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ESC 2024’de 6zellikle lipit disiriict tedavilerin kombinasyon seklinde verilmesi Gzerinde duruldu. Bu yazida ESC 2024’de
yayinlanan 4 g¢alismayi 6zetledik.

1. Cardiovascular events in patients treated with bempedoic acid vs. placebo: systematic review and meta-analysis
Bempedoik asit, kilavuzlarda énerilen LDL-K hedefine ulasamayan veya statin intoleransi olan hastalar igin umut vadeden
yeni bir LDL-K disUrici ajandir. Glvenlik ve kardiyovaskiler sonuglara iligkin veriler sinirlidir.

Yapilan meta-analiz sonucunda bempedoik asidin, 6limcil olmayan MI oranini azaltti§i, inme ve tim sebeplere bagli 61im
orani Uzerinde 6nemli bir etkisi olmadi§i saptandi.

Experimental Control Odds ratio Odds ratio
Study or Subgroup Events Total Ewvents Total Weight IV, Random, 95% CI IV, Random, 95% CI
Ballantyne et al. 2018 0 181 0 88 Not estimable
Goldberg et al. 2019 14 522 12 257 2.0% 0.56 [0.26, 1.23] ——
Laufs et al. 2019 9 234 0 1M 0.2% 9.39 [0.54, 162.88) —
Ray etal. 2019 68 1487 42 742 7.8% 0.80[0.54, 1.19] -
Lalwani et al. 2019 0 45 0 23 Not estimable
Ballantyne et al. 2020 3 173 3 127 0.5% 0.73[0.14, 3.67] e
Rubino et al. 2021.1 0 28 0 30 Mot estimable
Rubino et al. 2021.2 0 43 0 20 Mot estimable
Bays et al. 2021 0 60 0 119 Not estimable
Nissen et al. 2023 575 6992 663 6978 89.6% 0.85[0.76, 0.96]
Total (95% CI) 9765 8495 100.0% 0.84 [0.76, 0.94]
Total events: 669 720
Heterogeneity: Tau® = 0.00; Chi® = 3.90, df = 4 (P = 0.42); I* = 0% 0.01 0.1 1 10 100
Test for overall effect: Z = -2.99 (P = 0.00) Favors experimental  Favors placebo

2. The upfront lipid-lowering combination therapy of statins and ezetimibe vs statin monotherapy in the reduction of
cardiovascular outcomes. A meta-analysis

Bu meta-analizde kardiyovaskdiler olaylarin azaltiimasinda statinler ve ezetimibe kombinasyonu ile statin monoterapisi
karsilastinimistir. Meta-analiz sonucunda, kombinasyon tedavisinin tim sebeplere bagli 6l10m, stroke ve majér olumsuz
kardiyovaskdler olaylari dnemli lglide azaltti§i ve statin monoterapisine kiyasla LDL-K'da daha fazla azalma sagladigini
goOstermektedir.

Kombinasyon tedavisinin glivenli ve etkili oldugu, ayrica daha az oranda ila¢ erken birakma oranina sahip oldugu saptandi.
Yeni kilavuzlar daha efektif LDL-K disls0 ve kardiyovaskiler olaylari anlamli sekilde daha fazla azaltabilmek yiksek ve ¢ok
yuksek kardiyovaskdler olay riski olan hastalar i¢in baglangigtan itibaren kombinasyon tedavsini daha giglu sekilde
O6nermelidirler.

Comparison: other vs "High-intenstiy statin’

Comparison (Random Effects Model) MD 95%-C1 . Comparison: other vs ‘High-intenstiy statin®
Comparison (Random Effects Model) OR 95%-CI

High-intenstiy statin 0.00

High-intenstiy statin + Ezetimibe L 3 -16.44 [-32.42; -0.48] High-intenstiy sta}m . 1.00
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Figure 6A. Pooled Mean difference (MD) based on different intensity of statins, and combination Figure 6A. Odds ratio for myopathy based on different intensity of stating, and combination therapy.
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Figure 68. Odds ratio for All-cause mortality based on different intensity of stating, and combination Figure 6A. Odds ratio for risk of discontinuation based on different intensity of statins, and
therapy. combination therapy.



