23)
20.5 mmoliL 4 Oral sema 14 mg / Placebo = *— 2.62 [1.20-5.71] 0.016 59/213 (28); 8/80 (10)
5 Oral sema 14 mg / Placebo * 1.37 [0.69-2.74] 0.366 33/122 (27); 27/123 (22)
7 Oral sema flex / Sita 100 mg * 1.57 [0.91-2.68] 0.103 50/186 (27); 36/180 (20)
8 Oral sema 14 mg / Placebo ' 2.03 [0.98-4.20] 0.056 37/111 (33); 13/96 (14)
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Proportion of participants
achieving endpoint
PIONEER (oral semaglutide 14 mg or flex;
Trial EOR [95% CI] P-value comparator groups), n/N (%)
1 Oral sema 14 mg / Placebo ' -- 6.61 [3.93-11.11]  <0.001 104/144 (72); 33/128 (26)
2 Oral sema 14 mg/ Empa 25 mg e 1.79 [1.31-2.44] <0.001 191/292 (65); 153/294 (52)
3 Oral sema 14 mg / Sita 100 mg e 2.73 [1.99-3.74]  <0.001 171/315 (54); 84/269 (31)
Any two 4 Oral sema 14 mg / Lira 1.8 mg e 1.57 [1.09-2.25] 0.015 135/213 (63); 115/221 (52)
endpoints 4 Oral sema 14 mg / Placebo = —s— 10.11  [5.14-19.89]  <0.001 135/213 (63); 8/80 (10)
5 Oral sema 14 mg / Placebo = - 5.56 [3.24-9.55] <0.001 78/122 (64); 31/123 (25)
7 Oral sema flex / Sita 100 mg o 3.44 [2.27-5.22] <0.001 108/186 (58); 59/180 (33)
8 Oral sema 14 mg / Placebo = -e— 9.08 [4.85-17.01]  <0.001 75/111 (68); 14/96 (15)
1 Oral sema 14 mg / Placebo = —s— 8.38 [3.83-18.29]  <0.001 50/144 (35); 9/128 (7)
2 Oral sema 14 mg/ Empa 25 mg e 2.54 [1.73-3.73] <0.001 98/292 (34); 47/294 (16)
3 Oral sema 14 mg / Sita 100 mg ‘e 2.95 [1.86-4.68] <0.001 72/315 (23); 33/269 (12)
Any three 4 Oral sema 14 mg / Lira 1.8 mg ‘e 2.50 [1.57-3.97] <0.001 70/213 (33); 34/221 (15)
endpoints 4 Oral sema 14 mg / Placebo © —eo————— 15.78  [4.12-60.36] <0.001 70/213 (33); 2/80 (3)
5 Oral sema 14 mg / Placebo '« —e—— 11.59  [4.08-32.91] <0.001 37/122 (30); 4/123 (3)
7 Oral sema flex / Sita 100 mg ' o 3.82 [2.10-6.96] <0.001 44/186 (24); 17/180 (9)
8 Oral sema 14 mg / Placebo 20.51  [5.34-78.83]  <0.001 34/111 (31); 2/96 (2)
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