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Ciel

Hypolipidemicka liecba v sekundarnej prevencii iCMP

Preco?
- Aterogeneza
- U¢innost a bezpe¢nost v RCT

Komu?
Kedy?
Ako dlho?




Vztah dyslipidemie a hypercholesterolemie k

aterogeneze
Aterogénny vplyv maju:

» Vzostup LDL-C —zmena struktury ucinkom reaktivnych foriem O2-vychytavanie
monocytmi-adhezivita monocytov na endotel-vstup makrofagov pod endotel- vznik
penovych buniek a trombov

- Vzostup LDL3-C — oxidacia-vychytavanie scavangerovymi receptormi makrofagov a
endotelu ciev

- Pokles HDL-C — protektivny vplyv suvisi s odstranovanim cholesterolu z povrchu buniek a v
transporte TAG

- Narast koncentracie Lp(a) — nerozpoznavanie LDL receptormi, zasahuje do fibrinolyzy s
prevahou k trombogenezie

- Vzostup apoproteinu B1oo a pokles apoproteinu Al

Holecek M. Karolinum 2016



LDL je v pricinnom vztahu k ateroskleroze

Nespornu zavislost medzi hladinou LDL-C a vyskytom

T kardiovaskularnych ochoreni preukazali viaceré studie, ktore
taktiez preukazali zavislost hypercholesterolémie na prijme

na S)'/te n)'/ch iivoé'l'énych tu kOV Mendelian randomization studies

median follow-up: 52 years
(N =194,427)
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prospective cohort studies
median follow-up: 12 years
(N = 403,501)
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Ference BA et al., Eur Heart J. 2017;38(32):2459-2472



25 rokov liecby LDL-C

"I Scanpiavian
SIMVASTATIN
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Vysoky LDL-C je zly

(WODYSSEY Priemerny LDL-C nie je dobry

OUTCOMES

IMPROVEIT
,‘, Este nizdi LDL-C je edte lepsi

1994  1996-2002 2004-2005 2015 2017




Trend zmeny cielovej hodnoty LDL-C v sekundarnej
prevencii ICMP v guidelines (1988-2019)

1988 1993 2001 2004 2006 2006 2008 2011 2011 2013 2016 2017 2018 2019
ATPI ATPII ATP Il lf\TP;t'L ASA/AHA  AHA/ACC ASA/AHA ASA/AHA ESC/EAS ACC/AHA ESC/EAS ACCE  ACC/AHA  ESC/EAS
Risk group [11] [16] [17] F[,18] [12] [19] 8] [20] [21] [13] [22] [14] [15] (23]

Ver ) <70mg/dL | <70 mg/dL <70 mg/dL <70 mg/dL
: y <70mg/dL | <70 mg/dL” | <70 mg/dL |<70 mg/dL" or or or <70 mg/dL | <70 mg/dL or
high risk 50% 50% 50% 50%

A 55 mg/dL
E'xtrer_ne 1.81 <55 mg/dL’ and
high risk ’ <55 me/dL

g
mmol/l
High-
mmol/l

Seo WK et al., Precision and Future Medicine. 2020;4(1):9-20



Cielena liecba zamerana na LDL-C redukuje riziko
velkych CV udalosti

.- Riziko velkych CV udalosti dosiahnutim hladiny LDL-C
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mmol/L > 4,52 3.88 - 4.52 3.23 - 3.88 2.58-3.23 1.94-2.58 1.29 -1.94

Boekholdt et al., JACC 2014; 64: 485-494



Cielena liecba zamerana na vyrazne znizenie LDL-C
redukuje riziko dalsich CV udalosti — FOURIER trial

Outcome po 4 tyzdnoch
HR: 0,69 m>2.6 MM
(95%Cl: 0.49-0.79) W <0.26 MM (<10 mg/dL)
P=0.03

R
e

R
N

HR: 0,59
(95%Cl: 0.37-0.92)
P=0.02

[y
o

(o)

Incidence (%)

CV death, MI, stroke, UA, coron. Revasc CV death, MI, stroke

Giuliano RP et al., Lancet.2017;390(10106):1962-1971



Efficacy and safety of statin therapy in older people:
a meta-analysis of individual participant data from
28 randomised controlled trials

Cholesterol Treatment Trialists’ Collaboration*

Summary
Background Statin therapy has been shown to reduce major vascular events and vascular mortality in a wide range of  Lancet 2019;393: 407-15
individuals, but there is uncertainty about its efficacy and safety among older people. We undertook a meta-analysis  see comment page 379

of data from all large statin trials to compare the effects of statin therapy at different ages.

