SUPPLEMENTAL APPENDIX

Supplemental Table 1. Average daily ischemic and bleeding rates through 1 year after primary PCI for STEMI. Red text

denotes the peak for ischemic and bleeding rates.

Supplemental Table 2. Average daily rate for adverse events in the acute (day 0 to day 3), subacute (day 3 to day 30) and late

(day 30 to day 365) phases after primary percutaneous coronary intervention for STEMI.

Supplemental Table 3. Average daily rate for adverse events in the in-hospital and post-discharge periods after primary

percutaneous coronary intervention for STEMI.

Supplemental Table 4. Differences in average daily rate across the acute (day 0 to day 3), subacute (day 3 to day 30) and late

(day 30 to day 365) phases after primary PCI for STEMI at 1 year.

Supplemental Table 5. Average daily rate for adverse events in the acute (day 0 to day 1), subacute (day 1 to day 30) and late

(day 30 to day 365) phases after primary PCI for STEMI according to the randomized PCI antithrombotic treatment.



Supplemental Table 6. Average daily rate for adverse events in the acute (day 0 to day 3), subacute (day 3 to day 30) and late

(day 30 to day 365) phases after primary PCI for STEMI according to the randomized PCI antithrombotic treatment

Supplemental Figure 1. Number of daily ischemic and bleeding events after primary PCI for STEMI. Panel A: overall (day 0 to

day 365) and late (day 30 to 365) periods; Panel B: early (day 0 to day 30) period.

Supplemental Figure 2. Daily rates for ischemic and bleeding events after primary PCI for STEMI. Panel A: overall (day 0 to
day 365) and late (day 30 to 365) periods; Panel B: early (day 0 to day 30) period. The instantaneous daily rate is calculated as the

number of events on that day divided by number of patients at risk on the same day.

Supplemental Figure 3. Temporal differences in the average ischemic and bleeding rates using the alternative definition for
the acute phase (day 0 to day 3). ADBR: Average Daily Bleeding Rate; ADIR: Average Daily Ischemic Rate; CI: confidence

interval; LSMD: least square mean differences.

Supplemental Figure 4. Temporal differences in the average ischemic and bleeding rates excluding cardiac death from the
composite ischemic endpoint. ADBR: Average Daily Bleeding Rate; ADIR: Average Daily Ischemic Rate; CI: confidence interval;

LSMD: least square mean differences.



Supplemental Figure 5. Differences in average daily ischemic and bleeding rates in the acute, subacute, early and late phases
in patients treated with bivalirudin. In panel A the acute phase is defined as <24 hours after primary PCI. In panel B the acute phase
is defined as <3 days after primary PCI. ADBR: Average Daily Bleeding Rate; ADIR: Average Daily Ischemic Rate; CI: Confidence

Interval; LSMD: least square mean differences.

Supplemental Figure 6. Differences in average daily ischemic and bleeding rates in the acute, subacute, early and late phases
in patients treated with UFH + GPI. In panel A the acute phase is defined as <24 hours after primary PCI. In panel B the acute

phase is defined as <3 days after primary PCI. GPI: Glycoprotein IIb/IIla inhibitor.



Supplemental Table 1. Average daily ischemic and bleeding rates through 1 year after

primary PCI for STEMI. The peak ischemic and bleeding rates are highlighted in red text.

Note that average daily rates are reported as x107.

Average daily ischemic rate (x10-)

Average daily bleeding rate (x10-)

N. of Patient- Average N. of Patient- Average
Day day of . Day day of .
events daily rate events daily rate
follow-up follow-up

