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O Cem to dnes bude?

« Kombinacnilécba HLP — LDL (a dalsi)
* ProC kombinace?
« Dva zdroje — dva cile — dv¢ cesty
* Dukazy
* Fixni kombinace
* Jsou néjaké pochyby?
e ,,Take home message*
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Kdyz mluvime o lipidech...

...musime védét i o dalSich RF

protoze prosté dva (a vice)...jsou
prosté vice ®



INTERHEART STUDY

vyznam pocCtu RF
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Rizikovy  koureni diabetes HT DLP 1+2+43 1-4 + obezita  +PS Vsechny
faktor (1) (2) (3) (4) faktory
Risk ratio 2.9 P 1.9 3.3 13.0 42.3 68.5 182.9 333.7
(99% ClI) (2.6-3.2) (2.1-2.7) (1.7-2.1) (2.8-3.8) (10.7- (33.2- (53.0- (132.6- (230.2-
15.8) 54.0) 88.6) 252.2) 483.9)
HT = arterialni hypertenze ~DLP = dyslipidémie ~ Cl = confidence interval PS = psychosocialni faktory

Yusuf S, et al. Lancet 2004;364:937-52



Interakce rizikovych
faktoru

Hypertenze Cholesterol
STK 150 mm Hg 6,7 mmol/l (proti 4,8
(o] o] I 2{0)
x1.7

Genest J et al, eds. Hypertension: Physiopathology and Treatment. McGraw Hill, Inc; 1977:888



... DM jako ekvivalent ICHS ??7??

DM, 1-2 DM, 34 DM, 5-6 D, 7-9
risk factors risk factors risk factors risk factors

No Prev CHD

Howard BV, Best LG, Galloway JM et al. Coronary heart disease risk equivalence in diabetes depends on concomitant risk
factors. Diabetes Care 2006; 29:391-397 *




Kdyz mluvime o lipidech

Musime védét ze mluvime o

...0 kardiovaskularnim riziku nasich
pacientu



Women Men SCORE

[Non-smoker| [ Smoker | Age [Non-smoker| [ Smoker Il 15% and over 2%

f

Bl 10%-14% 1%

13 15 17 19 14 16 19 22 %
5%-0% 1%
1012 1 11215 % B 5%-9% <%

"B

3%-4%

10-year risk of fatal CVD in

1 13 15 18 21 24 28 populations at High CVD risk
10 12 " 17 20

10 12 14

12 13 16 19 2

1113 1% The risk of this 40 year
old male smoker with

risk factors is the same
(3%) as that of a 60 year
old man with ideal risk
factor levels—therefore

{ his risk age is 60 years.

Systolic blood pressure

© ESC 2016

Cholesterol (mmol/L)

European Heart Journal 2016. 37: 2315-238
www.escardio.org/guidelinesl




7 mmol/l neni vzdy stejnych 7 mmol/I

=+ Men, smoking,
SBP = 160 mmHg

Men, non-smoking,
SBP = 120 mmHg

1
!

Women, smoking,
SBP = 160 mmHg

Women, non-smoking,
SBP = 120 mmHg
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Cholesterol (mmol/L)

European guidelines on cardiovascular disease prevention in clinical practice. European Heart Journal 2012 *



Zameéreno na cholesterol



LDL cholesterol stale primarni cil
léCby
W

LDL-C is recommended as the primary target for treatment.

TC should be considered as a treatment target if other analyses are not
available.
Non-HDL-C should be considered as a secondary treatment target. m

ApoB should be considered as a secondary treatment target, when
available.

HDL-C is not recommended as a target for treatment.

The ratios apoB/apoAl and non-HDL-C/HDL-C are not recommended as
targets for treatment.

European Heart Journal 2016 — doi:10.1093/eurheart/ehv272



Cilové hodnoty LDL-C

Smoking No exposure to tobacco in any form.

