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@ Zdtvodnéni

Proprotein convertase subtilisin/kexin type 9 (PCSK9)

Evolocumab
Lo U — PIné humanni anti-
s“’e“° \Hpv PCSK9
E2 4 — ~60% { LDL-C
— Bezpeclny & dobre
tolerovany ve studiich
faze 2 & 3

— Pfedpoklada se, ze |
KV prihody

Plasma

LDL
degradation

Sever P & Mackay J. Br J Cardiol 2014;21:91-3
| m\m i“‘ An Academic Research Organizaﬁon of GIUg“anO RP, et al. Lancet 2012;380:2007'17
¥  Brigham and Women’s Hospital and Harvard Medical School Sabatine MS, et al. NEJM 2015;372:1500-9




@ Pfedpoklad  fourier,

U pacinetu s prokazanym KV onemocnénim a Iééenych
statiny:

Zjistit, zda pridani evolocumabu snizuje vyskyt velkych
KV prihod

Zjistit dlouhodobou bezpecnost & tolerabilitu

evolocumabu

‘Posoudit ucinnost a bezpecnost dosazeni velmi nizkych
hladin LDL-C
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® Design studie _fourier
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27,564 vysoce rizikovych nemocnych s prokazanym KV
onemocnénim (predchozi IM, predchozi CMP nebo symptomaticka
periferni ICHDKK)

Screening, Stabilization lipidd, Placebo Run-in
Vysoka nebo stredni davka statina (+ ezetimibe)

v

LDL-C = 1,8 mmol/L or
non-HDL-C = 2,6 mmol/L

RANDOMIZACE
Evolocumab SC DOUBLE BLIND

Placebo SC

Q2W or QM

140 mg a 2 tydny nebo

—

—»  Follow-up Q 12 weeks

=4 An Academic Research Organization of

Brigham and Women’s Hospital and Harvard Medical School Sabatine MS et a|_ Am Heart J 2016’17394_101




@ Cile fourier
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 Uginnost
— Primarn: KV umrti, IM, CMP, hosp. pro NAP nebo coronarni
revaskularizace

— Sekundarni (hlavni): KV umrti, IM nebo CMP

 Bezpecnost
— AES/SAEs
— Prihody k sledovani : svalové obtize, novy DM, neurokognitivni
— Vyskyt anti-evolocumab Ab (vazba, neutralizace)

« TIMI Clinical Events Committee (CEC)

— Posuzuje uc€innostni cile & novy DM
— Clenové neznaji randomizaci ani hladiny lipida

BT o e o arvard Medical School Sabatine MS et al. Am Heart J 2016;173:94-101



Celosvetovy nabor pon

27,564 nemocnych v 1242 centrech, W il P e e ol Y
49 zemich v obdobi 2/2013 — 6/2015
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Principal Investigator W Subjects Randomi

@ Jaroslaw Trebacs 48051 Poland

: Oleg Kraydashenko 64020 Ukraine 227

3 Alexander Vishneveky CARAR Russia 180

i Andrea Hornyik 20024 Hungary 176

b Jindrich Spinar 21008 GCzech Republic 170

6 Pedio Monteiro 49000 Portugal 161

7 Katarzyna Szymkowlak 4603 Poland "
i _ Hrhigg 40032 Poland 134
) Yury Lukyanoy 51609 Russia 132
0 Tomas Hala 21023 Crech Republic 12' i
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@ Sledovani fourier
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Randomizovano 27,564 nemocnych
|

Evolocumab Placebo

(N=13,784) (N=13,780)

Sledovani prumérné 26 mésicu (22-30)
| |
2907 nemocnych mélo primarni cil

Predcéasné ukonceni 5.6%/rok 5.8%/rok

Ztazeny souhlas 0.29%/rok 0.35%/rok

Ztracen ze sledovani 5 nemocnych 13 nemocnych
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@ Vstupni charakteristika fourier

naaa sl 2 2 2 o 4 2 4

Characteristika

Vék (roky) (SD) 63 (9)

