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The information contained in this protocol is confidential and proprietary to the authors and
should not be disclosed to anyone not a recipient or reviewer of this protocol
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"#3/3@39!&%%#3D&9N%E&AS!

COMPARE 60/80 HBR

Protocol version: 1.5-final, dated on 16 july 2020

We, the undersigned, have read and approved the protocol specified above, and agree upon the
contents:

Picter Smits, Maasstad Ziekenhuis, Rotterdam, The Netherlands
Coordinating Principal Investigator

Date

Pieter Smits, CEO Research Maatschap Cardiologen Rotterdam Zuid
Maasstad Ziekenhuis, Rotterdam, The Netherlands
Sponsor

Date
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"#3/3@39!,.A4&I<#HSP!"&AS

COMPARE 60/80 HBR Protocol Version 1.5 _final dated on 16 July 2020

I have read the Protocol mentioned above and agree to adhere to its requirements.

I will provide copies of the Protocol and access to all information furnished by Sponsor and
Coordinating Principal Investigator to the study personnel under my supervision and involved in
carrying out the study. I will discuss this material with them to ensure that they are fully informed
about the conduct of the study.

The contents of this Protocol may not be used in any other clinical study and may not be disclosed
to any other person or entity without the prior written permission of the Sponsor. The foregoing
shall not apply to disclosure required by law or regulation, for example submission to an Ethics
Committee; however, [ will give prompt notice to the Sponsor of any such disclosure.

Site Number:

Printed Name of Principal Investigator:

Date:

Signature:
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Ultrathin strut stents have shown in vivo to be less thrombogenic compared to thicker
strut stents due to lower endothelial shear stress and flow disturbances, which limit
platelet activation. Furthermore, reduction in strut thickness has also been shown to
mitigate inflammation, vessel injury and neointimal proliferation !"#$%&$'()$
*+8&%+,-./(%+$01+-23-.,.$'45%6"./7('+$8,-(-#9%:;<= ). These advantages seem to
have effect in clinical endpoints. Delayed strut coverage, associated with thick stent
struts, is an established predictor of late stent thrombosis !>,44$%& 8 H&%+,-./(%+-.,.”
01+-23-., .$'45%6"./7(+$8,-(-#93:;;=@. A recent meta-analysis showed that ultrathin
strut DES are associated with a relative risk reduction in TLF at 1 year compared to
thicker strut DES !8'4#'(-+%$%&$K)$/7('&,-4%$:;<B@nd the very recent BIOSTEMI
trial showed a significant benefit in TLF in a STEMI population at 1 year with the
ultrathin strut biodegradable polymer Orsiro DES (60 micron for stents only ! 3.0 mm
diameter stents) compared to the durable polymer thin strut (81 micron) Xience stent
IC#(%.,".$%&BB/%&$:;<ER)

Supraflex Cruz is a new ultrathin (60 micron thick stent strut) DES and the successor
of the Supraflex stent, which showed non inferiority compared to the thin strut Xience
stent in the “’all-comers’> TALENT trial |F'2'4$%&$'()$D'4/%&$:;<E@)

By changing the stent configuration, biodegradable polymer and drug release profile,
the Supraflex Cruz is a new ultrathin strut DES and is considered now one of the most
deliverable stent on the market.

In patients with high bleeding risk (HBR) a shorter dual anti-platelet therapy (DAPT)
duration is recommended by the European and American guidelines. Although a
shorter DAPT duration mitigates the bleeding risk, it can enhance the risk on stent
thrombosis and ischemic events on the other hand. Ultrathin stent struts might reduce
these ischemic events in the presence of shorter DAPT duration. Therefore, dedicated
stent studies are needed to assess the value of ultrathin stent struts in high-risk PCI
populations, like HBR patients.

No data exists of the Supraflex Cruz in a subset of patients with HBR during and after
PCI. In that respect, a direct comparison to the thin strut (80 micron) biodegradable
polymer abluminal sirolimus-eluting Ultimaster Tansei stent, which is known for rapid
endothialization and which is large-scale investigated in a landmark trial with HBR
patients (Master-DAPT trial) is useful to establish the safety and efficacy of Supraflex
Cruz in this important patient population.

G(H$@/.D$0

The objective is to compare the outcome of the ultrathin stent strut Supraflex Cruz
stent to the thin stent strut Ultimaster Tansei stent in a PCI population at high risk for
bleeding (HBR).

J<)11$0.A41 |

An Investigator-initiated, multi-center, randomized clinical trial in HBR patients
receiving PCI with Supraflex Cruz or Ultimaster Tansei stents

[4'$I1"+] |

The index procedure is either the single procedure or the first procedure of planned
staged procedures.
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Patients of 18 years and above

Written or witnessed oral consent to participate in the study

Native coronary artery lesions eligible for PCI with stents with no restrictions
in number of lesions and stents, vessel size or lesion complexity, apart from
stent thrombosis.

