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Noonuata KapwTiowV



H atropoKpuopEVN IOXAIMIKE TTPOETOINOOIO MEIWVEI TNV EKTACN
IOXQIUIKNG EYKEPAAIKNC BAGBNC 0€ aoBeveic ye coBapn aTEvwan
KOPWTIOAC META aATTO DIAdEPUIKN OlAvVOIEN WE TOTTOBETNON Stent

RIPC: Remote Ischemic
Preconditioning

New brain MRI lesions on post-

treatment scans

= Phase 2 RCT

= N=189 (1:1:1): Control group, Sham
group (60 mm Hg), RIPC group
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H TTowiun emavaigatwaon utreuuvne oTEvwong KapwTidag o€
aoBeveic ye AEE ue CAS oxeTideTal ye upnAOTEPO KivOUVOo
veéou AEE ) BavaTtou ouykpiTika pe tnv CEA

Aedopeva aTro 4 TUXAIOTTOINMEVEC KAIVIKEC MEAETEC
4754 a00eVEIC JE CUPTITWHPATIKA OTEVWON KAPWTIOWV

30 day CEA CAS Adjusted RR P Value Interaction
events n event/total (%) n event/total (%) (95% Cl) P Value
Any stroke or death
0-7 days 3/226 (1.3) 24/287 (8.4) 6.74 (2.07-21.92) 0.002 0.08 L
>7 days 65/1819 (3.6) 129/1806 (7.1) 2.00 (1.50-2.68) <0.0001 ——
Any stroke _
0-7 days 3/226 (1.3) 23/287 (8.0) 6.48 (1.99-21.10) 0.002 Gio7 : ®
>7 days 62/1819 (3.4) 122/1806 (6.8)  1.99 (1.48-2.68)  <0.0001 S —.—
Fatal or disabling stroke
0-7 days 1/226 (0.4) 9/287 (3.1) 8.38 (1.09-64.76)  0.04 i ) >
>7 days 26/1819 (1.4) 46/1806 (2.5) 1.79 (1.12-2.87) 0.02 : s 2
| | | | | |
CAS: carotid artery stenting (n=2093) 03 L < “g 309 =00
CEA: carotid endarterectomy (n=2045) Adjusted Relative Risk (5% Ci)

RANTNER B, et al. Stroke 2017
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O kavovagc HER DOO2 diaoTpwWHATWVEI CWOTA TOV KivOUVOo
uTToTPOTTNC VTE XWPIC EKAUTIKO TTAPAYOVTA UOVO OTIC YUVAIKEC

HERDOOZ2 predictors
« Post thrombotic signs: Hyperpigmentation, Edema, Redness of either leg

*  D-dimers 2250 pg/L
«  Obesity, BMI 230 kgr/m?

- Older age=65 REVERSE 1 STUDY (N: 2875)

T ——— MeTd atro S10KOTTA AVTITTNKTIKAG
e Beparreiag (5-12 priveg)

r/ dym n(‘ 230)

fﬁf}w - >TIC XOUNAOU KIVOUVOU YUVAIKEC O
G e KIVOUVOG UTTOTPOTIAS VTE fiTav 3.0%
s  Yors "L:zi;’f;‘y:? /m o o o¢ 1 £10G
B B L, l VS
i ’ . ’ = 2TIG Yuvaikeg upnAou Kivouvou Kai
= . OTOUC AVOPEC O Kivduvoc ATav 8.1% o¢
. ed 1 erog (vs. 1.6% peTG ATTO TTAPANOVN
\[= &L S o€ aywyr)
-~

RODGER MA, et al. BMJ 2017

Marc A Rodger et al. BMJ 2017;356:bmj.j1065



H pifapocautravn JEIWVEI TOV KivVOUVO ETTAVEUPAVIONC
PAELOBPOUBWONG XWPIC ONUAVTIKA augnon Twv
QIMOPPAYIKWYV ETTEICOOIWYV CUYKPITIKA JE TNV ACTTIPIVN

EINSTEIN-choice STUDY (N=3396)

DOAeBoOpouBwon

100+ 5.0 Aspirin, 100 mg
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Days
No. at Risk
Rivaroxaban,20 mg 1107 1102 1095 1090 1084 1079 997 876 872 860 794 718 0
Rivaroxaban, 10 mg 1126 1124 1119 1118 1111 1109 1029 890 886 867 812 723 0
Aspirin, 100 mg 1131 1121 1111 1103 1094 1088 1010 859 857 839 776 707 0

