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プレゼンター
プレゼンテーションのノート
NOBORI→生体分解性ポリマー、RESOLUTE→溶出タイミングを遅くした
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ARCTIC_ MOn ItO rl ng N Engl J Med 2012;367:2100

Table 3. Study End Points at 1 Year of Follow-up.*

End Point

Ischemic

Primary end point of death from any cause, myocardial infarc-

tion, stent thrombosis, stroke or transient ischemic attack,

or urgent revascularization

Main secondary end point of stent thrombosis, revascularized
or not, or any urgent revascularization

Death, recurrent acute coronary syndrome, stroke,
or transient ischemic attack

Death or resuscitation after cardiac arrest
Death or myocardial infarction
Death
Myocardial infarction
Stent thrombosis
Stroke or transient ischemic attack
Urgent revascularization
Bleeding
Major bleeding
Minor bleeding

Major or minor bleeding

Conventional

Treatment
(N=1227)

Monitoring

(N=1213)

no. of patients with event (%)

382 (31.1)

57 (4.6)
86 (7.0)

21 (1.7)
353 (28.8)
20 (1.6)
348 (28.4)
9 (0.7)

7 (0.6)
52 (4.2)

40 (3.3)
21 (1.7)
55 (4.5)

420 (34.6)

Hazard Ratio
(95% ClI)

1.13 (0.98-1.29)

1.06 (0.74-1.52)
1.17 (0.88-1.56)

1.59 (0.92-2.74)
1.11 (0.96-1.29)
1.41 (0.79-2.50)
1.08 (0.93-1.25)
1.34 (0.56-3.18)
1.15 ( )

( )

1.06

0.42-3.18
0.73-1.55

0.70 (0.43-1.14)
0.57 (0.28-1.16)
0.69 (0.46-1.05)

P Value

0.10

0.77

0.28

0.10
0.15
0.24
0.32
0.51
0.78
0.76

0.15
0.12
0.08

* Patients could have more than one end point.
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STEEPLED%E

ajor bleeding

Fatal bleeding

Retroperitoneal, intracranial, or intraocular bleeding

Bleeding that causes hemodynamic compromise requiring specific treatment

Bleeding that requires intervention (surgical or endoscopic) or decompression of a closed space to stop or control the event
Clinically overt bleeding, requiring any transfusion of =1 U PRBC or whole blood

Clinically overt bleeding, causing a decrease in hemoglobin of =3 g/dL (or, if hemoglobin level is not available, a decrease in
hematocrit of =10%)

Minor
Gross hematuria not associated with trauma (eg, from instrumentation)
Epistaxis that is prolonged, is repeated, or requires plugging or intervention
Gastrointestinal hemorrhage
Hemoptysis
Subconjunctival hemorrhage
Hematoma >5 c¢m or leading to prolonged or new hospitalization
Clinically overt bleeding, causing a decrease in hemoglobin of 2 to 3 g/dL
Uncontrolled bleeding requiring protamine sulfate administration




ik
« FRATHERI® T8 (DESBEND1F) (CS52HAIC
DAPT#ir#eEE. HHLEEF(CEI DTS
o HRBCAF(XITITEBRDTF T/ EU D HEZ T
« AIFEFFI 7 AED > HtfT




> > MME. BERRIE

« HREIDMFIFHAN TR
« YAF2DEA -T2 SNILDIZTRL




)7 MO

e Primary endpoint
 LITDEE
« TIET
o« ILEDTEZE
o« fMfEZE. TIA
« ZR2MITHEZE
o X7 > NIMAERAE
e Secondary endpoint
 LITFODES
o X7 > NIMARTE
- R2MITHEZE



)77 N
« Safety endpoint

STEEPLEZ3%H CmajordiL




B> DI XDOEHFE
« DAPTHFE 64 H CTOREMAEXRZ6% & FHI

e DAPTH#ESE(C KD 50%D L X T & 3l
eaT>5—5%. Power80% CH> )L A X%

L

« 55114922 DB ENNE (EFR(F1286%)
o ITTHRTZ 1T




2440 patients enrolled to ARCTIC-MONITORING
assessed for randomisation

v

1286 enrolled to ARCTIC-INTERRUPTION

v v

645 assigned to continuation group

641 were assigned to interruption group

10 excluded
1investigator’s decision
1 randomisation technical
error
7 with no visit after
randomisation
1 withdrew consent

v \ 4

17 excluded
1 randomisation
technical error
12 with no visit after
randomisation
4 withdrew consent