Patients at high risk for bleeding according to the HBR ARC criteria’

Patients meet the HBR ARC criteria if >1 major or >2 minor criteria are met.
I

K&H3#ILEM!@#./$#.&!&#$!/B$!8399BN.4A0

Clinical indication for treatment with oral anticoagulants (OAC/NOAC) for at
least 12 months!

Severe or end-stage chronic kidney failure (GFR ! 30 ml/min)

Hemoglobin (Hb) level at screening < 11g/dl or < 6.8 mmol/I!

Spontaneous bleeding requiring hospitalization or transfusion in the past 6
months or at any time, if recurrent

Mocierate or severe baseline true thrombocytopenia (platelet count <100
*107/L)

History of chronic bleeding diathesis, like: leukemia, haemophilia, vitamin K
deficiency, Factor V or VII deficiency etc.

Liver cirrhosis with portal hypertension

Active malignancy (other than skin) within the past 12 months

Spontaneous intracranial haemorrhage ICH (at any time)

Traumatic intracranial haemorrhage ICH within 12 months

Presence of a brain arterio-venous malformation (AVM)

Moderate or severe ischemic stroke within the past 6 months

Nondeferrable major surgery on DAPT after PCI

Recent major surgery or major trauma within 30 d before PCI
I

K.43#ILEM!@#./$#.&!&#$!/B$!83993N.4A0

Age" 75 years

Moderate chronic kidney disease (GFR >30 and <60 ml/min)

Hemoglobin (Hb) 11-12.9 g/dL / 6.8-8.0 mmol/l for men and 11-11.9 g/dL /
6.8-7.4 mmol/l for women

Any ischemic stroke at any time not meeting the major criterion
Spontaneous bleeding requiring hospitalization or transfusion within the past
12 months

Need for chronic treatment with steroids or non-steroidal anti-inflammatory
drugs

PJ@9<®4!
Q#.I$H &

"&I1.$4/0'&#$!43/1$9.A.(9$!.8!&4)!38!/B$!83993N.4A1&%%9.$0

¥

Treated with stents other than Supraflex Cruz or Ultimaster within 6 months
prior to index procedure

Treatment of lesions with stent thrombosis

Treatment of venous or arterial coronary grafts

Treated for stent thrombosis in 12 months prior to index PCI procedure
Treated with a bioresorbable scaffold 3 years before index PCI procedure
Cardiogenic shock at index procedure

Active SARS-CoV-2 infection or suspicion of SARS-CoV-2 infection

HHSI06$&) ()* 4+, *-+.1/012+1(,123 1&*@1532,*-+16789
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Cannot provide written informed consent

Under judicial protection, tutorship or curatorship

Unable to understand and follow study-related instructions or unable to
comply with study protocol

Active bleeding requiring medical attention (BARC>2) at index PCI
Life expectancy less than one year

Known hypersensitivity or allergy for aspirin, clopidogrel, ticagrelor,
prasugrel, cobalt chromium or sirolimus

Any anticipated PCI after index PCI, unless planned and scheduled at index
PCI

¥ Participation in another stent or drug trial

-$'l
g%i%gﬂ/ Eligible patients can be consented before and at the time of PCI (acute PCI)
M&4'3-.Q&/.34M Randomization is performed after successful wiring of the first target lesion
CH$&/-$4/N Patients are treated according to the randomized regimen at index &4' at planned
staged procedures
1R"C! DAPT treatment (combination and duration) is according to the Guidelines of the
1#$&/-$4/! European Society of Cardiology for Myocardial Revascularization !"%72'4$%&%$'()$G
S<EQ@H
In summary for the HBR population the following is recommended:
¥ For stable coronary artery disease 43/!134 OAC/NOAC: 3 months DAPT (ASA
+ Clopidogrel)
¥ For acute coronary artery syndromes 43/!34 OAC/NOAC: 6 months DAPT
(ASA + Ticagrelor or Prasugrel)
¥ For patients 34 OAC or NOAC: 1-month triple therapy (ASA + OAC/NOAC
+ Clopidogrel) followed by 11 months dual therapy (OAC/NOAC +
Clopidogrel) or alternatively Dual therapy for 12 months (OAC/NOAC + ASA
or OAC/NOAC + Clopidogrel)
$
S3993K% Follow-up is obtained at 1, 6 and 12 months after the index PCI
Follow-up at 1 and 6 months can be done by telephone. The 12 months FU is by an
out-patient clinic visit.
"#.-&#)! The primary endpoint Net Adverse Clinical Endpoints (NACE) defined as a composite
$4'%3.4/Q of cardiovascular death, myocardial infarction, target vessel revascularization, stroke
and bleeding events defined as BARC 3 or 5 at 12 months follow-up after the index
PCL
K&H3#! The secondary endpoints of the study are the following:
S@34'&#)! 5U Major adverse cardiac and cerebral events (MACCE) defined as a composite
$4'%3.4/Q of cardiac death, myocardial infarction, target vessel revascularization and

stroke

>W Major or clinically relevant non-major bleeding (MCB) defined as a composite
of type 2, 3 and 5 BARC bleeding events

