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| hold patents related to DES technology
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Which DES | prefer? = e J dm

« A stent that can easily be placed where needed

« A stent supported by evidence for efficacy and

safety

 An evidence-supported stent that better fits my
belief
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A stent that can easily be placed where needed ‘ db ‘

50 yr old patient, MV disease (diffuse
disease of the LAD and RCA, disease of
LCx)
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TUTI

émische Universitat Minchen

Taxus Cypher BioMatrix Endeavor Yukon PC Xience Resolute Synergy Orsiro
Nobori Promus
Platform material sS CoCr
Strut thickness (um) 60
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TUTI
A stent that can easily be placed where needed -~

50 yr old patient, MV disease (diffuse 6 Months after fixing LAD, LCX, RCA: a
disease of the LAD and RCA, disease of total of 10 stents
LCx)
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Which DES | prefer? ™= e J dm

« A stent that can easily be placed where needed

« A stent supported by evidence for efficacy and

safety

 An evidence-supported stent that better fits my
belief
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Platform material

Strut thickness (um)
Polymer type

Polymer material
Coating distribution
Polymer thickness (um)
Additional coating

Drug released

BioMatrix Endeavor Yukon PC

Nobori

SO0

Taxus Cypher

87 81
Biodegradable
PDLLA

Circumferential

5

Sirolimus

Xience
Promus
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TUTI

Technische Universitat Mianchen

Resolute Synergy

Orsiro

CoCr
60

Biodegradable
PLLA

Circumferential

7
Silicon carbide
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RCTs of Xience vs. Cypher

Definite ST

TUTI

Technische Universitat Mianchen

Total No of Patierts Hazard Aatio (95% Of)
FandomizodTasl  EES ses : for Dofirito ST
BASKETPROVE 2774 7S RN 067 (0.41.399)
Buzofta et st o75 o7 ! NA
ESSENCE.DMBETES 049 /151 NA
EXCELLENT wiore 64 £ - 0.34(0.07, 167)
ISAR-TEST 4 a2 aese -~ 0.44(0.14, 1.44)
Long DES Ml 1224 0226 - 5 3001012739}
e e = —om——" RCTs of Xience vs. Cypher
SOATOUTIV 2130 gy £ - - 0.22 (0.05, 1.02)
Overall 17/5040 30/5227 <> 0.49 (0.27, 0.91) TLR
Tost for Heterogeneily P= 0,64 f
Tost Yot Inconsistorcy # = 0% : Total No of Pationt Hazard Aaso {95% Gij
Tost for Ovarall Effect 2 = 2.26 (P=0.02) ! Randomized Trisd EES SES for Revascularization
1 1 10
. LY o568 BASKET-PROVE 20774 23778 0.86(053, 1.47)
Burzona et al 575 575 1,00 (0.30, 345}
ESSENCE-DIABETES 11149 s € 0.25 (0,03, 2.25)
EXCELLENT 261078 6384 147 (061,353)
ISAR-TEST 4 TIes2 85652 0,80 (0.69, 1.08)
Long DES I 7224 5226 141 {045, 4.45)
RESET 651507 76/1600 0.85 (061, 1.18)
SORT OUT IV 201300 201384 0.87 (.48, 1.58)
Overall 230/5940 247/5227 0.86 (0.72, 1.04)
Test for Materogangity Pe 0,81
Tost for Inconsistency ¥ = (%
Taost for Overall Eflect 2 = 1.58 P=0.12)
T T
1 10
Favors EES Favors SES
De Waha et al, Clin Res Cardiol 2012
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TUTI

Technische Universitat Mianchen

18,334 pts with stents

3.0
2.5

2.2% early-gen. DES
2.0

1.5 L —— 1.5% BMS

1.0- — - 1.0% new-gen. DES

Stent thrombosis, %

0.5

0 I I \

0 1 2 3
Yrs after procedure

Tada et al, JACC Interv 2013
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Thin-strut DES With
Biodegradable Polymer Coatings: BIO-RESO

Primary Endpoint: Cardiac death or TV-related Ml or TLR

8+

== Synergy
Resolute Integrity
=== Orsiro BP SES
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5.4%

—‘__"’__Jr v

=0

Incidence of target vessel failure (%)
N SN

Time after initial procedure (days)

O L] L] L] L] L} )
0 60 120 180 240 300 360
BIO-RESORT, Lancet 2016
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TUTI

Technische Universitat Mianchen

30-

25+

204

16

Cypher

Target-lesion reintervention

Xience

0 1 2 3 4 5

Years after procedure
Kufner et al, Eurointervention 2016
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Which DES | prefer? ™= e J dm

« A stent that can easily be placed where needed

« A stent supported by evidence for efficacy and

safety

 An evidence-supported stent that better fits my
belief

27.04.2017 | ISAResearch Center
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...the best device is the device that leaves the least

amount of material behind after accomplishing its

mission
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Is BRS my preferred drug-eluting device?

It leaves nothing behind
after 3-4 years

Post procedure

OCT ow
SB

AR . (A
6.67mm? 6.77mm?2

Serruys et al, JACC 2016
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* |t leaves nothing behind after 3-4 years
but
* The evidence is against (7 RCTs, 5583 pts)

Random-effects
odds ratio [95% CIJ;

p for overall effect

Target lesion
failure

Definite or probable
stent/scaffold thrombosis

Target vessel
myocardial infarction

Ischemia-driven
target lesion
revascularization

o
—-
—&-
S
BVS better EES better
0.1 1 10

Odds ratio

1.34 [1.10, 1.64];

p=0.012

3.21 (2,28, 4.51);

p= 0.0002
1,66 [1.21-2.29];
p=0.008

1.41 [1.11-1.79);
p=0.012

0%

0%

0%

0%
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Which DES | prefer?z = e s i

In accordance with the concept of
sleast amount of material left behind*,
a thin-strut stent with biodegradable polymer or

no polymer at all might be preferrable

27.04.2017 | ISAResearch Center 17



Although evidence does not show a
measurable long-term advantage

Cardiac death/target vessel MI/TLR in 2,603 pts

50

%
40

HR 1.04 [95% CI, 0.84-1.29], P=0.71

30

20

Kufner et al, Eurointervention 2016
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Kufner et al, Eurointervention 2016
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Cardiac death, Ml related to the target vessel, or TLR

A

P=10.80
HR = 0.98 (95% Cl 0.84 — 1.15)

— Zotarolimus-eluting stent
—— Sirolimus- and probucol-eluting stent

50
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Patients at risk
Sirolimus- and
probocol-eluting stent

Zotarolimus-eiuting stent
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0 1 2 3 4 L
Years after randomization

2002 1695 1591 1493 1393 1209
1000 830 778 730 680 583

TUTI

Technische Universitat Mianchen

P=0.64
HR = 0.86 (95% Cl 0.46 — 1.62)
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—— Zotarolimus-eluting stent
— Sirolimus- and probucol-eluting stent
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Patients at risk
Sirolimus- and
probocol-eluting stent 2002
Zotaralimus-eluting stent 1000

1 2 3 4 5
Years after randomization
1604 1819 1733 1632 1433
239 898 856 797 804

Kufner et al, JACC Interv 2016
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