Meidwv aipoppayia

100+ 0.7+ Rivaroxaban, 20 mg
90- 0.6 ns
80 0.5 ! Rivaroxaban, 10 mg
Eé. 70- 0.4 Aspirin, 100 mg
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1 30 60 90 120 150 180 210 240 270 300 330 360 390 420 450 48
Days
No. at Risk
Rivaroxaban, 20 mg 1107 1081 1063 1048 1036 1024 963 818 801 780 712 642 449 10 0 0 0
Rivaroxaban, 10 mg 1126 1103 1080 1070 1058 1046 988 823 812 790 733 653 469 8 0 0 0
Aspirin, 100 mg 1131 1096 1075 1058 1040 1023 970 800 791 768 709 645 445 5 2 2 0

WEITZ Jl, et al. N Engl J Med 2017



[epipepikn ApTnplak NOooc



H ouyxoprynon xaunAng 60ong pIBapogauTravng He
QOTTIPIVN MEIWVEI TN BvNTOTNTA KAl TOV KiVOUVO
aKpwTnplaouou og acBeveic ye PAD o€ ouykpion UE

JovoBeparTreia Ye aoTmipivn
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COMPASS-PAD STUDY
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Rivaroxaban +aspirin vs aspirin HR0-72 (0.57-0-90) p=0-005
Rivaroxaban vs aspirin HR0-86 (0-69-1.08) p-0192

0

Number at risk
Rivaroxaban+aspirin 2492
Rivaroxaban 2474
Aspirin 2504

T T 7
1 2 3

Time (years}
2086 507 127
2044 870 147
2065 930 119
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Number at risk

Rivaroxaban + aspirin 2492
Rivaroxaban 2474
Aspirin 2504

— Low-dose rivaroxaban + aspirin group
—— Rivaroxaban alone group
—— Aspirin alone group

- Rivaroxaban+aspirin vs aspirin HR 0-54 (0-35-0-84) p=0-004

Rivaroxaban vs aspirin HR0-67 (0-45-1:00) p=005

Time (years)
2099 919 129
2071 902 151
2072 851 120

Ta aigoppayIkd eTTEICODIA, NE E€AipEON TA BavaTn@opa, ATAV
TMEPICOOTEPA OTNV ONADA ME T OUVOUOOUEVN BepaTtreia

Rivaroxab
Low dose

ASA alone 100mg *1

an alone 5mg*2
rivaroxaban 2.5mg *2 and ASA 100mg

ANAND SS, et al. Lancet 2017



H aywyn ue Evolocumab peiwvel Ta peidova
KOPOIOYYEIOKA CUUBAUaTO o€ aoOeVEIC UE TTEPIPEPIKN
QPTNPIAKN VOOO UTTO aywyn YE aTaTivn

FOURIER Trial

N= 3642

A Primary Endpoint in Patients with and without PAD
18%
M Placebo PAD 16.8%
16% | [} Evolocumab N=3,642 PAD
- 3.5% ARR
14% HR 0.79 NNT 29
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P=0.0098 &
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5 R = SR -y oy
o 6% '...c:: ::::::
o HR 0.86
& | 000 e 95% C1 (0.80 — 0.93)
P<0.001
2% p-interaction = 0.40
0,
pysfom 0 90 180 270 360 450 540 630 720 810 900
Number at risk
Placebo PAD 1784 1749 1700 1654 1617 1588 1536 1281 ars 895 432
Evoiocumab PAD 1858 1827 1790 1753 1726 1701 1651 1378 1050 749 460
Placsbo no PAD 11996 1793 11582 11380 1217 11039 10400 arse 8364 5173 3443
Ewvolocumab no PAD 11926 11738 11568 11384 11224 11081 10486 8807 6472 5242 3476

B CV Death, Ml or Stroke in Patients with and without PAD
M Placebo
14% B Evolocumab PAD
N=3,642 13.0%
12% PAD
$ ’ o L AED 3.5% ARR
o 95% (;I_(:(;.i(i; 0.91) NNT 29
& 10% - 9.5%
o
E_ 8% o 1:6% No PAD
S| s S o 1.4% ARR
a 8% | 00 T pae® T uusrer 6:2% NNT 72
e | T gl et No PAD
O |l e et e N=23,922
4% | 0 A T e
e HR 0.81
e 95% CI (0.73 - 0.90)
2% | T P<0.001
p-interaction = 0.41
Days from 0%
Randomization 0 90 180 270 360 450 540 630 720 810 900
Number at risk
Placebo PAD 1784 1756 1721 1685 1654 1632 1587 1332 1014 729 452
Evolocumab PAD 1858 1834 1806 1774 1758 1740 1692 1427 1091 779 480
Placebo no PAD 11996 11881 11732 11606 11484 11375 10767 a0as 7167 5429 3636
Evolocumab no PAD 11626 11802 11699 11563 11480 11387 10828 9138 7258 5474 3649

BONACA MP, et al.