Diet Healthy diet low in saturated fat with a focus on whole grain products, vegetables,
fruit and fish.

Physical activity | 2.5-5 h moderately vigorous physical activity per week or 30-60 min most days.

Body weight BMI 20-25 kg/m?2, waist circumference <94 cm (men) and <80 cm (women).

Blodd pressure

Lipid LDL-C is Very high-risk: LDL-C <1.8 mmol/L (70 mg/dL) or aeduction of at least
the primary 50% if the baseline is between 1.8 and 3.5 mmol/L (70 and\l35 mg/dL).

LR High-risk: LDL-C <2.6 mmol/L (100 mg/dL) or a reductipn of at least 50% if
the baseline is between 2.6 and 5.2 mmol/L (100 and 200 pAg/dL).

w to moderate risk: LDL-C <3 mmol/L (115 mg/d

Non-HDL-C seco .4 and 3.8 mmol/L (100, 130 and
145 mg/dL) for very high-, high- and moderate risk subjects, respectively.

HDL-C: no target, but >1.0 mmol/L (40 mg/dL) in men and >1.2 mmol/L
(48 mg/dL) in women indicates lower risk.

TG: no target but <1.7 mmol/L (150 mg/dL) indicates lower risk and higher levels
indicate a need to look for other risk factors.

Diabetes HbAlc: <7% (<8.6 mmol/L).

European Heart Journal 2016 — doi:10.1093/eurheart/ehv272




Jak nizko je dost nizko?
p——— 2 g




Event rate (%)

Cim niZe tim lépe — redukce KVO

30

10

4S - Pl
Sekundarni prevence
Rx — terapie statinem
Pl - placebo
Pra — pravastatin
Atv - atorvastatin 4S - Rx
LIPID - PI
LIPID - Rx CARE - Pl
CARE-Rx .~
HPS-Rx _ -~ HPS - Pl
TNT - Atv80 FROMET - A WOSCOPS—PI =
PROVE-IT - Atv AFCAPS - P O -
AFCAPS - Rx - WOSCOPS - Rx
W ASCOT-PI
M ASCOT - Rx
40 60 30 100 120 140 160 180 200

) ) (2.1) (2.6) (3.1) (3.6) (4.1) (4.7) (5-2)

LDL-C mg/dL (mmol/L) Rosenson RS. Exp Opin Emerg Drugs 2004;9(2):269-279,
LaRosa JC et al. N Enal J Med 2005:352:1425-1435.
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Zmény v PAV (Percent Atheroma Volume %)
|
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Cim nize — tim lépe

REVERSAL
Atorvastatin 80 mg

L4

REVERSAL

- Pravastatin 40 mg

ASTEROID
Rosuvastatin 40 mg

® SATURN Atorvastatin 80 mg

Glagov SATURN Rosuvastatin 40 mg
Evolokumab

Regrese

1.0 15 2.0 25
Dosazena hodnota LDL-C (mmol/L)

3.0

Upraveno dle Puri R et al. Eur Heart J. 2013;34:1818-1825. Nicholls J et al. JAMA 2016; 316 (22):2373-2384

*



primitivni lovci
NOVOroZenec

primati

domestikovana zvirata

1.3-1.9 mmol/I

0.8-1.8 mmol/l
1.0-2.1 mmol/I

>21 mmol/l




Jak nizko je dost nizko? A jak se
tam dostat?




Farmakologicka léCba
hypercholesterolémie

Prescribe statin up to the highest recommended dose or highest

tolerable dose to reach the goal. 1 _Statin

In the case of statin intolerance, ezetimibe or bile acid sequestrants,
or these combined, should be considered.

If the goal is not reached, statin combination with a cholesterol L.
absorption inhibitor should be considered. 2 Ezetlmlb
If the goal is not reached, statin combination with a bile acid
sequestrant may be considered.