1154 not randomised
186 ischaemic events
93 bleeding events
201 absolute indication for DAPT
245 physician decision
37 ora antlcoagulation
46 more than 15 months from first
randomisation
29 lack of adherence to DAPT
206 Other reasons
111 no obvious reason

635 included in the continuation group

624 included in the interruption group

43 patients withdrew
2 withdrew consent
1investigator’s decision
40 withdrew before their
last visit (median time
of withdrawal 318
days™
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56 withdrew
3 withdrew consent
2 investigator’s decision
51 patients withdrew
before their last visitt

635 included in the intention-to-treat analysis

624 included in the intention-to-treat analysis




Continuation  Interruption

(n=635)  (n=624)
Ageinyears 64(57-73)  64(57-73)
Older than 75 years 117(18%) 103 (17%)
Women 127(20%)  121(19%)
Body weight index (kg/m’) 27(25-29)  27(25-30)
Diabetes 198(31%)  222(36%)
Dyslipidaemia 428(67%) 426 (68%)
Hypertension 376(59%) 388 (62%)
Current smoker 147(23%)  152(24%)
Highon-treatment platelet reactivity* ~ 100(19%)  81(16%)
Prior stroke 28 (4%) 38 (6%)
Prior heart failure 20(3%) 23 (4%)
Prior myocardial infarction 197(31%)  186/(30%)
Prior percutaneous coronary intervention 273 (43%) 249 (40%)
Prior coronary artery bypass graft 47 (7%) 35(6%)

ACEinhibitors
B blockers

Proton-pumpinhibitors
Calcium-channel inhibitor
Drug-eluting stent implanted
First-generation stent
Second-generation stent
Stented vessel
Left main
Left anterior descending
Circumflex
Right coronary artery
Coronary artery bypass graft

334/(53%)
389 (61%)
428 (67%)
208 (33%)
150 (24%)
623 (98%)
270 (43%)
392(62%)

209 (33%)
191(30%)
7(1%)

322(52%)
364 (58%)
416(67%)
183 (29%)
116 (19%)
618 (99%)
250(40%)
396(04%)

23 (4%)
325 (52%)
181(29%)
222 (36%)

6(1%)




Continuation Interruption p value
(n=635) (n=624)
Treatment at randomisation
Clopidogrel maintenance dose 569 (90%) 562 (90%) 079
Clopidogrel maintenance dose of 75 mg 507 (89%) 482 (86%) 0-039
Clopidogrel maintenance dose of 150 mg 56 (10%) 78 (14%) 0-039
Clopidogrel maintenance dose greater than 150 mg 6 (1%) 2 (<0-5%) 0-039
Prasugrel maintenance dose of 10 mg 54 (9%) 53 (9%) 0-99
Aspirin maintenance dose 628 (99%) 622 (100%) 0-18
Treatment at last follow-up visit
Clopidogrel maintenance dose 454 (72%) 95 (15%) <0-0001
Aspirin maintenance dose 597 (94%) 605 (97%) 0-0121
Prasugrel maintenance dose of 10 mg 36 (6%) 14 (2%) 0-0019




Continvation Interruption  Hazard ratio p value
(n=635) (n=624) (95% Cl)
Any death, myocardial infarction, 24 (4%) 27 (4%) 117 (0-68-2-03) 0:58
stent thrombosis, stroke or TIA, urgent
revascularisation (primary endpoint)
Stent thrombosis (revascularised or not) 8 (1%) 10 (2%) 1.30(0-51-3-30)  0-58
or any urgent revascularsation
(main secondary endpoint)
Any death, recurrent acute coronary 21(3%) 24 (4%) 119 (0-66-2-13) 0-56
syndrome , stroke or TIA
Death or resuscitated cardiac arrest 7 (1%) 9 (1%) 1.32(0-49-3-55)  0-58
Death or myocardial infarction 14 (2%) 17 (3%) 1.26 (0-62-2.55)  0-52
Any death, myocardial infarction, stent 30 (5%) 28 (5%) 0-97 (0.58-1.62)  0-90
thrombosis (revascularised or not),
stroke or TIA, urgent revascularisation,
TIMI major bleed (net clinical benefit)
Any death 7 (1%) 9 (1%) 1-32(0-49-3-55)  0-58
Myocardial infarction 9 (1%) 9 (1%) 1.04 (0-41-2-62) 094
Stent thrombosis* 0 (0%) 3(1%)
Acute coronary syndrome 11 (2%) 13 (2%) 1.23(0:55-2.74) 062
Stroke or TIA 6 (1%) 4 (1%) 0-69 (019-2-44) 0.57
Urgent revascularisation 8 (1%) 9 (1%) 1.17 (0-45-3-04) 074
Safety endpoints
STEEPLE major bleed 7 (1%) 1(<0-5%) 0-15(0-02-1-.20)  0-07
STEEPLE minor bleed 5 (1%) 2 (<0-5%) 0-41(0-08-2-13)  0-29
STEEPLE major or minor bleed 12 (2%) 3(1%) 0-26 (0-:07-0-91) 0-04