VU Target Lesion Failure (TLF) is defined as cardiac death, myocardial infarction
attributed to the target vessel and clinically indicated target lesion
revascularization

WWUTarget Vessel Failure (TVF) is defined as cardiac death, myocardial infarction
attributed to the target vessel and clinically indicated target vessel
revascularization

"#$%&'($) &K+
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6W The individual components of the composite primary endpoint

=W The composite of cardiovascular death, myocardial infarction and stroke

XU The composite of cardiovascular death, myocardial infarction, stroke and
major bleed according to BARC 3 and 5

YU Stent thrombosis according to the ARC definitions

ZWU Myocardial infarction

5?Wrgent target vessel revascularization

55UNon-target vessel revascularization (urgent and non-urgent)

5>UClinically indicated target vessel revascularization

SVBleeding events according to the BARC, TIMI and GUSTO classification

SWWransfusion rates both in patients with and/or without clinically detected over
bleeding

56UEvent rates according to the PRECISE-DAPT score

5=UProcedural and device success

1&1.01.@&9!
L)%3/B$0$D

The study is designed to test the following hypothesis;
¥ Supraflex Cruz is non-inferior to the Ultimaster Tansei stent in a PCI
population at high risk for bleeding at 1-year follow-up.
¥ In case non-inferiority is met, superiority testing will be performed.

&-%93$10.Q8!

The study includes in total 2 x 368 (736) patients.

Sample size calculations have been made for a formal sample size of 2 x 357 evaluable
patients. Together with an attrition rate of 3% (22 patients), a total sample size of 736
patients is needed.

The assumed event rates are 8% for NACE with the Supraflex Cruz and 10% for NACE
with the Ultimaster Tansei.

Non-inferiority test is carried out with a one-side type I error rate of 0.025.

With this sample size, the study has >80% power to establish non-inferiority in NACE
with a non-inferiority margin of 4.0%.

In case of superiority testing, a two-sided type I error rate of 0.05 will be used

J<)10./$0 !

Approximately 7 to 10 Interventional Cardiology Centers in the Netherlands

C.-$9.4%Q

Expected start of the study August 2020.
Duration of the enrollment 9 months, expected Last-Patient-In (LPI) in April 2021.
Follow-up 12 months.

+34/&@/

,%3403#0
Research Maatschap Cardiologen Rotterdam Zuid
Maasstad Ziekenhuis, Rotterdam, The Netherlands

[#&4/'A.D$#O
Sahajanand Medical Technologies (SMT), C 215 Kanakia Atrium, Hanuman
Nagar, Andheri East, Mumbai, Maharashtra 400047, India

+33#'.4&/ 4A!"#.4@.%&9'14D$0/ . AR/3#
Pieter Smits
Maasstad Ziekenhuis, Rotterdam, The Netherlands

1&/&IK&A&AS-$4/:1+$4/#&9!1&/&!M$D.$N!&4',/&/.0/. @&9'R4&9)0.00
Maasstad CardioVascular Research Department, Rotterdam, The Netherlands
and CERC, Paris, France
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1$/B$#9&4'0UO
Maasstad Cardiovascular Research Department
Maasstad Ziekenhuis, Rotterdam, The Netherlands
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Durable metallic stents Biodegradable polymer-coated metallic stents Bioresorbable non-metallic stents
Xience/ Resolute Onyx BioMatrix Ultimaster Synergy Orsiro Absorb DeSolve/Elixir
Promus

CoCr/ CoNi-ZES ~ PtIr-ZES 316L-BES CoCr-SES ~ PtCr-EES  CoCr-SES PLLA-EES PLLA-NOV

;OOmﬁﬁﬁmm

Strut thickness

81lum 91um 81um 120um 80um 74um 60um 157 um 165 um

Circumferential Abluminal Circumferential |

Polymel1 coating

Fianre 3 | Comparison of the strut thickness of different cateaories of stent. The striit thicknesses of clinicallv

N NN
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2018 ESC/EACTS Guidelines on myocardial
- revascularization —

ntithrombotic Treatment in Patients Undergoing rcutaneous oronary

Treatment

(Pre)treat t

DapT e [2] 1 [ [a] 1 et | 1 MEE-

";‘:&“U‘““"" UFH or Enoxaparin UFH. or Enoxaparin  or  Bivalirudin UFH or Enoxaparin o = Bivalirudin

. High Bleeding Risk High Bleeding Risk High Bleeding Risk
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¥ Patients of 18 years and above
¥ Written or witnessed oral consent to participate in the study
¥ Native coronary artery lesions eligible for PCI with stents with no restrictions in number
of lesions and stents, vessel size or lesion complexity, apart from stent thrombosis.
¥ Patients at high risk for bleeding according to the HBR ARC criteria®

Patients meet the HBR ARC criteria if >1 major or >2 minor criteria are met.
I
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Clinical indication for treatment with oral anticoagulants (OAC/NOAC) for at least 12
months!