Circulation 2018



H aywyn ue Evolocumab peiwvel Ta peidova
OUMPBAUaTO TWV KATW OKPWYV O& QO0OEVEIC UE
TTEPIPEPIKN APTNPIOKN VOOO UTTO aywyn JE OTATIVN

FOURIER Trial

N= 3642

A Major Adverse Limb Events — All Patients . Major Adverse Limb Events — Patients with PAD
M Placebo B Placebo
B Evolocumab HR 0.58 B Evolocumab HR 0.63
0.5% 95% Cl (0.38 — 0.88) _— 95% C1(0.39 - 1.03)
P=0.0093 i P=0.063 2.4%
@ 0.45% @
c c
® °
I.l>.l 0.4% u>.| 2.0%
r) 2
E E
3 3
2 0.3% 3 1.5% 1.5%
E’ 0.27% §
-] S
< <
5 0.2% S 1.0%
) )
= =
0.1% 0.5%
Days from 0.0% Days from 0.0%
Randomization 0 90 180 270 1360 450 540 630 720 810 900 Randomization 0 90 180 270 360 450 540 630 720 810 900
Number at risk Number at risk
Placebo 13780 13710 13628 13558 13492 13426 12807 10803 as07 6508 4333 Placebo 1784 1770 1748 1721 1699 1684 1648 1398 1072 776 482
Evolocumab 13784 13723 13662 13592 13533 13468 12875 10915 8647 6504 4314 Evolocumab 1858 1845 1829 1810 1795 1781 1737 1477 133 815 503

acute limb ischemia, major amputation, urgent peripheral revascularization for
Ischemia

BONACA MP, et al. Circulation 2018



H xpnon agepoBaAduOU ETTIKOAUPMEVOU UE e ’F
TTAKAITOCEAN UTTEPEXEI EVAVTI TNG OIAOEPUIKNC
OIAUAIKNC QYYEIOTTAQCTIKAC

o€ aoBeveic e ouutrtwuaTik PAD
ILLUMENATE Study

' L

Primary patency Target lesion revascularization

s &8 8 B8

‘-‘_‘—‘—\_\—";‘;‘_!
| 10 by Jog-rank test

® P<0.001 by log-rank test

Freedom from Loss of Patency (%)
Freedom from Clinically-Driven TLR (%)

3 8 8 8 8 8

Days Post-Procedure

Primary efficacy end-point Primary safety end-point
76.3-94.1% for DCB versus 57.6-83.3% for PTA 83.9-92.1% for DCB versus 60.6-83.2% for PTA

SCHROEDER H, et al. Circulation 2017
KRISHNAN P, et al. Circulation 2017






To TpotroTroiNuéEvo Ottawa score 0V OI0OTPWHATWVEI
UE akpifela Tov Kivouvo emraveu@avionc VTE oeg
Q0BOEeVEIC JE KAPKIVO

383 voonAeuduevol aoBeveic JE KApPKivo
Kal 10TopIkO VTE- ETraveupavion VTE
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Log-rank test: P=0.75
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SWIVTER STUDY

ALATRI A, et al. Semin Thromb Hemost 2017

Ottawa score

m  \Woman: +1 point

m Lung cancer: +1 point
m Prior VTE: +1 point

m Breast cancer: -1 point

m Localized cancer without
metastasis: -1 point

Low risk =-1
Intermediate risk =0
High risk>=1

11,123 patients from
the RIETE registry

ALATRI A, et al. Thromb Haemost 2017



H B6pouBoAucn o€ aoBeveic pe evolaueoou Kivouvou [NE
O€ UEIWVEI TN BvNTOTNTA OUTE TNV EKONAWON ONUEIWV
UTTEPPOPTWONC TNC OECIAC KOIAIOC JHOKPOTTPOBEC A

PEITHO STUDY

0.4 1 7 Ao Intermediate-risk pulmonary embolism
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ji‘ _-_{_,.-,-:F'J'T b e i 8 il S ~~m ,
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Follow-Up (Days) Authors/Task Force Members, et al.,
N at risk European heart journal 2008
Placebo 350 316 299 188 120 7 38
Tenecteplase 359 317 299 198 129 69 35

—— Placebo -~~~ Tenecteplase

KONSTANTINIDES SV, et al. J Am Coll Cardiol 2017



H O(UTépaTO( aKTrTUGo(')pevr]g evooTTPOBeonG |
;z..,;.;f:g UTTEPEXEI TNG EKTITUGOONEVNG UE agpoBAAapio o€

A i/ 00Beveig pe PETPIO ewG coBapr GTEVUOCH] Aayoviou
WC TTPOC TOV KIVOUVO ETTAVOCTEVWONG
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KRANKENBERG H, et al. JACC Cardiovasc Interv 2017