3. Efficacy of lipid-lowering therapy beyond statins to prevent cardiovascular events: a meta-analysis

Statin disi lipid dUsiriicu ajanlarla yapilan birgok sonlanim ¢alismasi, hastalarin sagkalimini iyilestirmedigini géstermistir. Bu
calismalarda 6lim oranindaki azalmanin gdsterilememesinin sebebi olarak nispeten kisa bir takip slresi olmasi éne
sirilmektedir. Bu meta-analiz takip sUresinin mortalite Gzerindeki potansiyel etkisini degerlendirmeyi amaglamaktadir.

Meta-analiz sonucunda ezetimib, bempedoid asit veya PCSK-9 inhibitéri ile tedavi kardiyovaskiler olaylarda %12 oraninda
goreceli risk azalmasi ile iligkilendirilmistir. Etki blyUklUkleri miyokard enfarktlsi ve iskemik inme icin daha yiksek
saptanmistir. Buna karsin, yogunlastiriimis lipid diisriict tedavi ile tim nedenlere bagdl mortalite iyilesmemistir.

Takip suresi <2.7 yil ve = 2.7 yil olarak siniflandiriidiginda, her iki grupta da tim nedenlere bagl 6lim oraninda bir iyilesme
g6zlenmedi.

Ezetimibe, bempedoik asit veya PCSK-9 inhibitérleri ile yogunlastirimig LDL diiglirlici tedavinin, statinlere ek olarak
miyokard enfarktlis(i ve felg riskini azalttigi, ancak genel mortaliteyi etkilemedigi gésterilmigtir.

Exparimental Control Waight Weight
Study Events Total Events Total Risk Ratio RR 95%-C1 {common) {random}
CLEAR Harmany BE 1487 47 Taz2 -+ 081 [0.56 1.17] 0.8% 1.5%
CLEAR Outcomes 831 6992 952 6GTH 087 [D.A0; 095  130%  16.3%
CLEAR Serenity g 214 0 Mm “ : 9.03 [0.53; 153.83] 00%  0.0%
CLEAR Wisdom 2 5o H 2T : 075 (044 127 0.4% 0.8%
EWTOPIA 75 B9 1716 133 1605 ~ 0.66 [0.51; 0.86] 18%  3.0%
FOURIER 1344 13784 1563 13780 ; 0.86 [DB0; 0.92] 213%  206%
IMPROVE-IT 2572 9067 2742 SOTT 0.94 [D90; 0SB 373% 275%
ODYSSEY OUTCOMES 1301 9462 1474 9482 ' 0.BE [0.B2 085  201%  206%
SPIRE1 173 8408 173 8409 1 100 [081; 1.23] 24%  4.5%
SPIRE I 179 5312 224 5%09 ~J| 060 [0.66 0.97] 0% 5.1%
Common effect model 56984 55820 i 0.89 [0.87; 0.92]  100.0% .
Randem effects model '4. 0.88 [0.84: 0.92] . 100.0%

Heterogenaity: i¥ =47%. ©° = 0.0016, p = 0.05 | !
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Figure 1: Association of lipid lowering therapy with a combined 5-point MACE (cardiovascular death,

myocardial infarction, stroke, urgent revascularization and hospitalization for unstable angina).