Severe or end-stage chronic kidney failure (GFR ! 30 ml/min)

Hemoglobin (Hb) level at screening < 11g/dl or < 6.8 mmol/l!

Spontaneous bleeding requiring hospitalization or transfusion in the past 6 months or at
any time, if recurrent

Moderate or severe baseline true thrombocytopenia (platelet count <100 *10%/L)
History of chronic bleeding diathesis, like: leukemia, haemophilia, vitamin K deficiency,
Factor V or VII deficiency etc.

Liver cirrhosis with portal hypertension

Active malignancy (other than skin) within the past 12 months

Spontaneous intracranial haemorrhage ICH (at any time)

Traumatic intracranial haemorrhage ICH within 12 months

Presence of a brain arterio-venous malformation (AVM)

Moderate or severe ischemic stroke within the past 6 months

Nondeferrable major surgery on DAPT after PCI

Recent major surgery or major trauma within 30 d before PCI
I

K.43#ILEM!@#./$#.&!&#$!/B$!83993N.4A0

Age" 75 years

Moderate chronic kidney disease (GFR >30 and <60 ml/min)

Hemoglobin (Hb) 11-12.9 g/dL / 6.8-8.0 mmol/l for men and 11-11.9 g/dL / 6.8-7.4
mmol/l for women

Any ischemic stroke at any time not meeting the major criterion

Spontaneous bleeding requiring hospitalization or transfusion within the past 12 months
Need for chronic treatment with steroids or non-steroidal anti-inflammatory drugs!

=4[ E34D891:(3092709@

Patients are not eligible if any of the following applies:

¥

HSY&!($) &K+

Treated with stents other than Supraflex Cruz or Ultimaster within 6 months prior to
index procedure

Treatment of lesions with stent thrombosis

Treatment of venous or arterial coronary grafts

Treated for stent thrombosis in 12 months prior to index PCI procedure

Treated with a bioresorbable scaffold 3 years before index PCI procedure
Cardiogenic shock at index procedure

Active SARS-CoV-2 infection or suspicion of SARS-CoV-2 infection

Cannot provide written informed consent

Under judicial protection, tutorship or curatorship

Unable to understand and follow study-related instructions or unable to comply with
study protocol

Active bleeding requiring medical attention (BARC>2) at index PCI

Life expectancy less than one year

Known hypersensitivity or allergy for aspirin, clopidogrel, ticagrelor, prasugrel, cobalt
chromium or sirolimus

Any anticipated PCI after index PCI, unless planned and scheduled at index PCI
Participation in another stent or drug trial
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Eligible patients can consent before index PCI with a signed informed consent paper or witnessed
orally during PCI after emergent diagnostic coronary angiography in case of acute coronary
syndromes. In the latter case, signed informed consent is obtained after the procedure.

66/M&4'3-.Q&/.34!

Randomization is performed after successful wiring of the first target lesion during the index
procedure. The randomization will be web-based. Randomization will be stratified on center,
presence of ACS and presence of Diabetes Mellitus at index procedure.

6*=CHB&/-SA/IHPA.-$A1&A' [#P&/-$4/\%o#3 @' <HS

Patients are treated according to the randomized regimen from the day of randomization till the last
planned staged PCI procedure. Patients will be kept blinded for the randomisation arm till the end
of the study. At the end of the study patients will be informed about the results.

There are no restrictions in number of target lesions or complexity of the lesions to be treated,
including CTO, bifurcation, ostial, calcified, thrombotic etc. Any lesion pre-treatment procedure is
allowed, like balloon dilatation, rotational atherectomy, thrombosuction, lithotripsy (shockwave),
etc. Decisions on method of treatment procedure is left at the discretion of the operator, as well as
the usage of intravascular imaging (OCT and/or IVUS), guidance (like FFR/ iFR, RFR) and usage
of adjunct anti-thrombotic drugs (like GPIIb/IIla receptor blockers or Cangrelor).

In case of unsuccessful delivery or deployment of one of the randomized stents, cross-over to the
usage of the opposite stent type is required after optimal attempts to deliver the designated stent
type per randomization. In case of unsuccessful delivery or deployment of any study stent, any
other new generation DES stent type can be used according to the discretion of the operator.!

6*X1R"CI#3A.-$4 |

DAPT treatment (combination and duration) is according to the Guidelines of the European
Society of Cardiology for Myocardial Revascularization !"%72'4$%&$'()$GHI$:;<E@)

In case new European guidelines appear on DAPT treatment after PCI during the duration of the
study, specifically for the HBR / OAC/NOAC population, this will be implemented.