H xprion acpoBaAduou TTIKAAUPPEVOU JE TTOKAITACEAN
UTTEPEYXEI EVOVTI TNC BIOEPMIKNC OIXUAIKNG QYYEIOTTAGOTIKAC O€
aoBeveic ye cupTrtwuaTikn PAD we Tpocg Tn BvnrotnTa, Tov

KivOUVO OKPWTNPIAOMOU KAl avaykn eTTavayyeiwong

ILLUMENATE Pivotal Study

Primary patency Target lesion revascularization
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KRISHNAN P, et al. Circulation 2017



H atropoKpuopEVN IOXAIMIKE TTPOETOINOOIO MEIWVEI TNV EKTACN
IOXQIUIKNG EYKEPAAIKNC BAGBNC 0€ aoBeveic ye coBapn aTEvwan
KOPWTIOAC META aATTO DIAdEPUIKN OlAvVOIEN WE TOTTOBETNON Stent

New brain lesions on post- RIPC: Remote Ischemic
treatment scans Preconditioning
N=189 e = Phase 2 RCT
30 *
= N=189 (1:1:1): Control group, Sham
= group (60 mm Hg), RIPC group
<20
e
< = RIPC: 5 cycles of simultaneous
o bilateral upper arm ischemia for 5
o
£ 10f ,,' 587% minutes followed by reperfusion for
- another 5 minutes
=  MRI 48 hours after stenting and
0 , clinical events within 6 months after
RIPC group /Control group Sham group stenting

\_/ ZHAO W, et al. Circulation 2017



Low-dose Rivaroxaban  Aspirinalone Low-dose rivaroxaban plus Rivaroxaban alone versus asprin

rivaroxaban  alone group group aspirin versus aspirin alone alone
plusaspirin  (n=2474) (n=2504)
group
(n=2492)
HR (95% ClI) p value HR (95% CI) p value
Major bleeding* 77 (3%) 79 (3%) 48 (2%) 1.61 (1-12-2.31) 00089 168 (117-2.40) 00043
Fatal bleeding 4 (<1%) 5 («1%) 3 (<1%)
Non-fatal symptomatic intracranial haemorrhage 4 (<1%) 3 (<1%) 8 (<1%)
Non-fatal, non-intracranial haemorrhage symptomatic bleeding 13 (1%) 18 (1%) 8 (<1%) 1.55(0-64-3.74) 033 2:15(0-94-4.96) 0.065
into a critical organ
Other major bleeding (surgical site bleeding requiring 56 (2%) 53 (2%) 29 (1%) 1.94 (1.24-3.04) 0.0031 1.86(1.18-2.92) 0.0064
reoperation or bleeding leading to hospitalisation
Fatal or symptomatic bleeding into a critical organ 21 (1%) 26 (1%) 19 (1%) 1.10(0-59-2.05) " 1.39 (0.89-3.09)
Fatal or symptomatic bleeding into a critical organ or surgical 25 (1%) 29 (1%) 22 (1%) 113 (0:64-2.01) " 134 (0.77-2:52)
site bleeding leading to re-operation
ISTH major bleeding 64 (3%) 53 (2%) 40 (2%) 1.61(1.08-2-39) - 1.34 (0.89-2.02)
Sites of bleeding
Gastrointestinal 41 (2%) 26 (1%) 18 (1%) 2:28 (1-31-3-96) 0.0027 1.46 (0-80-2.66) 022
Intracranial 5 (<1%) 6 (<1%) 9 (<1%) 0-56 (0-19-1-66) " 0.68 (0-24-1.91)
Genitourinary 3 («1%) 14 (1%) 2 (<1%)
Ocular 7 (<1%) 8 (<1%) 3 (<1%)
Skin S (<1%) 6 (<1%) 8 (<1%)
Respiratory 4 (<1%) 4 (<1%) 0
Other 15 (1%) 15 (1%) 10 (<1%)
Minor bleeding 198 (8%) 170 (7%) 141 (6%) 1.43 (115-1.77) 0.0011 123(0.98-1.54) 0.069
Net benefit
Cardiovascular death, myocardial infarction, stroke, and critical 140 (6%) 168 (7%) 185 (7%) 075 (0-60-0-94) 0011 092 (0-75-113) 043
organ or fatal bleedingt
Cardiovascular death, myocardial infarction, stroke or major 169 (7%) 207 (8%) 234 (9%) 072 (0-59-0-87) 0-0008 0-89 (0.74-1-07) 023
adverse limb events, major amputation, or fatal or critical organ
bleeding

Data are n (%) unless otherwise indicated. HR-hazard ratio. ISTH=International Society of Thrombosis and Hemostasis. *Includes four components of prespecified major bleeding definition summarised
hierarchically. tPrespecified net dinical benefit outcome.

Table 3: Safety outcomes and net benefit for patients with peripheral artery disease

ANAND SS, et al. Lancet 2017