Muzi (%) 75

Typ KV onemocnéni (%)
Infarkt myokardu 81 Primérna doba od
CMP (ne-hemoragickd) 19 prihody ~3 roky
Periferni onemocnéni tepen 13

KV rizikové faktory (%)
Hypertenze 80
Diabetes mellitus 37
Koureni cigaret 28

& An Academic Research Organization of Zadny rozdil mezi skupinami
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@ Hypolipidemika
& hladiny lipidu

vy WY A

fourier
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Characteristika

Statiny (%)*
Vysoka davka
Stfedni davka
Ezetimib (%)
Hodnoty lipida — umol/l
LDL-C
Total cholesterol
HDL-C
Triglycerides

69
30
5

2,4 (2,1-2,8)
4,3 (3,9-4,9)
1,1 (0,9-1,4)
1,5 (1,1-2,1)

*Ppodle protokolu nemocni méli uZivat atorva 220 mg/d nebo equivalent.

1% byli na malé davce, nebo davka neznadma.

Intenzita statin(i definovana podle ACC/AHA 2013 Cholesterol Guidelines.

- "‘1"? An Academic Research Organization of
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@ LDL Cholesterol fourier
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100 -

Placebo

90 3\__.,,—0—~ ® ® o=—=="
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Primary Endpoint fourier
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16% -
Hazard ratio 0.85 14.6%
14% 1 (95% ClI, 0.79-0.92)
O P<0.0001 0
8 12% - Placebo 12.6%
23
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Key Secondary Endpoint _fourier,

1% 9.9%
9% - Hazard ratio 0.80
(95% ClI, 0.73-0.88)
8% - P<0.00001 7 9%
Placebo
7% -
6% -
5% -

Evolocumab

4%

3%

CV Death, MI, or Stroke

2%

1%

0% - . . . . .
0 6 12 18 24 30 36
Months from Randomization
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@ KV piihody Eiiide

WY W W W

Evolocumab Placebo
Cil (N=13,784)  (N=13,780) HR (95% CI)
3-yr Kaplan-Meier rate
:(e\\,/;s%tliérlil\gégemp’ NAP nebo 12.6 14.6 0.85 (0.79-0.92)
KV amrti, IM, CMP 7.9 9.9 0.80 (0.73-0.88)
Kardiovaskularni umrti 2.5 2.4 1.05 (0.88-1.25)
M 4.4 6.3 0.73 (0.65-0.82)
CMP 2.2 2.6 0.79 (0.66-0.95)
Hospitalizace pro NAP 2.2 2.3 0.99 (0.82-1.18)
Koronarni revaskularizace 7.0 9.2 0.78 (0.71-0.86)
Urgentni 3.7 5.4 0.73 (0.64-0.83)
Electivni 3.9 4.6 0.83 (0.73-0.95)
Umrti z jakékoliv pfi¢iny 4.8 4.3 1.04 (0.91-1.19)

J BEE  An Academic Res rch Organization of
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@ Vice intentivni snizovani LDL
cholesterolu a KV umrti

Ne zcela jasny prospéech na KV mortalitu

# of CV Deaths
Trial Year More Less HR (95% Cl)
Intensive Intensive
Rx Arm Rx Arm
PROVE-ITTIMI 22 2004 27 36 0.74 (0.45-1.22)
A2Z 2004 86 11 0.76 (0.57-1.01)
TNT 2005 101 127 0.80 (0.61-1.03)
IDEAL 2005 223 218 1.03 (0.85-1.24)
SEARCH 2010 565 572 0.99 (0.88-1.11)
IMPROVE-IT 2015 538 537 1.00 (0.89-1.13)
Summary 1540 1601 0.96 (0.90-1.03)

NEJM 2004;350:1495-504
JAMA 2004;292:1307-16
NEJM 2005;352:1425-35
JAMA 2005;294:2437-45
Lancet 2010;376:1658-69
NEJM 2015;372:2387-97
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Key Subgroups fourier