In patients not on OAC/NOAC.
¥ For stable coronary artery disease 3 months DAPT (ASA + Clopidogrel) is recommended
¥ For acute coronary artery syndromes 6 months DAPT (ASA + Ticagrelor or Prasugrel) is

recommended
1

In patients on OAC/NOAC:
¥ 1-month triple therapy (ASA + OAC/NOAC + Clopidogrel) followed by 11 months dual
therapy (OAC/NOAC + Clopidogrel) 3#
¥ Dual therapy for 12 months (OAC/NOAC + ASA or OAC/NOAC + Clopidogrel) is
recommended

6*Y1S3993%

Follow-up is scheduled at 1 month, 6 months and 12 months post index PCI procedure. All follow-
up visits are preferably scheduled as a visit to outpatient clinic. If patients are unable or unwilling

"#$%&'($) &K+ -5
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to visit the outpatient clinic, the scheduled visit can be replaced by a telephone call except for the
follow-up occurring at 365 days + window of 2 weeks after the index procedure.

6*Y*31&/&!@399$@&B83993M%b

Patients are informed that data are collected at scheduled follow-ups as well as at unscheduled
visits.

The pre-procedural data to be collected include medical history, cardiac medications pre-PCI and
indication for PCI (elective, non-STEMI, or STEMI).

The procedural details of the index PCI include location of treated lesions, number of stents, stent
length, stent diameter, type of stents and complications etc.

The post-procedural medication is recorded as well as clinical events (MACCE and bleeding) that
may occur after the first study stent has left the tip of the guiding catheter.

At each visit, the following information is collected:

¥ Major adverse cardiac and cerebral events

o Vital status

o Potential acute coronary syndrome

o Potential stroke of any etiology (ischemic, haemorrhagic and indeterminate)
Stent thrombosis

ANY clinically overt bleeding events

Coronary revascularization (PCI or coronary artery bypass grafting [CABG])
Prescription and compliance of antiplatelet medication

Relationship of events with SARS-CoV-2 infection

K K K K K
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At any time during the study, the subject may withdraw their participation from the study. Every
patient is encouraged to remain in the study until they have completed the protocol-required follow-
up period. Patients who deviate from the randomization order continue to be followed up as per
standard of care.

Clinical follow-up is only discontinued if the patient explicitly forbids the continuation of follow-
up. This decision should be an independent decision that is documented in the patient study files.
Survival status should be collected within legal and ethical boundaries for all subjects randomized
who withdrew participation from the study. If follow-up is discontinued prematurely, the reason
for discontinuation is documented. In case of discontinuation, the already collected data remain in
the database unless the patient explicitly requests complete deletion of the records, which should
be documented by the site.

6*Y*V_30/1/3183993K%

A subject would be considered lost to follow-up if he or she repeatedly fails to return for scheduled
visits and is unable to be contacted by the study site. If a subject is unable to return for a clinic visit
or unable to be contacted by telephone, diligent attempts to contact the subject are made to obtain
subject required information. All attempts are documented in the source documents. Only after
failing to contact the subject at the final follow-up visit, the subject is considered lost to follow-up
after last contact. It must be a high priority to obtain at least survival data on all subjects lost to
follow-up. Survival status will be collected within legal and ethical boundaries for all subjects
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randomized. Vital status will be searched in public sources at the end of the follow-up period. If
vital status is known at the last study visit, the subject will not be considered lost to follow-up.

)
F)G12C%3)&:

=BI"#.-&#)!P4'%3.4/0!

The primary endpoint is Net Adverse Clinical Endpoint (NACE) at 12 months follow-up, defined
as a composite of:

Cardiovascular death

Myocardial infarction

Target vessel revascularization

Stroke

Major Bleeding (BARC 3 and 5)

K K K K K

=>1 $@34'&#)!P4'%3.4/0

The secondary endpoints of the study are the following:

5U Major adverse cardiac and cerebral events (MACCE) defined as a composite of cardiac
death, myocardial infarction, target vessel revascularization and stroke

>W Major or clinically relevant non-major bleeding (MCB) defined as a composite of type 2,
3 and 5 BARC bleeding events

VU Target Lesion Failure (TLF) is defined as cardiac death, myocardial infarction attributed
to the target vessel and clinically indicated target lesion revascularization

WWUTarget Vessel Failure (TVF) is defined as cardiac death, myocardial infarction attributed
to the target vessel and clinically indicated target vessel revascularization

6W The individual components of the composite primary endpoint

=W The composite of cardiovascular death, myocardial infarction and stroke

XU The composite of cardiovascular death, myocardial infarction, stroke and major bleed
according to BARC 3 and 5

YU Stent thrombosis according to the ARC definitions

ZWU Myocardial infarction

5?Wrgent target vessel revascularization

55UNon-target vessel revascularization (urgent and non-urgent)

5>UClinically indicated target vessel revascularization

SVBleeding events according to the BARC, TIMI and GUSTO classification

SWlransfusion rates both in patients with and/or without clinically detected over bleeding

56UEvent rates according to the PRECISE-DAPT score

5=UProcedural success

S5XWevice success

H'Y&-&3:&3'-(),8&1%2:)-12)28&8$,31-&3%1)%7?):-, C(8):3B8

X5[$A$#E9! @34BH&/.340

If not stated otherwise, all efficacy and the safety analyses are based on findings as confirmed by
the Clinical Event Committee (CEC). All events will also be adjudicated if any relationship with
SARS-CoV-2 infection is present.