0 37 3602 10.27207 0 33 3602 9.161577
1 53 7181 7.380588 1 83 7181 11.55828
2 64 10752 5.952381 2 138 10752 12.83482
3 77 14312 5.380101 3 159 14312 11.10956
4 85 17859 4.759505 4 182 17859 10.19094
5 92 21398 4.299467 5 197 21398 9.206468
6 95 24932 3.810364 6 207 24932 8.302583
7 105 28465 3.688741 7 215 28465 7.553135
8 111 31995 3.469292 8 220 31995 6.876074
9 114 35523 3.209188 9 222 35523 6.249472
10 118 39049 3.021844 10 224 39049 5.736382
11 125 42573 2.936133 11 228 42573 5.355507
12 127 46093 2.755299 12 230 46093 4.989912
13 131 49610 2.640597 13 230 49610 4.636162
14 134 53123 2.522448 14 231 53123 4.348399
15 139 56633 2.454399 15 231 56633 4.078894
16 140 60142 2.327824 16 234 60142 3.890792
17 142 63651 2.230915 17 235 63651 3.692008
18 144 67157 2.144229 18 236 67157 3.514153
19 146 70659 2.066262 19 236 70659 3.339985
20 148 74160 1.995685 20 236 74160 3.182309
21 149 77658 1.918669 21 237 77658 3.051843
22 151 81154 1.86066 22 237 81154 2.920374
23 153 84649 1.807464 23 239 84649 2.823424
24 156 88143 1.769851 24 239 88143 2.711503
25 159 91633 1.735183 25 241 91633 2.630057
26 161 95119 1.692617 26 243 95119 2.554695
27 162 98602 1.642969 27 244 98602 2.474595
28 162 102083 1.586944 28 245 102083 2.400008
29 165 105561 1.563077 29 246 105561 2.330406
30 166 109037 1.522419 30 246 109037 2.256115
31 167 112460 1.484972 31 248 112460 2.205229
32 167 115880 1.441146 32 248 115880 2.140145
33 168 119297 1.40825 33 248 119297 2.078845
34 168 122712 1.369059 34 248 122712 2.020992
35 169 126126 1.33993 35 248 126126 1.966288
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Supplemental Table 2. Average daily rate for adverse events in the acute (day 0 to day 3), subacute (day 4 to day 30) and late

(day 31 to day 365) phases after primary percutaneous coronary intervention for STEMI.

Acute phase Subacute phase Early phase Late phase
Endpoint
(day 0 to day 3) (day 3 to day 30) (day 0 to day 30) (day 30 to day 365)
Average daily ischemic rate* 77/14312 (0.5380%) 89/94725 (0.0940%) 166/109037 (0.1522%) 113/1116866 (0.0101%)
Cardiac death 40/14312 (0.2795%) 44/94725 (0.0465%) 84/109037 (0.0770%) 21/1116866 (0.0019%)
Reinfarction 31/14312 (0.2166%) 41/94725 (0.0433%) 72/109037 (0.0660%) 85/1116866 (0.0076%)
Definite stent thrombosis 33/14312 (0.2306%) 35/94725 (0.0369%) 68/109037 (0.0624%) 32/1116866 (0.0029%)
Average daily bleeding rate} 159/14312 (1.1110%) 87/94725 (0.0918%) 246/109037 (0.2256%) 25/1116866 (0.0022%)
Average daily net adverse 236/14312 (1.6490%) 176/94725 (0.1858%) 93 /109037 (0.0853%) 138/1116866 (0.0124%)
clinical events rate ||
Average daily mortality rate 43/14312 (0.3004%) 50/94725 (0.0528%) 9/109037 (0.0083%) 54/1116866 (0.0048%)
Non-cardiac death 3/14312 (0.0210%) 6/94725 (0.0063%) 412/109037 (0.3779%) 33/1116866 (0.0030%)

Data reported as number of events/patient-day of follow-up in each time-period. *Defined as any cardiac death, reinfarction and

definite stent thrombosis. TDefined as any reinfarction and definite stent thrombosis. {Defined as non-CABG-related TIMI major and

minor bleeding. || Defined as any death, reinfarction, definite stent thrombosis, and non-CABG-related TIMI major and minor

bleeding.



Supplemental Table 3. Average daily rate for adverse events in the in-hospital and post-discharge periods after primary

percutaneous coronary intervention for STEMI.

Endpoint

In-hospital period

(day 0 to hospital discharge)

Subacute phase

(Hospital discharge to 30 days)

Late phase

(day 30 to day 365)

Average daily ischemic rate*
Cardiac death
Reinfarction
Definite stent thrombosis
Average daily bleeding ratet
Average daily net adverse clinical events ratef
Average daily mortality rate

Non-cardiac death

112 /24609 (0.4551%)
57 / 24609 (0.2316%)
11 /24609 (0.0447%)
44 /24609 (0.1788%)

228 /24609 (0.9265%)

340 / 24609 (1.3816%)
66 / 24609 (0.2682%)

7 /24609 (0.0284%)

54 / 84428 (0.0640%)
25/ 84428 (0.0296%)
10 / 84428 (0.0118%)
19 / 84428 (0.0225%)
18 / 84428 (0.0213%)
72 / 84428 (0.0853%)
27/ 84428 (0.0320%)

2/ 84428 (0.0024%)

113/1116866 (0.0101%)
21/1116866 (0.0019%)
85/1116866 (0.0076%)
32/1116866 (0.0029%)
25/1116866 (0.0022%)
138/1116866 (0.0124%)
54/1116866 (0.0048%)

33/1116866 (0.0030%)

Data reported as number of events/patient-day of follow-up (average daily rate) in each time-period. *Defined as cardiac death,

reinfarction and definite stent thrombosis. TDefined as non-CABG-related TIMI major and minor bleeding. {Defined as any death,

reinfarction, definite stent thrombosis, and non-CABG-related TIMI major and minor bleeding.