In patients at very high-risk, with persistent high LDL-C despite
treatment with maximal tolerated statin dose, in combination with

3. Pryskyrice

ezetimibe or in patients with statin intolerance, a PCSK9 inhibitor mz

be considered. 4. PCSK9i

European Heart Journal 2016 — doi:10.1093/eurheart/ehv272 *



Statiny

1976 mevastatin — lovastatin
1994 45

nova generace statini
(atorvastatin, rosuvastatin)
ucinnost a bezpeCnost prokazana
obrovskym mnoZzstvim studii
(2012, metaanalyza 27 studii
170 000 pac)

boure okolo nezadoucich ucinku (?)

Akira Endo, Ph.D.



Scandinavian Simvastatin Survival
Study (4S)

. preziti
4444 pacientl s ICHS 1.00
TC 5.5-8 mmol/l, na dieté
0.95 -

cil terapie TC 3-5.2 mmol/I

simvastatin 20 mg/den, titrace k g9 -
davce 40 mg//den (37%)

| LDL-C 38% 0.85 -
| KV prihod o 34%
| celkové mortality o 30%

26 p=0.0003

NN

7
0.00

0 1 2 3 4 5 6

Doba od randomizace
Scandinavian Simvastatin Survival Study Group. Lancet 1994;344: 1383-13809.



Vliv snizeni LDL-C na cévni prihody
podle CTT meta-analyzy

Kazdeé snizeni LDL-c o 1 mmol/l znamena...

VSECHNY CEVNI PRIHODY

KORONARNI PRIHODY

CMP (VSECHNY)

CMP ISCHEMICKE

UMRTI NA KVO

CTT Collaboration. Lancet 2010; 376: 1670-1681



Prihlasit se | Seznam
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Hlavni stranka » Zena » Zdravi Podrubriky: Vztahy a sex Zdravi Styl Déti

Statiny, 1éky snizujici cholesterol, mohou tlumit fyzickou
aktivitu

Statiny neboli 1éky na snizovani cholesterolu zaéinaji byt jedny z nejcastéji predepisovanych 1ékii zapadniho
svéta. V budoucnu by dle nékterych studii mohly byt predepisovany vsem lidem starsim 40 let, aby se predeslo
vzniku kardiovaskularnich onemocnéni. Bohuzel 1 tyto 1éky maji celou radu vedlejsich u€inkl (napf. snizovani
fyzické aktivity), néktefi védci pred jejich pravidelnym uzivanim dokonce varuji.




ASCOT - vyskyt NU po odslepeni

A

Hazard ratio (95% Cl)

Muscle related

Definite

Definite or probable

Definite, probable, or possible
Erectile dysfunction

Definite

Definite or probable

Definite, probable, or possible
Sleep disturbance

Definite

Definite or probable

Definite, probable, or possible
Cognitive impairment

Definite

Definite or probable

Definite, probable, or possible

B

114 (0.90-1.44); p=0.27
1.03 (0-88-1.21); p=072
1.02(0-93-1.11); p=0-69

0.86 (0. 73-1.02); p=0.09
0-88 (0.75-1.04); p=0-13
0-87 (0.74-1.02); p=0-09

0.65(0-49-0.86); p=0.002
0.69 (0.556-0.85); p=0.0005
0-73 (0-60-0-8G); p=0.002

1.07 (0.57-2.03); p=0.83

0.04 (0.57-1.54); p=081
079 (0-53-1.18); p=0-25

Hazard ratio (95% Cl)

Muscle related

Definite

Definite or probable

Definite, probable, or possible
Erectile dysfunction

Definite

Definite or probable

Definite, probable, or possible
Sleep disturbance

Definite

Definite or probable

Definite, probable, or possible
Cognitive impairment

Definite

Definite or probable

Definite, probable, or possible

Fawvours atorvastatin

Favours placebo

127 (0-93-1.74); p=0-13
1.41 (1.10-1 79); p=0.006
117 (102-135); p=0.03

0.89 (0-66-1.21); p=0-45
0-89 (0-66-1.20); p=0-44
088 (0.66-1.18); p=039

093 (0.:63-1.38); p=073
0.87 (0.63-1.20); p=0-40
088 (0-65-1.21); p=0-44

0.55(0.28-1.08); p=0.08
0-59 (0:34-1.02); p=0-06
063 (040-0.99); p=0.05

Gupta Aetal. Lancet 2017; 389 (10089) :2473-2481

*
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Lék na cholesterol spousti cukrovku