"HE0&! () &+ -



I"#$96& ()*+,*(-.&(/01213145(670891: (<  =>?9:@4

X>R4&9)0.0!04!

Full analysis population (FAS) consists of all randomized subjects. Subjects are categorized
according t#1)7(1;#9:N#II7&ET)7(FI(("*@@&IS('DF)7(1;*$#?2&=*)&#3$!: HELEBE)
J7&E7TN7(1%&:@)!@)9'F!@)($)*@@(")7(N19&'&S$I'E*) 7()(;H!P$! EEDYI SR @RS @ @ (') 7(!
19&'&SIIE*)7()(;N)7&@":*)&($)!& @ (JE+9'('H

S(; OH)HEH#+IUSSVI#:9+%) &HSIEHS @ @) @ H%!: *$#2&=(":*) &(P) BITAHAPHILSIIE &) (;:&*H!
¥ \HIGEH+)EHSIHYI LI IRSE+O @ EHSIE; &)I(;&* I UeBXV
¥ OXAH2&=(1):(N)2($)IT*@I&2:+(2(S)(T Yot YN +H(@EHB@
P$L*)&EQ+*NI)7(196#++#I&SIL)&($) @'; ({(KE+9'(1%;#721) 7 (1SS! :#:9+*) &#$
¥ \)F)le6X !
¥ )L (E(&G&SIMSFI@)9F@)($)*EEH# &SINHN) T (1S H2&=")&HBIH:(;

SH&($)@R)7!"K[PQ!*$! (G($) @' :(+*)(#)7(1"K[PQ! '9;&$!! Yott++3:) J&++! D(1 *$*+F@ ("
@(:)(+FH

V<U(#@9:(@: @4S898(1?(2B7(/09A@0S(7:/19:28

A7(I@)9FII* @ (@&IS(1)#)(@))7(1%#++#I&S$I TE®)7(@

A7(19+);*) 7&S$I@B9)!*%+(<!";9=0) (SR SBBEY6 (, R&BIHI)EHH) 7() 785! @) P& ?* @) ;!
A @(&D)(3)!&3!*IS"PL#:9+*)&HBI)T&IT!, & DL (%8I ) & (*;1%#++8H

|

Y*&$F$+F@E@H%!)7(1:: & HRS) AR @' (;%#:2(B) 7 ((MRE:#:9+%)&H#0$'(; I*::+&E*)&H#S!
HAT (1PS)($) &, (*)! 1 &SE&:+(1) 7%)!| &@N! (G(SHERS) ( 1%;#21)7(124#2($)!) 7(1%&;@)! @)9'F!
@)($)! +(*G(@")7(119&'&S$!! ENR##D:1 &@' E($@#; (1)) 7(1 +*@)! *)(1 #%! C$HIS! #9)E#2(!
@)*)9@14#:1%)! IF(*:NIJ7&E7(G( E#?(@'%&; @)H!

|

X)(@! #%! :&7%;F! ($#&I)@ (@)&?*)("! *@! ) 7(! E9?9+*)&G(! &SELYGER )7(! ™*)(! #%!
*GHP8=%)&HSHILOIF @ %) (! *$H?&=*)&HD T (*;| #@)! &S (<! S"PDF) 7(1 g*: +*KY (&(;!
20 7# @HIX*)(I'&%%((SE(@!;(1(%&$(T* @) 7 (1) (198§&P* @) (IA*$ @ (&' @ NFI&$9@!) 7*)!
9%'(;! 89:;* %+(<!";9=1@)($) 1P

|

P\ @$%(:&#,8)FI&S])(;?@H%!\R"BI&@! (E+*('18.%!)7 (1402l E#S%& (SE(1&$);G*+IU"PV#%
) &%% (S ((E@IHRH
|

TP 89:(;8#8)F1&@!"(E+*("1&91)7(140al E#$%& (SE(18$)(;G*HH%6!)7(1:%)(I'&%%(;(SE( (SE+9'(¢
5aNIJ7&E7!@&G*+($))#:h5H501%#:; ) TQeE!) (@)H
>@(1#9140a!"P1&@(CO&GH+($)RBSHGEA: &) F) (@) &SII&)TDELLOF: (IP(;:#: UrV#%!5H5-0H