W v v W

Subgroup Patients PEP HR (95% Cl) Key SEP HR (95% ClI)
Overall 27564 ¢
Type of disease E E
M alone 19113 - -
Stroke alone 3366 —a— ——
PAD alone 1505 — —a
Polyvascular disease 3563 -:l- —il-
Baseline LDL-C I I
Q1 (<80 mg/dl) 6961 - ——
Q2 (80-<92 mg/dl) 6886 - -
Q3 (92-109 mg/dl) 6887 - —-
Q4 (>109 mg/dl) 6829 - -
B?_:Z:ne statin intensity o103 -:i -:i- AllP, .. .crions NS
Not high 8461 - -
Ezetimibe i i
Yes 1440 —a— —
No 26124 - -
Initial Dosing Regimen i i
Every 2 weeks 24774 3 -
Monthly 2790 _-._ +-

0'.4 1.0 2'.5 o'_4 1.0 2'.5
EvoMab better  Pbo better EvoMab better  Pbo better




@ Bezpecnost

Wy A A,

fourier
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Evolocumab Placebo
(N=13,769) (N=13,756)
Nezadouci ucinky (%)
Jakékoliv 77.4 77.4
Vazné 24.8 24.7
Allergicka reakce 3.1 2.9
Reakce v misté vpichu 2.1 1.6
Vedouci k preruseni IéCby 1.6 1.5
Svalova reakce 5.0 4.8
Cataracta 1.7 1.8
Diabetes (novy) 8.1 7.7
Neurocognitivni 1.6 1.5
Laboratorni (%)
Vazane protilatky 0.3 Nejsou data
Neutralizujici protilatky zadne Nejsou data

=4 An Academic Research Organization of
Brigham and Women'’s Hospital and Harvard Medical School




@ Souhrn - Evolocumab _fourier
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d LDL-C 0 59%

— Consistentni béhem celé studie
— Median dosazeného LDL-C o 0,08 mmol/l

! KV pfihod u nemocnych na léébé statiny
— 15% { &irdi primarni cil; 20% 4 KV umrti, IM nebo CMP
— Konsistentni prospéch v€etné nemocnych na vysoké davce statinu
a s nizkym LDL-C
— 25% snizeni KV umrti, IM nebo CMP po 1 roce

— Dlouhodoby prospéch

 Bezpecny a dobre tolerovany
— Podobny vyskyt AE, vCetné DM & neurocognitivnich funkci
— Pocet ukonceni léCby pro NUL stejny jako na placebu
— Nejsou neutralizujici protilatky

“f‘”‘ An Academic Res hOg on of
&) Brighama dWm s Hos ptI dHrv rd Medical School



@ Zavery fourier

U nemocnych se znamym kardiovaskularnim
onemochénim:

1. PCSK9 inhibice s evolocumabem
significantné & bezpeéné { velké KV piihody,
je-li pridana ke statinu

2. Prospéch pozorovan i u nemocnych, kde
LDL-C byl nizsi, nez udavaji soucasna
doporuceni

-“";"‘1"? An Academic Res hOg on of
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“ebbinghaus

EBBINGHAUS:

- A Cognitive Study of Patients Enrolled
in the FOURIER Trial

RP Giugliano, F Mach, K Zavitz, AC Keech, TR Pedersen,

MS Sabatine, P Sever, C Kurtz, N Honarpour, BR Oftt,
on behalf of the EBBINGHAUS Investigators

American College of Cardiology — 66" Annual Scientific Session
Late-Breaking Clinical Trial
March 18, 2017
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e NEW ENGLAND
JOURNAL of MEDICINE

ORIGINAL ARTICLE

Evolocumab and Clinical Outcomes
in Patients with Cardiovascular Disease

Marc S. Sabatine, M.D., M.P.H., Robert P. Giugliano, M.D., Anthony C. Keech, M.D.,
Narimon Honarpour, M.D., Ph.D., Stephen D. Wiviott, M.D., Sabina A. Murphy, M.P.H.,
Julia F. Kuder, M.A., Huei Wang, Ph.D., Thomas Liu, Ph.D., Scott M. Wasserman, M.D.,

Peter S. Sever, Ph.D., F.R.C.P., and Terje R. Pedersen, M.D.,
for the FOURIER Steering Committee and Investigators*

Article available at www.nejm.org
Slides available at www.TIMI.org