Statiny, 1éky, které maji sniZit riziko srde¢nich nemoci, maji nezadouci a znac¢né rizikovy vedlejsi ti¢inek —
zvysuji nebezpeci propuknuti cukrovky. Ti, kdo uzivaji statiny na sniZeni hladiny cholesterolu, ¢eli témer
o polovinu vys$simu riziku vzniku cukrovky 2. typu, jak podle listu The Daily Telegraph ukazala finska studie.




Diabetogeni ucinky statinu
NNtH 250
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<5.55 mmol/L  5.55-5.82 mmol/L 5-83-6-10 mmol/L 6-11-6-37 mmol/L 6-38-6-65 mmol/L 6-66-6-98 mmol/L
(<100 mg/dL)  (100-104 mg/dL) (105-109 mg/dL) (110-114 mg/dL) (115-119 mg/dL) (120-125 mg/dL)

Fasting alucose

Ridker PM et al. Cardiovascular benefits and diabetes risks of statin therapy in primary prevention: an analysis from the JUPITER trial. Lancet
2012. 380(9841):565-71




Metaanalyza 18 686 diabetiku
léCenych statiny

% reduction per LDL-c decrease of 1 mmol/L

Any
CHD event Revascul. Stroke vascular CHD death Any death

I |
7 21 21 7
-25







Cos tim ?
* Cas mluvit s pacientem (nikdo ho nema, vSichni ho
potiebujeme)

* trpélivost (,,patient nema byt je ,,pacient*)

* nazorné pomucky k lepsimu pochopeni
SCORE tabulky £

rozdil stabilni vs.

nestabilni

ateroskleroticky plat



Statin vs control trials: Proportional effects on

MAJOR VASCULAR EVENTS per mmol/L LDL-C reduction

Qutcome

statin

Mo. of events (% per annum)

Control

RR (CI) per mmoliL
LDL-C reduction

Mon-fatal Ml
CHD death
Any major coronary event

CABG

PTCA

Unspecified

Any coronary revascularisation

Ischaemic stroke
Haemaorrhagic stroke

Unknown stroke
Any stroke

Any major vascular event

2310(0.9)
1242 (0.5)
3380 (1.3)

818 (0.3)

801 (0.2)
1686 (0.8)
3103 {1.2)

GBT (0.4)
188 (0.1)
05 (0.2)

1730 (0.7}

7136 (2.8)

3213 (1.2)
1587 (0.6)
4539 [1.7)

1126 (0.4)

775 (0.3)
2185 (0.8)
4066 (1.6)

1225 (0.5)
163 (0.1)
829 {0.2)

2017 {0.8)

8934 (3.6)

0.74 (0.60 - 0.78)
0.80 (0.73 - 0.86)

0.76 (0.73 - 0.79)

0.76 (0.68 - 0.83)
0,78 (060 -0.89)
0.76(0.70-0.83)
0.76 (0.73 - 0.80)

0.80 (0.73 - 0.88)
1.10 (086 - 1.42)
0.88(0.76 - 1.02)
0.85 {0.80 - 0.90)

0.79 {0.77 - 0.81)

- 9o

<[> 95% G 0.5 075 1.25

Statin better Caniral better

CTT Collaboration

Lancet 2010, 476 16/0-81




Effect of statin therapy on MORTALITY

Deaths (% p.a.)