VM7270A9:@291:(1?(8@A/4T(89F7

AT(:%) (@Y%) 782% FI($H#8&S) O:)#! - 124$)7@( 11:82%&+F)(@)&?*)(1%:#21W7(
| #@82TM%S$H(209@R(BTH+E&E*9@("'(*)7TNIYPN!@):#C(*$16RX"!.g0!D+(('&$I!:*)(@!
#9%),-a*$TYR™ B *)(@'H%!3a1%#:1) 7(1>+)&2*@) ;| AR SWEX ) &($) @

HSY&!($) &K+



I"#$96& ()*+,*(-.&(/01213145(670891: (<  =>?9:@4

I IX%M&C(Y&"(209@4UYR'BTE*; &*E!'(*)TNIYPI#; IRX"I'(%&$&) (d:;#D*D+(1 @) ($)!
)7:#?D# @E@HY!AH/al%#:;1) 7 (16&#%:; ((#?! @) (SIMU@9?14#%! @ &$1+(1($:#&$) @ V!;*)(!
#%!,,aVR&$!le6X! )& ()@

| C'ZL"&((209@WYR"B TE*9@(1?7#;)*+&)FNIYPN!@);#C(REAGEGBESI ANX! %) (1#%!
-alUSF$(IFI@)($)VI*$IAMIU@9?1#%! @&$I+(1($#&$) @ V! IS RER) @!*)!
78&17(;1;8@C1%#;ID+(( &S

|

"H3@&' (&SN 7(1@7#,)(;QRSA!I'D; ) &#$I&S!) 7(1e6X!:#:9+*)&H#SIEEH; &S$IN#) 7(IE9;;($)!
19&'(+&S(@NI+#I (1 2*L# 1 D+(( &KI&D ! (<:(E) (1E#?:*; ("N #) 7 (I*DHGQ($) &HS('); &*#ED!
J7&E7\@7#,)(;\QRSAII*@!$#)!IF ()| &SEH;:#;*)('H

\R"B 1:¥)(@';((@)&?*)( 5a! %#;1)7(1>+)&?*@) (! A*$@ (&' @) ($)!*$'13a!%#;!)7(189:;*%+(<!";9=!
@)($)H

|

\V<(C2@29829 B
8*?:+(|@&=(IE*+E9+*)&#$@! 7*GNUE: ! *! @*?:+(! @ &=(1#%!0RN(G*+9*D+(1:*)&($) @H! A#!
E#?:($S@*)(! %#;! *));&)&#S! *)(L #%bU--! ¥)&($)@WV-! <113! :¥)&($)@U)#)*+! 2.1V! J&++! D(
FEH?&=('HIAT (| S#EB$%(;&#,&)F! ) (@)! I&F+B(H#9) &) 7! "1 #S@ &' ()R P! (;:#:1 ;%) (1 #%!
5H5-0H!

A7(1*@ @@ \R"B! (G($)! :*)(@! *;(! ,5a! %#:1)7(1 >+)&?*@)(;! )*$@ (&' @)($)! *$'! 3al %! )7(!
89::*%+(<!";:9=1@)($)H

_8&)7N7&@'@*?:+(! @&=(N!)7(! @ISFATHI(;)#!(@)*D+&@ 7! $#$&$Y0(; SMR | &I ) 71 *!
SHB&S%(;&#;&)F12*; | &BHED!

V<JCDRIO1D/(@: @4887

A7(1%#++#I8@IODI:#9: @[l @:(E&Y%E('T

¥ SH&($)@IBTEI*@!8S &EX)&HSI%H: 185 (<!S PIGE @ I&IF(E)&G(IS"PH!
UPSIL+H$S(1@)*I( 1 #E(9; (N1 7(18$ &EX) 8HSI&. @ (Y &S (S RBUIFBHSI Vo
)7(1%& €8 (< |S"PV!!
REE#'&SIN#)(;)&+(@'#%!)7(!SXB"PSBIQRIAI @E#:
M(?*+(IG@H! 2+ !
" (Y)&SES(E+(**SE(I(CO*+IE (M) () 7*$11512+d2&$1#: 101 1512+ d?&$
RI(Is20!F(*:@!G@H!*I(Ib20!F(*: @
REE#'&$IN#!: (@ (SE(#: D@ (SE(1#%!'&* DH@P @
8&$I+(1G(:@9@!?79+)8&G(@@(+):(1)?($)
S;(@(SE(#;* D@ (SE(H#%!@?7*++IG(@@(+);(*)?($)!'U)*1)!G(@@(+ (% (SE(!&*?()(
| -H2017?V
S(QSE(#; D@ (SE(H#%!+*1(1G(@ @ ($MINN0'C(@ @+ (% (SE("&*2() ;!
" HOI?7\
¥ S:(@(SE(#:*D@(SE(#%!D&Y%I;EX)&HS!:(*)?($)!