0-100- — Continuvation
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HR 1-17 (0-68-2-03)
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Figure 2: Kaplan-Meier curves for the primary (A) and main secondary (B) endpoints and main safety
endpoints (C)

(A) The primary endpoint was death, myocardial infarction, stent thrombosis, stroke, or urgent revascularisation.
(B) The main secondary endpoint was stent thrombosis or any urgent revascularisation. (C) The main safety
endpointwas major and minor STEEPLE bleedings.
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Figure 2: Kaplan-Meier curves for the primary (A) and main secondary (B) endpoints and main safety

endpoints (C)

(A) The primary endpoint was death, myocardial infarction, stent thrombosis, stroke, or urgent revascularisation.
(B) The main secondary endpoint was stent thrombosis or any urgent revascularisation. (C) The main safety
endpointwas major and minor STEEPLE bleedings.
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Figure 2: Kaplan-Meier curves for the primary (A) and main secondary (B) endpoints and main safety
endpoints (C)

(A) The primary endpoint was death, myocardial infarction, stent thrombosis, stroke, or urgent revascularisation.
(B) The main secondary endpoint was stent thrombosis or any urgent revascularisation. (C) The main safety
endpoint was major and minor STEEPLE bleedings.



Favours interruption

Favours continuation

Q Continuation Interruption Relative risk p for
n % n % (95% Cl) interaction
Age >75 117 6-0 103 87 —Feo— 1-50 (0-56-4-02) 059
Age <75 518 33 521 3-5 1-08 (0-56-2-09)
Woman 127 47 121 41 —J: 0-86(0-26-2-83) \
Men 508 35 503 44 —to—— 1-27 (0-68-2-37)
BMI <30 470 47 465 43 - 0-95 (0-52-0-00) 014
BMI>30 139 14 144 49 - 336 (0-70-16-20)
No diabetes 437 30 402 4-2 —1o— 1-48 (0-72-3-04) 029
Diabetes 198 5-6 222 45 —-@r— 0-80(0-34-1-89)
No smoking 488 39 472 4-4 1-16 (0-63-2-16) 0.96
Smoking 14 y, 152 - 1-20 (0-37-3-94)
ACS 156 -8 167 4-8 1-28 (0-44-3-68)
Number of stent=1 410 4-4 372 43 1-01 (0-51-1-97) 0-44
Numberstent=2 213 2:8 246 4-5 1-62 (0-60-4-37)
Full population 635 3.8 624 43 117 (0-68-2-03) 0.58
I 1 T T T 1 T T 1 T T 1 1
0 1 3 5 6 7 8 9 10 11 12 13 14 15 16 17
B
Age >75 117 09 103 29 <> 3-50 (0-36-33-64) 033
Age <75 518 1-4 521 13 o— 1.02 (0-36-2-90)
Woman 127 16 121 33 —e 208 (0-36-11-34) 051
Men 508 1.2 503 12 1.04 (0-34-3-23)
BMI <30 470 15 465 1-5 F 1-05 (0-37-2-99) 0-43
BMI>30 139 07 144 21 B 2-85(0-30-27-39)
No diabetes 437 0-9 402 1-2 1-42 (0-38-5-28)
Diabetes 198 2:0 222 23 1-11 (0-30-4-12) 079
No smoking 488 12 472 13 1-05 (0-34-3-27) 054
moking 4 . - 2-01 (0-37—10-96)
1.07 (0-35-3-32)
1.92 (0:35-10-50) f %7
: 1-14 (0-37-3-53) 0-68
Numberstent=2 213 09 246 16 1:75 (0-32-9-56)
Full population 635 1.3 624 1-6 1.30(0-51-3-30) 0-58
I I 1 I | T T T T 1
-2 2 6 10 14 18 22 26 30 34
“— — >

Figure 3: Occurrence of primary (A) and secondary (B) endpoints in prespecified subgroups
ACS=acute coronary stenting. BMI=body-mass index.
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Twelve or 30 Months of
Dual Antiplatelet Therapy
after Drug-Eluting Stents

N Engl J Med 2014; 371:2155
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25,682 Patients who had received a
stent were enrclled

2816 Had received bare-metal stents

)