*Members are listed at the end
of the Article

Control or
less intensive

Statin or
maore intensive

RR (Cl) per
1 mmol/L
reduction
inLDL
cholesterol

=55 years

=55 to =60 years
=60 to =65 years
=65 to =70 years
=70 to 75 years
=75 years

Total

2217 (2-7%)
1741 (2-6%)
2238 (2-8%)
2263 (3-0%)
1993 (3-8%)
1051 {4-5%)

11503 (3-0%)

Trend test y3=3.56 (p=0-06)
- 99% 0 <> 95%

Cholesterol Treatment Trialists Collaboration, Lancet 2019, 393:407-415

2778 (3-4%)
2107 (3-2%)
2723 (3-5%)
2867 (3-9%)
2339 (4-5%)
1153 (5-0%)
13967 (3-7%)

0.75(0-70-0-81)
0-80 (0-74-0-87)
0-80(0-74-0-86)
076 (0-71-0-82)
0-81(0.74-0-88)
0-87 (0-77-0-99)
0-79 (0-77-0-81)




Po udalosti je odporucané iniciovania liecby v nemocnici

EUROASPIRE IV data ukazuju, ze vacsina pacientov s ochorenim koronarnych ciev
nedodrzuje stanovenu standardnu sekundarnu prevenciu dla guidelines

Danska observacna studia (>goo0 pacientov s akutnym koronarnym syndromom v obdobi
rokov 2006 a 2014): optimalna medicinska terapia (OMT): aspirin, P2Y12 inhibitors, statin,
beta-blokator a ACEi/ARB

All-cause mortality in survivors of the OMT vs. no-OMT

index hospitalization Neupravené HR: 0.35, 95%Cl: 0.28-0.44

m No OMT atdischarge Upravené HR: 0.66, 95%Cl: 0.46-0.93
B OMT at discharge

(upravene na vek, pohlavie dg. STEMI,
predhospitaliza¢nu medikaciu, DM,
hypertenziu, predchadzajuci IM, CMP,

[e0)

)

mortality rates (%)
o)

eGFR <60 mL/min/1.73 m?, PCl pocas
hospitalizacie, oralne antikoagulancia pri
prepusteni)

Crude Kaplan-Meier 1-year
N

(@]

Kotseva K et al., Eur J Prev Cardiol. 2016;23(6):636-48, Hoedemaker NPG et al., Eur Heart J Cardiovasc Pharmacother. 2018;4(2):102-110



Statinova liecba v akutnej faze ICMP
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Systematic Review

Statins in Acute Ischemic Stroke: A Systematic

Review

Keun-Sik Hong,’ Ji Sung Lee"
‘Department of Neurology, Inje University Ilsan Paik Hospital, Goyang, Korea
"Clinical Research Center, Asan Medical Center, Seoul, Korea

Background and Purpose Statins have pleiotropic effects of potential neuroprotection.
However, because of lack of large randomized clinical trials, current guidelines do not pro-
vide specific recommendations on statin initiation in acute ischemic stroke (AIS). The cur-
rent study aims to systematically review the statin effect in AIS.

Methods From literature review, we identified articles exploring prestroke and immediate
post-stroke statin effect on imaging surrogate markers, initial stroke severity, functional
outcome, and short-term mortality in human AIS. We summarized descriptive overview. In
addition, for subjects with available data from publications, we conducted meta-analysis to
provide pooled estimates.