KK KK KK K

+#

J"}-288.)$8CY%$&B1=

AT(1&$G(@)&IM)H#;12#$8)#: @) 7(IHEED;: (SE(1#%!8(;8#9@'R'G(;@('BG($) @! USRB@V!%#;! (*E7! €
'0:&$11)7(1E#9: @ (1#96)7(1@)9'FHIM# ) 7(1:9; # @UBYRHE#+NY) 7 (1:(:#)&$1'1#%!SRB@'D(18$@!
'&:(E)+FI*00)tS #2&=*)8#8)7($!) 7(1%&;@)! @)9'F! @)($)!+(*G(@") 7(!19& & SHES) EA@ (1#%!
($"#&S$)O(+¥)(! (G($)! U'(*)7TN! FHE*'&*+ P$%*: NS @E9+*:8=")8BH($)! )7 #?DHER.@
@):#C(NI*$' I D+((&$! (GSH@X"!-N!.1#:10 nY7((G($) @7(79@)' D(E42()(*@! @##$!*@!

"#$%&'($) &K+ -/



I"#$96& ()*+,*(-.&(/01213145(670891: (<  =>?9:@4

H@@&D+( #%!)7(1 &$G(@)&IN#I@! *$' @)9I'F! @)*%%t@! *I*;($(@@! #%!)7(! (G($)H! R++! #)7
R'G(@('BG($)@"#I$#)1$(()#ID(!: (:#)(NI9$+(@ @) 7 (F™:((E#S@&'(;("1;(+*) ( &I

, <(C70M8(%JI67087('67:28(OCYABPL9:9291:8

R$'RB!I&@'E+*@ @&Y&('"*@'u@ (;&#I@V!I&Y)7((G($)T
¥ Led to death;
¥ Led to serious deterioration in the health of a patient that:

o Resulted in a life-threatening illness or injury;

o Resulted in a permanent impairment of a body structure or a body function;

o Required in patients hospitalisation or prolongation of existing hospitalisation;

o Resulted in medical or surgical intervention to prevent permanent impairment to a

body structure or a body function.
¥ Led to foetal distress, foetal death or a congenital abnormality or birth defect.

All SAEs related to endpoints will be followed until the event has been resolved (with or without

sequelae).
|
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Reported and adjudicated endpoint-related adverse events are periodically (after 50 % and 75% of
the total amount of enrolled patients) reviewed and analysed by an independent DMC. Members
of this board are not affiliated with any (interventional) cardiology site enrolling patients into the
trial, are not participating in the trial, and will declare any conflicts of interest should they arise.!
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o! B-"%,-183583- B8b+,-.%DSES*6+,-.%:,58(2%$:(8823.$4%Q%/&::%3$C,+$-19
.83+,$-1552(%>L VG
o! U*-53**"%(C$81%4,.-4%(9%2%:(8823.$%344(5,31$+% @,12%3%+8(#%,-
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o! [313*%)*$$+,-.%D)*$$+,-.%1231%+,8$51*"%8$46*14%,-%+1%H312%@,12,-9
¥ Minor

o! U*-53**"%(CHB1%66+,-.%,:3.,-.G;%8%$46*1,-.%,-%2%:(.*(),-%+8(#%(9%H%
J.S+No
¥ Other non-major or minor
o! B-"%(C$81%)*$$+,-.%$C$-1%1231%+($4%-(1%:$$1%12$%58,1$8,3%3)(

|

Bleeding in the setting of CABG
[313*%)*$$+,-.%D)*$$+,-.961231%+,8$51*'%8$86*14%,-%+$312G

0$8, (#$8%1$%,-183583-,3*%)*$56+, -.
LS(#$831,(-%391$8%5*(468$%(9%1 2$UBLIKEUN(B% 1 2$%0#68#(4$5%(9%5(-18(**,%80)*3
183-4964,(-%(9%T J%]%OL0U4%(8% @2 (*$%)*((+ ZR@#EB;06B% b6 ** %64 3C$8%183-496
)$%5(6-1$+%,-%53*56*31, (-4%(9%)*((496#8(+651
U2$41%16)$%(61#61%" " A%N R ESZYSB YA

Fle KK KK

GUSTO Bleeding Criteria!%
%
¥ Severe or life-threatening
o! V-1835$8%)831B2%3.$ %
o! L$46*1,-.%,-%46)413-1,3*%2%:(+"-3:,5%5(:#8(:,4$%8$M6,8,-.%¥8$31:$-1
¥ Moderate
o! L$M6,8,-.%)*((+%183-4964,(-%)61%-(1%8%$46*1,-.%,-%2$:(+"-3:,59856(:#8(:,4%

¥ Mild
ol  0%$$+,-.9%1231%+($4961988)(C$%58,%58,3
#
(
( (
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