22,866 Had received drug-eluting stents

5261 Were not eligible
14 Did not meet enrollment criteria
2638 Had events
293 Died
575 Had myocardial infarction
186 Had stroke
108 Had stent thrombosis
1620 Had revascularization
616 Had severe or moderate
GUSTO bleeding
1144 Were nonadherent
1465 Had other exclusion criteria
7644 Were eligible but did not undergo
randomization
5808 Withdrew consent
1745 Had randomization visit out of time
window or were lost to follow-up
36 Had other reasons
55 Had unknown reason

L

9961 Underwent randomization at 12 mo

l l

5020 Were assigned to receive aspirin

plus thienopyridine

237 Were excluded
132 Withdrew consent
88 Were lost to follow-up
17 Were not available for
follow-up

4783 (95.3%5) Were
follow-up

included in clinical
at 30 mo

51 Were excluded
9 Withdrew consent
34 Were lost to follow-up
8 Were not available for
follow-up

4732 (94.3%) Were included in clinical
follow-up at 33 mo

4941 Were assigned to receive aspirin

plus placebo

225 Were excluded
116 Withdrew consent
91 Were lost to follow-up
18 Were not available for
follow-up

L J

4716 (95.4%5) Were included
follow-up at 30 mo

in clinical

58 Were excluded
12 Withdrew consent
42 Were lost to follow-up
4 Were not available for
follow-up

L}

4658 (94.328) Were included
follow-up at 33 mo

in clinical




@uaracteristic

Patients

Age —yr

Female sex — no. (%)

Nonwhite race — no./total no. (%)

Hispanic or Latino ethnic group — no./total no. (%)

Continued Thienopyridine
(N=5020)

61.8+10.2

1242 (24.7)
4384918 (8.9)
159/4924 (3.2)

Placebo
(N =4941)

61.6+10.1

1284 (26.0)
419/4847 (8.6)
159/4847 (3.3)

Weight — kgi 91.5+19.7 91.5+19.4
Body-mass index( 30.5+£5.8 30.6+5.8
Diabetes mellitus — no./total no. (%) 1556/5006 (31.1) 1481/4927 (30.1)
Hypertension — no./total no. (%) 3796/5006 (75.8) 3649/4934 (74.0)
Current cigarette smoker or within past year — no./total no. (%) 1222 /4965 (24.6) 1210/4893 (24.7)
Stroke or TIA — no./total no. (%) 155/5006 (3.1) 169/4931 (3.4)
Congestive heart failure — no./total no. (%) 238/5001 (4.8) 223/4926 (4.5)
Peripheral arterial disease — no./total no. (%) 284/4937 (5.8) 284/4857 (5.8)
Prior PCI — no./total no. (%) 1518/4995 (30.4) 1529/4928 (31.0)
Prior CABG — no./total no. (%) 568/5012 (11.3) 581/4930 (11.8)
Prior myocardial infarction — no./total no. (%) 1092/4953 (22.0) 1026/4870 (21.1)
Indication for PCl — no. (%)
STEM] 534 (10.6) 511 (10.3)
NSTEMI 776 (15.5) 767 (15.5)
Unstable angina¥ 838 (16.7) 825 (16.7)
Stable angina 1882 (37.5) 1870 (37.8)
Other 990 (19.7) 968 (19.6)
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/@y risk factor for stent thrombosis — no./total no. (%) |
Region — no. (%)

2410/4751 (50.7)

2389/4685 (51.0)

North America 4502 (89.7) 4416 (89.4)

Europe 402 (8.0) 405 (8.2)

Australia or New Zealand 116 (2.3) 120 (2.4)
Thienopyridine drug at start of open-label period — no. (%)**

Clopidogrel 3275 (65.2) 3230 (65.4)

Prasugrel 1745 (34.8) 1711 (34.6)
Type of drug-eluting stent at index procedure — no. (%)

Everolimus-eluting 2345 (46.7) 2358 (47.7)

Paclitaxel-eluting 1350 (26.9) 1316 (26.6)

Zotarolimus-eluting 642 (12.8) 622 (12.6)

Sirolimus-eluting 577 (11.5) 541 (10.9)

>1 type 106 (2.1) 104 (2.1)
No. of treated lesions 1.30+0.55 1.29+0.54
No. of treated vessels 1.11+0.33 1.12+0.34
No. of stents 1.47+0.75 1.45+0.75
Minimum stent diameter — no. (%)

<3 mm 2341 (46.6) 2293 (46.4)