Results In total, we identified 70 relevant articles including 6 meta-analyses. Surrogate im-
aging marker studies suggested that statin might enhance collaterals and reperfusion. Our
updated meta-analysis indicated that prestroke statin use was associated with milder initial
stroke severity (odds ratio [OR] [95% confidence intervall, 1.24 [1.05-1.48]; P=0.013), good
functional outcome (1.50 [1.29-1.75]; P<0.001), and lower mortality (0.42 [0.21-0.82];
P=0.0108). In-hospital statin use was associated with good functional outcome (1.31 [1.12-
1.53]; P=0.001), and lower mortality (0.41 [0.29-0.58]; P<0.001). In contrast, statin with-
drawal was associated with poor functional outcome (1.83 [1.01-3.30]; P=0.045). In pa-
tients treated with thrombolysis, statin was associated with good functional outcome (1.44
[1.10-1.89]; P=0.001), despite an increased risk of symptomatic hemorrhagic transforma-
tlon (1 63 [1.04-2.56]; P=0.

ings were mostly driven by observational studies at risk of bias, and thertby large random-
ized clinical trials would provide confirmatorv evidence.
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Randomized Controlled Trial of Early Versus Delayed
Statin Therapy in Patients With Acute Ischemic Stroke

ASSORT Trial (Administration of Statin on Acute
Ischemic Stroke Patient)

Shinichi Yoshimura, MD, PhD; Kazutaka Uchida, MD; Takashi Daimon, PhD;
Ryuzo Takashima, BA; Kazuhiro Kimura, PhD; Takeshi Morimoto, MD, PhD, MPH;
on behalf of ASSORT Trial Investigator®

Background and Purpose—Several studies suggested that statins during hospitalization were associated with better
disability outcomes in patients with acute ischemic stroke, but only 1 small randomized trial is available.

Methods—We conducted a multicenter, open-label, randomized controlled trial in patients with acute ischemic strokes in 11
hospitals in Japan. Patients with acute ischemic stroke and dyslipidemia randomly received statins within 24 hours after
admission in the early group or on the seventh day in the delayed group, in a 1:1 ratio. Statins were administered for 12
weeks. The primary outcome was patient disability assessed by modified Rankin Scale at 90 days.

Results—A total of 257 patients were randomized and analyzed (early 131, delayed 126). At 90 days, modified Rankin Scale
score distribution did not differ between groups (P=0.68), and the adjusted common odds ratio of the early statin group
was .84 (95% confidence mterval 0 53-1.3; P—O 46) compared wuh the deldyed stdtm group. There were 3 deaths at 90
days (2 in the earl elaye % oke recurred in 9 patients (6.9%)

Conclusions—Our randomized trial mvolvmg patients with acute ischemic stroke and dysllpldemla did not show any
eupenonly of early statin (hcrapy wnhm 24 hours of admmmn compared with delayed statin therapy 7 days after

Clinical Trial Registrafion— O Rt reeeet
(Stroke. 2017:48:3057-3063. DOI: 10. ll6l/STROKEAHA ll7 017623)

Nie je dovod odkladat zahajenie vysokodavkovej statinovej

Hong KS, Lee JS. J Stroke 2015;17:282-301., Yoshimura S et, Stroke 2017;48:3057-63

liecby v akUtnej faze iCMP




Ako dlho: median follow up RCT

SPARCL: atorvastatin 8omg vs placebo

Primarny end point: stroke. Median Follow up: 4,9 rokov

HR: 0,78 (95%Cl: 0,66-0,94)

IMPROVE-IT: ezetimibe 10mg + simvastatin 40mg vs. Simvastatin 4omg, po akUtnom koronarnom syndréme

Primarny endpoint: CV smrt, M, nestabilna angina pectoris vyzadujucich hospitalizaciu, koronarna
revaskularizacia, stroke. Median follow-up: 6 rokov

HR: o, 79 (95%Cl: 0.67-0.94), P=0.016
FOURIER: evolocumab vs. placebo, plus statin terapia po akutnom koronarnom syndréme

Primarny endpoint: CV smrt, Ml, stroke, hospitalizacia pre nestabilnu angina pectoris, alebo koronarna
revaskularizacia. Median follow-up: 2.2 rokov

HR: 0.75 (95%Cl: 0.62-0.92), P<0.001

ODYSSEY OUTCOMES: alirocumab vs placebo, na vysoko davkovej statinovej terapii po akitnom koronarnom sy.