Statind Controlf
more statim  less statin

R (Cl) per 1 mmolil
reduction in LDL-C

Cause-specific
mortal ity

Coronary
{Mhar cardiac
olroke

Uiihar vasgular

Any vascular

Cancer
Respiratory
lrauma

Other non=vascular

Amy nom-vascular

Linkrowwn

Any death

1802 (0.5)
1855 (0.5)
521 (0.1)
420 (0.1)

4798 (1.3)
1834 {0.5)
257 (0.1)

137 (0.0)
a58 (0.2)

3084 (0.8)

488 (0.1)

B3T0 (2.3)

2280 (0.8)
2121 (0.6)
533 (0.1)
435 (0.1)

5379 {1.5)

1849 (0.5)
281(0.1)
138 (0.0)

BO2 (0.2)

3160 {0.9)

548 (0.1)

G087 (2.5)

0,80 (0.74 - 0.87)
0.92 (0.85 - 0.9%)
0.98 (0.83 - 1.15)
0.95 (0.80 - 1.14)

0.88 (0.34 - 0.91)

0,99 (0.91 - 1,09
0.86 (0.70 - 1.06)
0.97 (0.70- 1.34)
0.94 (0.82 - 1.07)

0.96 {0.92 - 1.01)

OBV (074 -1.04)

0.91 (0.88 - 0.93)

| |
0.3 g 1.25 1.3

LDL=C kowering LOL-C lovwerning
betier WS

<> §5%

- &5% or

CTT Collaboration

CTT colaboration. Lancet 2010; 376:1670-81




Kdyz monoterapie nestaci

Metabolicky syndrom,

diabetes mellitus
| //

'(
E

JO-LI hed Sugar Domain

Familiarni
hypercholesterolemie




Kdyz monoterapie nestaci

RS 3
"

Renalni insuficience

Intolerance statinii kompletni /parcialni




Kombinace hypolipidemik

Ezetimib

Fibraty PCSKO-i

Pryskyrice




Kdyz monoterapie nestaci

e abdominalni obezita

* hypertriglyceridémie

 nizky HDL-cholesterol

 porucha metabolismus
glycidu (inzulinova
rezistence)

TV |
ol

Aterogenni dyslipidémie



Maji fibraty v novodobé terapii

dyslipidémii jeSté misto??

Drug treatment should be considergd in high-risk patients Wi
TG >2.3 mmol/L (200 mg/dL).

Statin treatment r§

reducing CVD risk/Ain high-risk individuals with hypertriglyceridaemia.
In high-risk patients with TG >2.3 mmol/L (286-Tg/d

treatment, fenofibrate may be considere'

European Heart Journal 2016 — doi:10.1093/eurheart/ehv272 *




Studie ACCORD

o NNT, =20 NNT, =13

= 4 737 04
SN:V + fen(:)ﬁbrate 1"3- P |6,3 %’

495 % ARR
/76 % ARR

1011 % 101 % 12379

TG <23 T1G=223+ LDL< 2,6 +
a/neboHDL > 09 +HDL =02 +nonHDL = 34

ACCORD Study Group. N EnglJ Med. 2010
Vrablik M. Evropsky konsenzus k otdzkam aterogenni dyslipidemie a kombinacni IéCbé statinem a fibratem.
Kardiol Rev Int Med 2016; 18(1): 61— 66 *




2428 pacientil 1é€enych fenofibratem v.s. 2298 pacientli na placebu

/B Subgroups with Dyslipidemia f A No Atherogenic Dyslipidemia

StudyOdds Ratio (95% CI) StudyOdds Ratio (95% CI) ,

ACCORD —%— J31% ACCORD —_'_‘

FIELD - 3 27% FIELD —.—

BIP - J,39°/0 = _-_

HHS = 3 78% HHS — =

VA-HIT —=— $28% VA-HIT — -

Summary 0.65 (0.54-0.78) ’ ‘350/0 | Summary 0.94 (0.84-1.05) ‘ -60/0

r—r - r1rr 111 1 + 1" ||||||||!Iﬁ
\ 0.16 0.25 0.40 0.63 1.00 1.58 \ 0.16 0.25 0.40 0.63 1.00 1.58