Experimental Contral Waight Walght
Study Events Total Events Tatal Risk Ratio RR  95%=Cl (common) {random)
CLEAR Harmany 13 1487 2 742 T— 324 073 14.34] 0.1% 0,1%
CLEAR Gutcomas 434 6832 420 BETE 103 [0.81: 1.47) 14.5%  16.0%
CLEAR Saranity 0D 234 0D 11 0.0% 0.0%
CLEAR Wisdom B 522 2 257 —r— 148 [0 727] 0.1% 0.1%
EWTOPIA 75 188 1716 173 1895 ' 107 [hEd 1.30] 6.0% T.8%
FOURIER 444 15TEL 426 13TA0 .04 [0210 1.19] aT% 15.8%
HlJ- FROFER 42  po4 6O 857 | OEs [0.47; 1.02] 2.1% 2.2%
HUYGEMES 1] &0 1 a1 034 [D1; B.16] 0.1% 0.0%
IMPRCVE-IT 1245 ST 1231 807T 089 [052 1.06] 424%  35.T%
OOYSSEY LONG TERM B 1530 10 7Taa — 041 [016; 1.03] 0.5% 0.4%:
OOWSSEY OUTCOMES 334 Bag2 392 Bas2 OuBS [Oord; (UB8] 13.5% 13.6%
QRICN=-1 500mg ngle dose 1 83 0D &3 T— 300 012 T2.30] 0.0% 0.0%
ORIGH-1 200mg two doses 1 g2 0 &2 300 [0.12; T2 24) 0.0% 0.0%
ORICN=8 1 41 1 240 e EE— 1.00 [D.06; 15.63] 0.0% 0.0%
ORICH 10 12 ™ 11 774 o 1.08 [0.48] 245 0.4% 0.5%
ORION 11 14 B 15 84 —— 083 045 1.90] 0.5% 0.6%:
Osler 182 4 76 £ 1489 ——1 0,33 [0.09; 1.18] 0.3% 0.2%
FACMAM-ANI 2 147 1 151 1 205 [0.19; 22.41] 0.0% 0.1%
RACING 26 1834 22 1336 e 118 [3.67. 207 0.8% 1.0%
SPIRE | 66 B404 58 B403 + 114 [0.80c 1.63] 2.0¢% 26%
SPIRE N 54 5M2 59 5309 —- 081 [0.63; 1.32] 2.0% 2.3%
Comman effect modal BG5S B3021 | 0.98 [0.94; 1.03] 100.0% :
Random effects modal [ 058 [0.93; 1.04] . 100.0%
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Figure 2: Association of lipid lowering therapy with a all-cause mortality.

Hederogeneity: © = 10%, ¢ = 00000, p = 032

4. Calisma

MI sonrasi hastalarda erken veya ge¢ dénemde statin ve ezetimibe kombinasyonuna baglanmasi veya hi¢ baglanmamasi
(statin monoterapisi) sonrasinda majér advers olaylarin gérilme sikligini karsilastiriidi.
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MI'den sonraki ilk 12 hafta icinde uygulanan erken kombinasyon tedavisi, gecikmis kombinasyon tedavisine veya statin
monoterapisine kiyasla sonuglarda daha iyi iyilesme ile iligkilidir.

MI sonrasi takip, taburculuk sirasinda statin ve ezetimibe kombinasyonunun kullaniimasiyla basitlestirilebilir ve LDL-K
kontrolu iyilestirilebilir.

MACE HR (95% CI)
Statin monotherapy —e— 1.41(1.24-1.65) <*——
Late combination therapy —e— 1.27(1.07-1.48) *————
Early combination therapy (ref) Ref
050 1.00 150 200 250 3.00
HR (95% Cl)
Fatal and non-fatal MI HR (95% Cl)
Statin monotherapy —— 1.24 (0.99-1.61)
Late combination therapy —a-—=i 1.21(1.02-1.56) <*—
Early combination therapy (ref) 'Y Ref
0.50 1.00 150 200 250 3.00
HR (95% ClI)
Cardiovascular death HR (95% CI)
Statin monotherapy F @ I 1.63 (1.05-2.41) 4———

Late combination therapy F i 1.53 (0.90-2.69)

Early combination therapy (ref) [ ] Ref
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