Primarny endpoint: smrt u srdcového ochorenia, nefatalny Ml, fatalny alebo nefatalny stroke nestabilna AP.
Median follow-up: 2.8 rokov

HR: 0.73 (95%Cl: 0.57-0.93), P<0.001

Cannon CP et al., N Engl J Med. 2015;372(25):2387-97, Sabatine MS et al., New Engl J Med 2017;376:1713, Schwartz et al., N Engl J Med. 2018;379(22):2097-2107.



Vplyv adherencie a vysadenia statinov na outcome

Functional outcomes
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7-days 30-days 6-months

-—@==\/\\/ithout statin -=@-=Discontinuation
-@-=Satisfactory adherence --#-Unsatisfactory adherence

Vitturi BK, Gagliardi RJ. Neurol Sci 2021 Jun;42(6):2317-2323



Prerusenim liecby statinmi sa zvysuje riziko CV
udalosti a mortality

Danska Studia: 2.176.361 osoborokov (median folllow up: 4.3 rokov, rozsah: 0-14 rokov)

- Kumulativna incidencia udalosti po 6 mesiacoch po iniciacii statinovej terapie u jedincov
so skorym vysadenim statinov vs. jedincov s kontinualnym uzivanim

Infarkt myo kardu: Cumulative incidence (%)
10 years after statin initiation

Po 10 rokoch: 9.9 vs. 8.0%,

Upravené HR: 1.26 (95%Cl: 1.21-1.30)
Smrt z CV ochoreni: I I I
Ml

Po 10 rokoch: 10.6 vs. 9.5%, CV death

Upl"avené HR 1_18 (95%C| 1_14_1_23) m Discontinuation m Continued use

Nielsen SF and Nordestgaard BG. Eur Heart J. 2016;37(11):908-916



Liecba statinmi je bezpecna

10.000 pacientov lieCenych po dobu 5 rokov standardnym statinovym rezimom
Prevencia:

1000 velkych vaskularnych udalosti (sekundarna prevencia)

5oo velkych vaskularnych udalosti (primarna prevencia)

Sposobi:

5 pripadov myopatie

50-100 novych pripadov DM

5-10 hemoragickych CMP (u jedincov s predchadzajucim iktom)

50-100 pacientov bude mat symptomatické NU ako svalova bolest alebo slabost

Ziaden ddkaz o NU statinov: Kognitivna dysfunkcia, klinicky signifikantné renalne poskodenie, riziko
katarakty, riziko hemoragickej CMP u pacientov bez predchadzajuceho iktu

Mach F et al., Eur Heart J. 2018;39(27):2526-2539, Collins R et al., Lancet. 2016; 388(10059):2532-2561


https://www.ncbi.nlm.nih.gov/pubmed/?term=Eur+Heart+J.+2018;39(27):2526-2539

SAM (Statin Associated Myopathy)

» Riziko u vSetkych statinov (,,class effect,,) a je zavislé na davke

« Riziko je mozné znizit vedomostou o liekovych interakciach (amiodaron,
propafenon, verapamil, makrolidy, azolove antimykotika)

 Neexistuje biochemicky marker, ktory by dg. SAM potvrdil alebo vylucil (CK je
nespecificky, statin vysadzovat len pri elevacii 10x CK), najdolezitejsia sa javi
casova nadvaznost na zahajenie liecby (vyskyt symptomov prvy mesiac liecby a
zlepsenie do 4 tyzdnov po vysadeni) a charakter myalgii

« Po Ustupe symptomov sa snazit o opatovne nasadenie statinu —rechallenge
(pomala titracia, mensia davka) event. alternativna liecba

- Rechallange je mozny az v 92% pripadov




Liecba zamerana na LDL-C redukciu, spomaluje
progresiu pred klinickou manifestaciou

Atherosclerotic
Cardiovascular
Event ) , .
or Trajektoria
o aterosklerotickej
progresie pre rozdielne
CV rizikove faktory a
hypoteticky efekt
hypolipidemickej liecby
2, 4 LDL-C to

8y, 30 mg/dl /,3;,\ 30 mg/dl

Age (years)