Kritéria aterogenni dyslipidémie TG > 2.30 mmol/l, HDL-C < 0.88 mmol/l

Lécba fibraty redukuje KV riziko u nemocnych s
aterogenni DLP

Bruckert E et al J Cardiovasc PharmacolT 2011. 57:267. Sacks FM et al. N Engl J Med 2010 *



Aterogenni dyslipidémie

e primarnim cilem l¢Cby aterogenni dyslipidémie
je (< 2,6 mmol/l nebo< 1,8
mmol/l podle miry rizika)

e Hodnoty TG (< 1,7 mmol/l) aHDL-c (> 1,0 u
muzui a > 1,2 u Zen jsou je

* Sekundarni cil 1é¢by u diabetiku

Non HDL -C <3,8 mmol/I < 3,3 mmol/I < 2,6 mmol/I




Kombinacni 1é¢ba - ezetimib

Potentni inhibitor intestinalni absorpce cholesterolu OH
OH —~
F /I / ) I N
@) —

\







Dualni inhibice

Exogenni
cholesterol

Endogenni
cholesterol

Shepherd J. Eur Heart J Supplements. 2001:3(suppl E): E2-E5.
Homan R et al. Curr Pharm Design. 1997;3:29-44



Kombinacéni l1éCba statin +
ezetimib

Zdvojnasobeni davky
Statin 10 mg 2 80 statinu vede k poklesu
1 M9 LDL 0 6%

. Kombinacni 1écba vede k
| | | | | | |

% redukce LDL cholesterolu



Ezetimib

ve svetle evidence
based medicine

aneb dat ze studi neni tak malo, jak se
zda



Studie SEAS

A Major Cardiovascular Events

Hazard ratio, 0.96
P=0.59

Percentage of Patients

Placebo ,.i*

Simvastatin plus
ezetimibe

T
3

Years in Study

No. at Risk

Simvastatin plus 906 817
ezetimibe

Placebo 884 791

713

696

B Aortic-Valve Events
504
40
30+

Hazard ratio, 0.97
| P=0.73

Percentage of Patients

Placebo

“ Simvastatin plus

ezetimibe

Years in Study

No. at Risk

Simvastatin plus 914 836
ezetimibe

Placebo 895 814

732

725

635

611

C Ischemic Cardiovascular Events
504

Hazard ratio, 0.78
P=0.02

Percentage of Patients

Placebo .

v

Simvastatin plus
ezetimibe

T
2

Years in Study

No. at Risk

Simvastatin plus 867
ezetimibe

Placebo 838

823 769

788 729

D Death from Any Cause
50

| Hazard ratio, 1.04

Percentage of Patients

o

Simvastatin plus
ezetimibe

" Placebo

ot
-

Years in Study

No. at Risk

Simvastatin plus 930 912
ezetimibe

Placebo 916 890

884

865

855 89

835 94

Rossebg AB et al. Intensive Lipid Lowering with Simvastatin and Ezetimibe in Aortic Stenosis N Engl J Med 2008;359:1343-56. ’k




Studie SEAS

C Ischemic Cardiovascular Events

50
40
KYV prihoda u
20,1% pacientii v
30 placebové vétvi

Placebo

20

-f"

Hazard ratio, 0.78 o

Simvastatin plus
ezetimibe

v
e
=
9
-~
U
Q.
—
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Q
o
S
e
=
(]
v
B
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o.