Supplemental Table 4. Differences in average daily rate across the acute (day 0 to day 3), subacute (day 3 to day 30) and late

(day 30 to day 365) phases after primary PCI for STEMI at 1 year

Acute vs. subacute period Acute vs. late period

Difference 95% CI P-value Difference 95% CI P-value

Average daily ischemic rate* 1.75% 1.43-2.06 <0.0001 3.97% 3.66 -4.28 <0.0001
Cardiac death 1.79% 1.37-2.22  <0.0001 5.00% 4.47-553 <0.0001
Reinfarction 1.61% 1.11-2.11  <0.0001 3.35% 292-3.78 <0.0001
Definite stent thrombosis 1.83% 1.34-2.33  <0.0001 4.39% 3.89-4.89 <0.0001

Average daily bleeding ratef 2.49% 2.23-276 <0.0001 6.21% 5.76 -6.66 <0.0001

Average daily net adverse

2.18% 1.98-2.39  <0.0001 4.89% 4,66 —-5.13 <0.0001
clinical events rate}

Average daily mortality rate 1.74% 1.33-2.15 <0.0001 4.13% 3.73-4.53 <0.0001
Non-cardiac death 1.20% -0.19 -2.58 0.09 1.96% 0.78-3.14  0.001

Subacute vs. late period Early vs. late period

Difference 95% CI P-value Difference 95% CI P-value

Average daily ischemic rate* 2.23% 1.92-2.54 <0.0001 2.71 244 -298 <0.0001
Cardiac death 3.21% 2.69-3.73  <0.0001 3.71 3.23-4.19 <0.0001
Reinfarction 1.74% 1.32-2.15 <0.0001 2.16 1.82-2.50 <0.0001
Definite stent thrombosis 2.56% 2.05-3.06 <0.0001 3.08 2.64-3.52 <0.0001

Average daily bleeding ratet 3.71% 3.23-4.20 <0.0001 4.62 4.18-5.07 <0.0001

Average daily net adverse 2.71% 246-297 <0.0001 2.87 2.53-3.21 <0.0001



clinical events rate}
Average daily mortality rate 2.39% 2.01-2.78 <0.0001 1.03 0.29 - 1.76 0.006
Non-cardiac death 0.76% -0.11-1.63 0.09 3.42 3.20-3.64 <0.0001

Least square mean differences, confidence intervals and p-values for pairwise comparisons between the patient-day event rates across
the three time periods. Generalized estimating equations were used to test the rate for differences between the three time periods with

the patient as a repeated measure and assuming a Poisson distribution.



Supplemental Table 5. Average daily rate for adverse events in the acute (day 0 to day 1), subacute (day 1 to day 30) and late

(day 30 to day 365) phases after primary PCI for STEMI according to the randomized PCI antithrombotic treatment.

Acute phase Subacute phase
Endpoint (day 0 to day 1) ARD  p-value (day 1 to day 30) ARD pl'
value
Bivalirudin UFH + GPI Bivalirudin UFH + GPI
29/1800 8/1802 50/52766 79/52669
Average daily ischemic rate +1.1671%  0.0005 -0.0552% 0.01
(1.6111%) (0.4440%) (0.0948%) (0.1500%)
13/1800 6/1802 19/52766 46/52669
Cardiac death +0.3892% 0.10 -0.0513%  0.0008
(0.7222%) (0.3330%) (0.0360%) (0.0873%)
11/1800 3/1802 24/52766 34/52669
Reinfarction +0.4446% 0.03 -0.0191% 0.19
(0.6111%) (0.1665%) (0.0455%) (0.0646%)
Definite stent 19/1800 2/1802 0.9446%  0.0002 23/52766 24/52669 0.002% 0.8
+0. . -0. .
thrombosis 0556% 1110% ° (0.0436%) (0.0456%) ’
hromb (1.0556%) (0.1110%)
8/1800 25/1802 84/52766 129/52669
Average daily bleeding rate -0.9429%  0.003 -0.0857%  0.002
(0.4444%) (1.3873%) (0.1592%) (0.2449%)
14/1800 6/1802 23/52766 50/52669
Average daily mortality rate +0.4448% 0.07 -0.0513%  0.002
(0.7778%) (0.3330%) (0.0436%) (0.0949%)
1/1800 0/1802 4/52766 4/52669
Non-cardiac death +0.0556% 0.32 0.0000% 0.99
(0.0556%) 0.0000% (0.0076%) (0.0076%)
Average daily net adverse 37/1800 33/1802 134/52766 208/52669
) +0.2243% 0.63 -0.1409%  0.0001
clinical events rate (2.0556%) (1.8313%) (0.2540%) (0.3949%)
Early phase Late phase pP-
Endpoint ARD p-value ARD
(day 0 to day 30) (day 30 to day 365) value