No plaque Early plaque ':Vglv'f : Very advanced plaque

Increasing plaque burden

Robinson JG et al., J Am Heart Assoc. 2018 Oct 16;7(20):e009778



Americke vs Europske guidelines

Americkeé guidelines

Europske guidelines

Risk stratifikacia

LieCebna strateégia

Pacienti s poCetnymi ASCVD udalostami
alebo vyhodnoteny ako velmi vysoko
rizikovy
Inicialne maximalna statinova terapia

veduca k znizeniu LDL-C > 50% (Trieda |,
UrovenA)

Ak maximalna statinova liecba vedie k
pretrvavaniu hladiny LDL-C>1,8mmol/I
pridaj ezetimib (Trieda Il). Ak je zvaZovana
liecba PCSKg, pridaj ezetimib k statinom
este pred liecbou PCSKg (Trieda |, Uroven
B)

Ak pri maximalnej hypolipidemickej liecbe
pretrvava LDL-C>1,8mmol/l pridaj PCSKg
(Trieda lia, Uroven A)

Vsetci pacienti s iICMP alebo TIA musia byt
zvazovany ako vysoko rizikovy

Inicialne vysoka davka statinov (Trieda |,
Uroven A)

Prehodnotenie po 4-6 tyzdrioch na
zhodnotenie ¢i doslo k redukcii o > 50% od
inicialnej hodnoty a LDL-C<1,4mmol/l (pri

recidive LDL-C<ammol/l (Trieda |, Uroven
A)

Ak nie zvazit pridanie ezetimibu alebo
eventualne PCSKgq (Trieda |, Uroven B)

Temporeli PL et al., J Clin.Med. 2021, 10, 886




Vysokodavkovy statin — ktory?

Approximate reduction in LDL-C

Statin dose mg/day 5 10 20

Fluvastatin 21%
Pravastatin 24%
Simvastatin

Atorvastatin

Rosuvastatin

Atorvastatin + Ezetimibe 10mg

Low intensity statins will produce an LDL-C reduction of 20-30%
"] Medium intensity statins will produce an LDL-C reduction of 31-40%
[ High intensity statins will produce an LDL-C reduction above 40%
Bl Ssimvastatin 80mg is not recommended due to risk of muscle toxicity

Rani Khatib, Dermot Neely. Updated by NHSE Cholesterol Expert Advisory Group.March 2024.




Z coho vychadzaju odporucania —TST trial

ORIGINAL ARTICLE

A Comparison of Two LDL Cholesterol
Targets after Ischemic Stroke

P. Amarenco, J.S. Kim, J. Labreuche, H. Charles, J. Abtan, Y. Béjot, L. Cabrejo,
~K. Cha, G. Ducrocg, M. Giroud, C. Guidoux, C. Hobeanu, Y.-J. Kim, B. Lapergue
P.C. Lavallée, B.-C. Lee, K.-B. Lee, D. Leys, M.-H. Mahagne, E. Meseguer,

N. Nighoghossian, F. Pico, Y. Samson, |. Sibon, P.G. Steg, S.-M. Sung, v v v ’ .
P.-). Touboul, E. Touzé, O. Varenne, E. Vicaut, N. Yelles, and E. Bruckert, Nezahrnala vseobecne vsetkych paCIEI"ItOV S

for the Treat Stroke to Target Investigators* CM P’ ale len t)”Ch s dokazanou

aterosklerozou
Study Design

Amarenco P et al., N Engl J Med. 2020,382:9



Z coho vychadzaju odporucania — J-STAR trial

EBioMedicine 2 (2015) 1071-1078

Contents lists available at ScienceDirect

EBioMedicine

E | 5[\ ]] R journal homepage: www.ebiomedicine.com

Research Paper

The Japan Statin Treatment Against Recurrent Stroke (J-STARS): A @mm

Multicenter, Randomized, Open-label, Parallel-group Study

Naohisa Hosomi ? YO]l Nagai ®, Tatsuo Kohriyama ¢, TOShlhO Ohtsuki ¢, Shiro Aoki * Tomohxsa Nezu *, Z a h r’-ﬁ a I a p ac i e nt OV S he- k a rd io em b o) I ic ko U