KYV prihoda u 15,7

% pacientii v

aktivné lécené vétvi
Years in Study

No. at Risk

Simvastatin plus 917 867 823 769

ezetimibe
Placebo 898 838 788 729

Rossebg AB et al. Intensive Lipid Lowering with Simvastatin and Ezetimibe in Aortic Stenosis N Engl J Med 2008;359:1343-56. X



SHARP
velké kardiovaskularni prihody

S Risk ratio 0.83 (0.74 — 0.94)
< p= 0,002
> Placebo, 13,4%
2
2 Eze/simva 11,3%
>
c
ke
S
e
a.
Eze/simva
* st. nevyznamné men¢ IM
* st. nevyznamn¢ mené Years of follow-up

koronarnich tmrti
e st. vyznamné méné¢ CMP
e st. vyznamné méné
revaskularizaci

Baigent C et al. The effects of lowering LDL cholesterol with simvastatin plus ezetimibe in patients with chronic kidney disease (Study
of Heart and Renal Protection): a randomised placebo-controlled trial Lancet 2011; 377: 2181-92 .



PRECISE-1VUS

atorvastatin vs. atorvastatin/ezetimib v regresi koronarni aterosklerézy

Baseline Follow-Up Baseline Follow-Up
PB: 50.2% PB: 44.0% PB: 53.6% PB: 50.7%

.......... LZ Group (ACS) A

Baseline Follow-Up Follow-Up

PB: 49.8% PB: 48.8% PB: 51.1%
WA s
A O -__/ £

.“__ y_'

'"'I S
LZ Group (SAP) ' : L Group (SAP)

Tsuita K et al. Impact of Dual Liipid-Lowering Strategy With Ezetimibe and Atorvastatin on Coronary Plaque Regression in Patients with
Perciitaneoiic Coronaryv Intervention | A Coll Cardiol 2015 66:495-507



PRECISE-1VUS

REVERSAL Priava 40mg @

y = 0.055x - 4.477
r2=0.926

REVERSAL Atorva 80 mg @
P

r
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MEETING COVERAGE

AHA: IMPROVE-IT Proves Ezetimibe Benefit

— Statins are good at reducing cholesterol, but a statin plus ezetimibe is even better.

.




Zmény LDL-C

100 - 1Yr Mean LDL-C TC TG HDL hsCRP
Simva 69.9 145.1 137.1 48.1 3.8
—~ 90 - EZ/Simva 53.2 125.8 120.4 48.7 3.3
o Ain mg/dL -16.7 -19.3 -16.7 +0.6 -0.5
S 80 -
E
Q
| 70 = = =
(=)
-
S 60 - 1,8 mmol/I
@
E I 4'—‘_—_/*——'
50 -~
1,4 mmol/I
40 -

QE R 1 4 8 12 16 24 36 48 60 72 84 96
Time since randomization (months)

Number at risk:
EZ/Simva 8990 8889 8230 7701 7264 6864 6583 6256 5734 5354 4508 3484 2608 1078
Simva 9009 8921 8306 7843 7289 6939 6607 6192 5684 5267 4395 3387 2569 1068



Event Rate (%)

Primarnicil - ITT

KV umrti, IM, nestabilni AP vyzadujici hospitalizaci, koronarni revaskularizace

CMP

40 -

W
o

N
o

10 -

HR 0.936 CI (0.887, 0.988) Simva — 34.79%
0=0.016 2742 p¥ihod

EZ/Simva — 32.7%
2572 prihod

1 2 3 4 5 6 7
Time since randomization (years)



Event Rate (%)

Pri

marni cil : redukce KV prihod

On Treatment

40 -
HR 0.924 CI (0.868, 0.983)
p=0.012 Simva — 32.4%
2079 piihod
30 |
EZ/Simva — 29.8%
20 - 1932 ptihod
10 -
Primarni cil: KV umrti, IM, pfijeti pro NAP, koronarni revaskularizace
nebo CMP
0 ] [] [] [] ] ] 1
0 1 2 3 4 S 6 /

Time since randomization (years)