Bivalirudin UFH + GPI Bivalirudin UFH + GPI
79 / 54566 87 /54471 42 /562362 71/ 554504
Average daily ischemic rate -0.0149% 0.53 -0.0053% 0.19
(0.1448%) (0.1597%) (0.0075%) (0.0128%)
30/ 54566 52 /54471 6/562362 15/ 554504
Cardiac death -0.0405% 0.01 -0.0016% 0.31
(0.0550%) (0.0955%) (0.0011%) (0.0027%)
8 /54566 13 /54471 20/ 562362 40/ 554504
Reinfarction -0.0092% 0.27 -0.0036% 0.20
(0.0147%) (0.0239%) (0.0036%) (0.0072%)
Definite stent 41/ 54566 22 /54471 16 /562362 16 / 554504
+0.0347% 0.02 -0.0001% 0.97
thrombosis . () . () . 0 . ()
hrombosi (0.0751%) (0.0404%) (0.0028%) (0.0029%)
) _ 92 / 54566 154 /54471 16 /562362 9/554504
Average daily bleeding rate -0.1141%  0.0001 +0.0012%  0.60
(0.1686%) (0.2827%) (0.0028%) (0.0016%)
) _ 37 /54566 56 /54471 24 /562362 30/ 554504
Average daily mortality rate -0.035% 0.048 -0.0011% 0.71
. 0 . 0 . 0 . 1]
(0.0678%) (0.1028%) (0.0043%) (0.0054%)
5754566 4 /54471 18 /562362 15/ 554504
Non-cardiac death +0.0019% 0.73 +0.0005% 0.84
(0.0092%) (0.0073%) (0.0032%) (0.0027%)
Average daily net adverse 171/ 54566 241 /54471 0.120% 0.0005 58 /562362 80 /554504 0.0041% 038
clinical events rate (0.3134%) (0.4424%) . (0.0103%) (0.0144%) ' ’ '

Data reported as number of events/patient-day of follow-up in each time-period. ARD: Absolute Risk Difference. GPI: IIb/I1la

Glycoprotein IIb/I11a inhibitor; UFH: Unfractionated heparin.



Supplemental Table 6. Average daily rate for adverse events in the acute (day 0 to day 3), subacute (day 3 to day 30) and late

(day 30 to day 365) phases after primary PCI for STEMI according to the randomized PCI antithrombotic treatment.

Acute phase

Subacute phase

Endpoint (day 0 to day 3) ARD p-value (day 3 to day 30) ARD pl-
value
Bivalirudin UFH + GPI Bivalirudin UFH + GPI1
51/7138 26/7174 28/47428 61/47297
Average daily ischemic rate +0.3521%  0.004 -0.07%  0.0004
(0.7145%) (0.3624%) (0.0590%) (0.1290%)
21/7138 19/7174 11/47428 33/47297
Cardiac death +0.0294% 0.74 -0.0466%  0.0009
(0.2942%) (0.2648%) (0.0232%) (0.0698%)
21/7138 10/7174 14/47428 27/47297
Reinfarction +0.1548%  0.046 -0.0276%  0.04
(0.2942%) (0.1394%) (0.0295%) (0.0571%)
Definite stent 28/7138 5/7174 14/47428 21/47297
. +0.3226%  0.0001 -0.0149%  0.23
thrombosis (0.3923%) (0.0697%) (0.0295%) (0.0444%)
53/7138 106/7174 39/47428 48/47297
Average daily bleeding rate -0.7351% <0.0001 -0.0193%  0.33
(0.7425%) (1.4776%) (0.0822%) (0.1015%)
24/7138 19/7174 13/47428 37/47297
Average daily mortality rate +0.0714% 0.44 -0.0508%  0.0007
(0.3362%) (0.2648%) (0.0274%) (0.0782%)
3/7138 0/7174 2/47428 4/47297
Non-cardiac death +0.0420% 0.08 -0.0043%  0.41
(0.0420%) (0.0000%) (0.0042%) (0.0085%)
Average daily net adverse 104/7138 132/7174 03830 0.07 67/47428 109/47297 0.0892%  0.001
+0. . -0. .
clinical events rate (1.4570%) (1.8400%) ’ (0.1413%) (0.2305%) ’
Early phase Late phase p-
Endpoint ARD p-value ARD
(day 0 to day 30) (day 30 to day 365) value