Hirofumi Maruyama *, Norio Sunam| Chlakl Yokota, Kazuo Kltagawa £ Yasuo Terayama Makoto Takag1

Setsuro Ibayashi’, Masakazu Nakamura Hideki Origasa ¥, Masanori Fukushlma Etsuro Mori !, i C M P, pl"i Eom pravas ta t Iln re d U koval riZi kO

Kazuo Minematsu !, Shinichiro Uchlyama ™ Yukito Shinohara ", Takenori Yamaguchl

Masayasu Matsumoto **, for the J-STARS collaborators . ,
CMP len u pacientov s aterosklerozou

vel'kych ciev, ale nie pacientov s
Samatie e lakunarnymi infarktami

Entry 1y 3y 4y 5y(endof

Pravastatin group: study)
C . T\ Pravastatin 10 mg/d V v v V V v
—-j_'.mm-old\ N =400

2. Noncardioembolic stroke EEEEEEEEEEEEEEEEEEN l
(1 month to 3 years)

3. lotal' cholesterol 4.65 -
6.21 mmol/L without use Control group:
of statins No statin V V V V V V
\ ) N =400

Hosomi N et al.EBioMedicine 2015,2:1071-1078.



Z coho vychadzaju odporucania — SPARCL trial

High-dose atorvastatin after stroke or

transient ischemic attack

Amarenco P, Bogousslavsky J, Callahan A 3rd, Goldstein

LB, Hennerici M, Rudolph AE, Sillesen H, Simunovic

L, Szarek M, Welch KM, Zivin JA; Stroke Prevention by

Aggressive Reduction in Cholesterol Levels (SPARCL) Vi&i benefit u pacien tov s

Investigators. ) R .
aterosklerotickou etiologiou iICMP a iCMP

N Engl J Med. 2006,355(6):549-59.

PRIMARY END PONT len okrajovo zahrriala v SPARCL studii
pacientov s ne-aterosklerotickym

All atorvastatin patients
=50% decrease of C-LDL

<50% decrease of C-LDL h -

o5 youre ocnhorenim

=65 years

With CS

Without CS

mall vessel disease™

Q’ge vessel*

TIA*

Hemorrhagic*

Unknown stroke type*

T
0.5 1

Hazard ratio (95% Cl)

Amarenco P et al., N Engl J Med 2006, 355:545-559, HuisaBN, Stemer AB, Zivin JA. Vascular Health 2010



Rozdiel efektu redukcie LDL-C medzi pacientmi s
rozdielnym cerebralnym arterialnym ochorenim

hypolipidemickej liecby hypolipidemickej liecby
Ochorenia malych ciev
Intracerebralna hemoragia
Mikrokrvacanie
Hyperintenzity BH

Lakunarne infarkty

Ochorenie velkych ciev

rtrakranialna ateroskleroza

akranialna ateroskleroza

Kim JS. J Stroke 2021, 23 (2):149-161



Kardioembolicka iCMP a statiny

CHA,DS,-VASc score ‘ »
Age >65, Age >75 ‘ Kazdy komponent CHA2DS2-VASc skore, ktory

Hypertension . reprezentuje tromboembolické riziko AF je si¢asne
Diabetes rizikovy faktor pre ateroskleroticke arterialne
Stroke/TIA | ochorenie, tzn. statiny mézu redukovat
Sex (female) l tromboembolické riziko u pacientov s AF
Congestive Heart Failure J
Vascular Disease

Seo WK et al., Precision and Future Medicine. 2020;4(1):9-20



Kardioembolicka iCMP a statiny

Pleiotropny efekt statinov

4

zvySuje biodostupnost oxidov nitratu
zlepSuje sympatiko-vagalny balans
zlepsuje endotelialnu dysfunkciu
inhibuje zapalovu odpoved
antioxidacné vlastnosti
antitrombotické vlastnosti

antifibrinotickeé efekty

Hadi H. et al., Vascular Health and risk managment 2009,5:533-551

Atrialna fibrilacia na bunkovej urovni
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aktivacia renin-angiotenzinového systému
abnormalny vagalny tonus

upregulacia CD4o expresie

zapalova infiltracia

zvySuje oxidativne poskodenie
upregulacia adhézie trombocytov

zvySuje atrialnu fibrozu




Lakunarna iCMP a statiny

Cinska $tudia analyzovala klinické charakteristiky 1982 pacientov s iCMP (1207 LAA, 566 LI, 173
kardioembolizmus, 36 ESUS)