=3 mm 2679 (53.4) 2648 (53.6)
Total stent length — mm 27.70+16.77 27.43+17.02



プレゼンター
プレゼンテーションのノート
３７８４ ９４３６


Characteristic
Lesions
Treated vessel{{
Native coronary-artery lesions
Left main
Left anterior descending
Right
Circumflex
Venous graft
Arterial graft
Modified ACC-AHA lesion class B2 or C — no./total no. (%) 11

Continued Thienopyridine

(N=5020)

6396/6586 (97.1)
55/6586 (0.8)
27156586 (41.2)
2153/6586 (32.7)
1473/6586 (22.4)
154/6586 (2.3)
36/6586 (0.5)
2754/6335 (43.5)

Placebo
(N=4941)

62046407 (96.8)
55/6407 (0.9)
25866407 (40.4)
2057/6407 (32.1)
1506/6407 (23.5)
173/6407 (2.7)
30/6407 (0.5)
26436137 (43.1)




Table 2. Stent Thrombosis and Major Adverse Cardiovascular and Cerebrovascular Events.*

Hazard Ratio,
Continued Thienopyridine  Placebo  Thienopyridine vs. Placebo
Outcome (N=5020) (N =4941) (95% Cl)

Stent thrombosisz; . 0.29 (0.17-0.48)
Definite : 0.26 (0.14-0.45)
Probable . 0.71 (0.22-2.23

Major adverse cardiovascular and 211 (4.3) . 0.71 (0.59-0.85)

cerebrovascular events

Death 1.5) 1.36 (1.00-1.85)
Cardiac 1.0) 1.00 (0.66-1.52)
Vascular 0.1) 0.98 (0.28-3.39)
Noncardiovascular 0.5) 2.23 (1.32-3.78)

Myocardial infarction 99 (2.1) 4.1) 0.47 (0.37-0.61)

Stroke 37 (0.8) 43 (0.9) 0.80 (0.51-1.25)
Ischemic 24 (0.5) 34 (0.7) 0.68 (0.40-1.17)
Hemorrhagic 13 (0.3) 9(0.2) 1.20 (0.50-2.91)
Type uncertain 0 1 (<0.1) —

P Valuej

<0.001

<0.001
0.55

<0.001

0.002
<0.001
0.32
0.16
0.68
0.32




Table 3. Bleeding End Point during Month 12 to Month 30.*

Continued Two-Sided
Thienopyridine Placebo P Value
Bleeding Complications (N=4710) (N =4649) Difference for Difference
percentage points
no. of patients (% 95% Cl

GUSTO severe or moderate 119 (2.5) 73 (1.6) 1.0 (0.4 to 1.5) 0.001

Severe 38 (0.8) 26 (0.6) 0.2 (-0.1t0 0.6) 0.15

Moderate (1.7) (1.0) 0.7 (0.2to 1.2)
BARC type 2, 3, or 5 (5.6) (2.9) 2.6 (1.8t03.5)

Type 2 (3.1) 2{1.5) 1.5 (0.9 to 2.1)

Type 3 (2.6) 8 (1.5) 1.1 (0.6to1.7)

Type 5 7 (0.1) 4 (0.1) 0.1 (-0.1t00.2) 0.38




Stent Thrombosis

12-30 mo Thienopyridine vs. placebo, 0.4% vs. 1.4%;
hazard ratio, 0.29: P<0.001

3 mo Thienopyridine vs. placebo, 0.7% vs. 1.4%;
hazard ratio, 0.45; P<0.001

— Placebo
—— Thienopyridine

12-3
100-
90—
804 64
g 70—
=
< 604 47
LW
£ 50-
Q
2 404 27
=
E 30+
0
= -
10+
O+—#4—
0 12
No. at Risk
Thienopyridine 5020

Placebo 4941

Months since Enrollment

4934 4870 4828 4765 4686 4642 3110
4845 4775 4721 4651 4603 4556 3105



Major Adverse Cardiovascular and Cerebrovascular Events

12-30 mo  Thienopyridine vs. placebo, 4.3% vs. 5.9%;
hazard ratio, 0.71; P<0.001

12-33 mo  Thienopyridine vs. placebo, 5.6% vs. 6.5%;
hazard ratio, 0.82: P=0.02

100+
904 — Placebo
g 30 el — Thienopyridine
o 70-
=
S 604 4=
W)
= 50-
[1})
2 404 27
5
= 304
E 20 01—
o 0 12 15 18 21 24 27 30 33
10—
o — |
0‘+|'"--I'-E_ | | | | | |
0 12 15 18 21 24 27 30 33
Months since Enrollment
No. at Risk
TTHEHOpdeHHE 5020 4917 4840 4778 4702 4611 4554 3029

Placebo 4941 4799 4715 4635 4542 4476 4412 2997
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