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Studie REVEAL

(Randomized EValuation of the Effects of Anacetrapib through Lipid-modification)

* Otazka: vede zvyseni plazmatické koncentrace cholesterolu v HDL (HDL-C)
pri inhibici transportniho proteinu CETP anacetrapibem ke snizeni vyskytu
cévnich prihod?

* Metodika: 4 leté sledovani, 30 000 nem. s vaskularnim postizenim v riizné
lokalizaci (koronarni, cerebralni i periferni), dvojité zaslepena studie
kontrolovana placebem

* k potlaceni vlivu intervence LDL-C byli zarazeni nemocni s prum.
koncentraci LDL-C 1,6 mmol/I pti lécbé atorvastatinem, plazmatické
koncentrace HDL-C byly v priméru 1,0 mmol/I



Funkce CETP - prenos esteru cholesterolu
z HDL do aterogennich lipidu (LDL,...) ¢i jater

| visual life sciences

CETP - cholesteryl ester transfer protein



Misto pusobeni inhibitoru CETP
(cholesteryl ester transfer protein)
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Misto pusobeni inhibitoru CETP
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Historie inhibitoru CETP

predchozi studie s inhib. CETP zvysovaly
KV riziko (ILLUMINATE s torcetrapibem)
Ci nevedly k poklesu KV prihod
(dal-OUTCOMES s dalcetrapibem ci
ACCELERATE s evacetrapibem)

vsechny inhib. CETP vyznamneé zvysSovaly
koncentraci HDL-C, ale pokles LDL-C byl
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Studie REVEAL - zmeény v lipidogramu:
1) nejvyznamnéjsi pokiles LDL-C
2) posun k méné aterogennim ¢asticim LDL
3) vzestup HDL-C srovnatelny s predchozimi studiemi s CETP-i
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Studie REVEAL - pokles velkych
koronarnich prihod (koron. mortalita, IM,
revaskularizace)
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Studie REVEAL - pokles velkych
aterotrombotickych prihod o *10%

Type of Event

Coronary death
MI

Anacetrapib  Placebo

[Cornnary death or MI

Coronary revascularization

[Major coronary event

Presumed ischemic stroke
Major atherosclerotic event

[Majur vascular event

(N=15225) (N=15,224) Rate Ratio (95% Cl)
no. of patients with event (%)
388 (25) 420 (2.3) 5
669 (4.4) 769 (5.1) o
934(61) 1048 (6.9) | g
1081 (7.1) 1201 (7.9) —
1640 (10.8) 1303 (11.3)] -
485 (32) 489 (3.2) |
1383 (9.1) 1483 (9.7) e
2068 (13.6) 2214 (14.5)| e
UTE! U!E 1.0 1?2
- L
Anacetrapib Placebo

Better Better

0.92 (0.80-1.06)
0.87 (0.78-0.96)
0.89 (0.81-0.97)
0.90 (0.83-0.97)
0.91 (0.85-0.97)
0.99 (0.87-1.12)
0.93 (0.86-1.00)
0.93 (0.88-0.99)

P Value

0.25
0.007
0.008
0.01
0.004
NA
0.052
0.02




Studie REVEAL - ucinnost a bezpecnost

» vyznamny pokles velkych koronarnich prihod 0 9-11%,
efekt az od 3. roku Iécby

» dobra tolerance i bezpecnost:

* mirny, ale signifikantni pokles vyskytu diabetu o0 0,6%
* hranicni, ale signifikantni vzestup STK 0 0,7 mmHg

* malé, ale signifikantni snizeni renalnich funkci o0 0,84%



Studie REVEAL - zavéry

* mirny pokles vyskytu koronarnich a aterotrombotickych
prihod odpovida poklesu LDL-C a snizeni poctu sdLDL

s prihlédnutim k efektu predchozich studii s inhibitory
CETP je nepravdéepodobné, ze se vzestup HDL-C
vyznamne na vysledku podilel

-> je nutné revidovat ,teorii zvyseni HDL-cholesterolu”

-> dolozZeno, Ze dalsi snizeni LDL-C pod 1,6 mmol/l vede
k dalSimu poklesu KV morbidity/mortality



V intervenci LDL-C plati - éim nize, tim lepe

4S - Placebo
®

sek. prevence

@ LIPID - Placebo
® CARE - Placebo
®

e TNT - ATVI0 ®HPS - Placebo PFTM. prevence

® PROVE-IT - PRA WOSCOPS - Placeb®™
AFCAPS - Placebm -

AFCAPS - _/ WOSCOPS - Rx
[ |
REVEAL - plac( ASCOT - Placebo

REVEAL - ANACETRAPIB ® ASCOT - Rx

0
o
S
e
<)
=
N
o
>
X
)
>
k.
0
>
S

0
40 60 80 100 120 140 160 180 200
(1.0) (1.6) (2.1) (2.6) (3.1) (3.6) (4.1) (4.7) (5.2)

dosazena hladina LDL-C mg/dL (mmol/L)

Upraveno podle Rosensen RS. Exp Opin Emerg Drugs 2004;9(2):269-279 a LaRosa JC et al. N Engl J Med 2005;352:1425-1435




Moznosti farmakologicke intervence

HDL-C TG LDL-cholesterol

aterogenni dyslipidemie

inhibice syntézy cholesterolu (inhib. HmG-coa R)

inhibice absorpce cholesterolu (inhib. NP-c1 L1 proteinu)
zvyseni clearence aterogennich LP z plazmy (inhib. pcske)
zvysSeni katabolizmu cholesterolu (presun na ziuéove kys.)

stimulace katabolizmu triglyceridﬁ (aktiv. lipoprot. lipazy)

stimulace syntézy HDL (nektere fibraty)
podani rekomb. analog HDL (apoa milano)



Dekuji za pozornos
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Effects of Anacetrapib in Patients
with Atherosclerotic Vascular Disease

The HPS3/TIMI55-REVEAL Collaborative Group*

ABSTRACT

BACKGROUND

Patients with atherosclerotic vascular disease remain at high risk for cardiovascu-
lar events despite effective statin-based treatment of low-density lipoprotein (LDL)
cholesterol levels. The inhibition of cholesteryl ester transfer protein (CETP) by
anacetrapib reduces LDL cholesterol levels and increases high-density lipoprotein
(HDL) cholesterol levels. However, trials of other CETP inhibitors have shown
neutral or adverse effects on cardiovascular outcomes.

METHODS
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Lipoproteiny - kolobéh v organizmu

aterogenni nizkodenzitni lipoprotein LDL




Lipoproteiny - kolobéh v organizmu

anti-aterogenni vysokodenzitni lipoprotein HDL




Lipoproteiny - aterogeneze
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Lipoproteiny - moznosti
terapeutického zasahu

snizeni syntézy
cholesterolu (statiny)




Lipoproteiny - moznosti
terapeutického zasahu

snizeni absorpce cholesterolu |
(dieta, ezetimib)




Lipoproteiny - moznosti

zvyseni konverze
cholesterolu na zlucové

kyseliny (pryskyrice)
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Lipoproteiny - moznosti
terapeutického zasahu
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: CEJTP (cholesteryl-ester transport polypeptid)

€D ... D ——
3 L]
0.‘ -

zpomaleni presunu
cholesterolu z HDL
(inhibitory CETP)