LAAvs LI: LDL-C (OR 0,774)
LI vs LAA: arteridlna hypertenzia (OR 1,832), WMH (OR 1, 865)

Spanielska $tudia porovnavala RF u 573 pacientov s prvou manifestaciou LI a 122 pacientov s recidivujicou

Recidivujuca vs primo manifestacia LI: Arteriova hypertenzia (81% vs 70%), hyperlipidémia (15% vs 24%)

Japonska studia (JSTAR) randomizovala 1578 pacientov s nekardioembolickou ICMP — pravastatin 1omg/d a
kontrolna skupina

Pravastatin rameno: redukcia recidivy CMP u pacientov s LAA (HR 0,33), ale nie pri inych subtypoch iCMP

Lv P. et al., PLoS One 2016, 11:e0149605, Arboix A. et al., J Neurol Neurosurg Psychiatry 227,78:1392-1394, Hosomi N et al.EBioMedicine 2015,2:1071-1078.



Lakunarna iCMP je heterogénna v zavislosti od lokalizacie lézie
a prezentacie aterosklerézy materskej cievy
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Nah WH et al., Stroke 2010, 41:2822-2827, Tang H et al., J Stroke Cerebrovasc Dis 2020, 29:105198



Realna klinicka prax

Gaps in Guideline-Based Lipid-Lowering Therapy for Secondary Prevention in the United {
States: A Retrospective Cohort Study of 322 153 Patients

Ann Marie Navar =], Ahmed A. Kolkailah, Anand Gupta, Kristin Khalaf Gillard, Marc K. Israel, Yiqing Wang and Eric D. Peterson
Originally published 2 Aug 2023 | https://doi.org/10.1161/CIRCOUTCOMES.122.009787 | Circulation: Cardiovascular Quality and Outcomes. 2023;16:533-543

« multicentricka kohorta 322 153 dospelych v Spojenych statoch s aterosklerotickym kardiovaskularnym ochorenim
(41,2 % zien)

o Zistené: vyznamné medzery v prijimani liecby zaloZzenej na dokazoch o znizovani hladiny lipidov na
sekundarnu prevenciu:

* 39,4 % uzivalo statiny vysokej intenzity a 23,9 % statiny neuzivalo na zaciatku Studie, z ktorych 15,1 % a 14,8 %
zacalo uzivat statin nizkej/strednej, resp. vysokej intenzity v priebehu jedného roka

« Ciel: vyvinut naliehaveé Usilie na podporu pouzivania odporucanej liecby statinmi a inych lieCcebnych
postupov na znizenie hladiny lipidov zalozenych na dokazoch
« Osobitna pozornost by sa mala venovat zlepSeniu pouZzivania liecby znizujucej hladinu lipidov u Zien, starsich
dospelych a 0s6b s ochorenim periférnych tepien a cerebrovaskularnym ochorenim.

Navar AM et al. Circulation 2023



Zaver

° K]?mu vsetci pacienti po iCMP, bez ohladu na etioldgiu (vysledky z RCT, pleitropny
efekt)

- Kedy: zahajenie uz pocas hospitalizacie (AHA/ASA 2018 I1a), ale nebol preukazany
efekt k zahajeniu statinovej liecbe akutne (do 24 hodin) vs odlozene (do 7 dniod
CMP) (studia ASSORT)

 Ako dlho: dlhodoba liecba zlepsuje outcome a znizuje riziko recidivy

« Monitoring:

« efektu liecby: prva kontrola po 3 mesiacoch po nasadeni liecby, pri stabilizovanych
hodnotach kontrola a 6-12 mesiacov

» neziaducich Ucinkov: klinicka kontrola (prejavy myopatie, liekove interakcie),
laboratorna kontrola (pecenove enzymy, svalove enzymy, oblickové funkcie) po 3
mesiacoch a nasledne a 6-12 mesiacov