Individualni KV cile

HR  Simva* EZ/Simva* p-value

Umrti celkem 0.99 15.3 15.4 0.782
CVD 1.00 6.8 6.9 0.997
ICHS 0.96 5.8 5.7 0.499
IM 0.87 14.8 13.1 0.002
CMP 0.86 4.8 4.2 0.052
Isch. CMP 0.79 4.1 3.4 0.008
Kor revask > 30d 0.95 23.4 21.8 0.107
Nestab. AP 1.06 e 2.1 0.618
CVD/IM/CMP 0.90 22.2 20.4 0.003

Ezetimibe/Simva Simva
lepsi lepsi



IMPROVE-IT: Prvni klinicka studie, ktera prokazala
vyznamny klinicky benefit pridani nestatinoveho
hypolipidemika (ezetimib) k terapii statinem

® ANO: snizeni LDL-C pomoci ezetimibu
snizuje riziko KV piihod

® ANO: ¢im nize, tim 1épe
(LDL-C 1,4 vs 1,8 mmol/l po 1 roce)

® ANO: potvrzen bezpeénostni profil ezetimibu



Hlavni prespecifikované podskupiny

Simva’ EZ/Simvaf

Muzi 34.9 33.3
Zeny 34.0 31.0
Vék < 65 let 30.8 29.9
Vék > 65 let 39.9 36.4
Bez DM 30.8 30.2
DM 45.5 40.0
Predchozi LLT 43.4 40.7
Bez predch. LLT 30.0 28.6
LDL-C >2,6 31.2 29.6
mmol/I

LDL-C<2,6 38.4 36.0
mmol/l __ _ _

Ezetimibe/Simva Simva *

lepsi lepsi
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Efekt ezetimibu podle TIMI

Cumulative Incidence of CV death, Ml or Ischemic
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Kde pouzit ezetimib — kombinacl
statin/ezetimib

— ANO
v' primarni 1é¢ebny cil je LDL cholesterol

v' viz vysledky u diabetické populace

— ANO

v’ nutnost dosazeni velmi nizkych hladin LDL cholesterolu,
mozna Intol. vysokych davek statinti



Kde pouzit ezetimib — kombinacl

statin/ezetimib
— ANO

v statiny ¢asto nejsme schopni dosahnout cilovych
hodnot

— ANO

v" dobra tolerance, moznost vyuzit i pii GF <
30ml/min/1,73 m?

— ANO

v v _monoterapii ale nelze oc¢ekavat tak vyrazny
hypolipidemicky efekt



Ezetimib + statin (kterykoliv?)

Inegy® 10 mg/10, 20 mg Zoletorv® 10 mg/20, 40 mg
(MSD)3 (MSD)*

SloZeni Ezetimib 10 mg + simvastatin 10, 20 mg Ezetimib 10 mg + atorvastatin 20, 40 mg

Indikace * Prevence KV piihod * Prevence KV piihod
* Hypercholesterolemie * Hypercholesterolemie
* Homozygotni familiarni * Homozygotni familidrni
hypercholesterolemie? hypercholesterolemie?

Merck Sharp & Dohme Limited. Inegy® Summary of Product Characteristics, 2016
Merck Sharp & Dohme Limited. Atozet® Summary of Product Characteristics, 2017 *



Souhrn

Vyhody kombinacni 1¢Cby
* zvySeni ucinnosti
* soucet uCinku
* komplementarni u€inky
. nizsi davky
* méné nezadoucich uCinku
Nevyhody kombinacni 1éCby
* mén¢ dukazu

* nejsou overeny vSechny davky, mozné combinace



Souhrn
Vyhody fixnich kombinaci

* vSechny vyhody kombinace jako takoveé
* sniZeni pocCtu tablet
lepsi compliance
Nevyhody fixnich kombinaci
* nemoznost presné titrace
* jaka latka zpusobuje n.u. ???

e nevstricné limitace

nutno zacit volnou kombinaci ???



D¢ékujeme za pozornost

Zertoved kolad
Ondvej Hoppner
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