Bivalirudin UFH + GPI Bivalirudin UFH + GPI
79 / 54566 87 /54471 42 /562362 71 /554504
Average daily ischemic rate -0.0149% 0.53 -0.0053%  0.19
(0.1448%) (0.1597%) (0.0075%) (0.0128%)
30/ 54566 52 /54471 6/562362 15 /554504
Cardiac death -0.0405% 0.01 -0.0016%  0.31
(0.0550%) (0.0955%) (0.0011%) (0.0027%)
8 /54566 13 /54471 20/ 562362 40 / 554504
Reinfarction -0.0092% 0.27 -0.0036%  0.20
(0.0147%) (0.0239%) (0.0036%) (0.0072%)
Definite stent 41 /54566 22 /54471 0.0347% 0.00 16 /562362 16 / 554504 0.0001% 0.97
+0. . -0. .
thrombosis (0.0751%) (0.0404%) ° (0.0028%) (0.0029%) °
) _ 92 /54566 154 /54471 16 /562362 9 /554504
Average daily bleeding rate -0.1141%  0.0001 +0.0012%  0.60
(0.1686%) (0.2827%) (0.0028%) (0.0016%)
) _ 37 /54566 56 /54471 24 /562362 30/ 554504
Average daily mortality rate -0.035% 0.048 -0.0011%  0.71
(0.0678%) (0.1028%) (0.0043%) (0.0054%)
5/ 54566 4 /54471 18 /562362 15 /554504
Non-cardiac death +0.0019% 0.73 +0.0005%  0.84
(0.0092%) (0.0073%) (0.0032%) (0.0027%)
Average daily net adverse 171/ 54566 241 /54471 0.129% 0.0005 58 /562362 80 /554504 0.0041% 038
clinical events rate (0.3134%) (0.4424%) . (0.0103%) (0.0144%) ' coT

Data reported as number of events/patient-day of follow-up in each time-period. ARD: Absolute Risk Difference. GPI: glycoprotein

[Ib/11Ia inhibitor; UFH: Unfractionated heparin.



Supplemental Figure 1A

60 -

50 -

40

30

Number of events

20

10

Number of daily ischemic and bleeding events after
primary PCI for STEMI at 1 year

Hlschemic events
m Bleeding events

30 60 920 120 150 180 210 240 270 300 330 360

|IIIIII -] IlIIIII|IIIII|I|IIII||II||I | I||IIII‘I|I lltl 11 IIII|III |- I| | NN | |II|I

60 90 120 150 180 210 240 270 300 330 360
Days after primary PCI for STEMI



Supplemental Figure 1B.
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Supplemental Figure 2A.

Instantaneous daily rate, x10-3

12 4

=k
(=]

=]

Daily rates for ischemic and bleeding events after primary PCI for STEMI at 1 year

0.03 -
0.025 -
0.02 7 m Daily ischemic rates
= Daily bleeding rates
0.015 4
0.01
0.005 - ‘ ‘
o Ml “ H‘ “ H H‘ ﬂl H llll Ll 1[ llllll o Ll
30 120 151] 180 240 2?0 330 360
30 60 90 120 150 180 210 240 270 300 330 360

Days after primary PClfor STEMI



Supplemental Figure 2B.
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Supplemental Figure 3.

LSMD, % (ADIR — ADBR)
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Supplemental Figure 4.

Differences in ADIR and ADBR excluding cardiac death from the composite ischemic endpoint
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Supplemental Figure 5.

Differences in ADIR and ADBR in the acute, subacute, early and late phases in the bivalirudin arm
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Supplemental Figure 6.

Differences in ADIR and ADBR in the acute, subacute, early and late phases in the heparin + GPl arm
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