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Aterosklerotik Urak-Damar Xastaliklarinin inkisafinda asagidaki
lipoproteinlardan «kimdir miigassir»?

Yiiksak LDL-xolesterin
Asagi HDL-xolesterin
Yiiksak Trigliseridlar M U(l()SSil'?
Yiiksak Lp(a)
Yuksak TRL

Kimdir
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Sabab-Nsatice alaqasi  Y{jksak LDL-xolesterin
tasdiglonib:

TRL (trigliseridlerle zangin
lipoproteinlar)

Etiologiya — sabablar Lp(a)

Sobab-Natics Asagi HDL-xolesterin
alaqaesi

tosdiglanmayib:

Yuksak TG (trigliseridlar)
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Even below LDL-c target further LDL-c
reduction gives additional CV benefit

A quarter of a century of
treating LDL-C

High is bad
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LAT ilo bagli aparilan tadqgigatlar
gostarir ki, LDL-Xolesterinin har 30
mqg/dL azaldilmasi boyuk isemik

hadisalarin basvermasini 40-50%
azaldir.

1. Cholesterol Treatment Trialists’ (CTT) Collaboration; Baigent, C.; Blackwell, L.; Emberson, J.; Holland, L.E.;
Reith, C.; Bhala, N.; Collins, R. Efficacy and safety of more intensive lowering of LDL cholesterol: A meta-
analysis of data from 170,000 participants in 26 randomised trials. Lancet 2010, 376, 1670—1681. [CrossRef]

2. Silverman, M.G.; Ference, B.A.; Im, K.; Wiviott, S.D.; Giugliano, R.P.; Grundy, S.M.; Braunwald, E.;
Sabatine, M.S. Association Between Lowering LDL-C and Cardiovascular Risk Reduction Among Different
Therapeutic Interventions: A Systematic Review and Meta-Analysis. JAMA 2016, 316, 1289—1297. [CrossRef]
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MACE lowering benefits persist even at very low LDL-C levels

Trial Study No. of pts LDL in LDL in % 4 incCv
population comparator treatment arm events
arm (mg/dL)  (mg/dL)
as Prior Mi/angina 4444 188 m 34
T™T 2" preven 10001 101 ” 2
PROVE IT (TIMI 22)  ACS 4162 95 62 25
JUPITER 1"preven+ 1+ 17802 110 55 4
CRP
IMPROVE IT ACS 18144 7 54 6
FOURIER ASCVD 27564 86 30 15
ODDYSEY ACS 18924 92 40 15
outcomes

Manba: UofL Dept. of Medicine, Dr Dinesh Kalra, 2023
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< i *Young patients (T1DM <35years;

1 T2DM <50 years)with DM duration

v <10 years without otharriskfactors

/ * SCORE2/SCORE2-0OP 210% and <20% ‘

* Markedly elevated single risk fadlors, in particular TC

>8 mmolAL (310 mo/dL) or LDL-C >4 .8 mmolL (190 -
mg/dL) or BP 2180/110 mmHg "
« FH without other major risk factors ‘
» Moderate CKD (eGFR 30-59 mL/min) ‘
» DM wio target organ damage, with DM

duration 210 years or other additional risk factor

ASCVD (dinicalimaging) '
* SCORE2/SCORE2-0P 220% :
» FH with ASCVD or with another |
major nsk factor -
+ Severe CKD (eGFR <30 mL/min) .
« DM & target organ damage: 23 |
major risk factors; or early onsetof .
T1DM of long duration (>20 years) !

MAdcvsvssaprcscscnssscncscscscnnsannnns

recurrentvascular events while taking
~ ' maxmally tolerated statin-based therapy
. !« Patients with polyvascular (8.9 coronary
and penpheral) antenal disease

Very highrisk / ! + Pafients wih ASCVD who experience |

Extreme risk /

*Class lla for individuals in primary prevention with FH at very high risk

CV Risk

https://eas-society.org/publications/guidelines/lipid-lowering-therapy/
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LDL in nature
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Yenidogulmus usaqglarda ham  Total
xolesterin, ham doa LDL-xolesterin
saviyyalari normalda asagi olur.

* Total xolesterin ~70 mq/dL
 LDL xolesterin:

— oglanlarda 23.4 £ 10.4 mqg/dL.
— qizlarda 25.4 + 9.4 mq/dL.
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LDL saviyyasinin an asagi yeri nadir?

1. ganda 25 mq/dl LDL xolesterin saviyyasi badan hiiceyralarini
xolesterinla gidalandirmaq ucun kifayatdir. Bu, eksperimental

tadqiqatlarla tasdiqglanib.
2. ateroskleroz inkisaf etmamis digar mamalilarda plazma LDL-X

saviyyalari imumiyyatle 80 mq/dl-dan azdir;

3. yenidogulmuslarda LDL-X saviyyasi taxminan 30 mqg/dl-dir;

4. insanlar az yagli pahrizla baslandikda plazma LDL-X saviyyasi 50-80
mq/dl arasinda olur.



1993 2004 2017 2018 2019
ATPI ATPII ATP lll Update AACE AACE US Multi-Society ESC/EAS

Figure 1. LDL-C goals evolution across guidelines over time. The timeline illustrates the evolution
of LDL-C targets over time, reporting the recommended LDL-C goal across the different guidelines.
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CENTRAL ILLUSTRATION: Working Mechanisms of Low-Density Lipopro-
tein Cholesterol Lowering Therapies

Citrate + CoA
ApoB100 mRNA l ACL —Bempedoic acid

Mjpomersen-{ l Ar((’l)'l CoA
Locmnp«de JHMGCRI- Sttins

ApoB100 TG Cholesterol

PCSKD MRANA /
: m ”lDl ‘\# @lDL

lb— Inclisiran

LoL HDL

Nurmohamed, N.S. et al. J Am Coll Cardiol. 2021;77(12):1564-75. : :
JACC

2021 American College of Cardiology Foundation Nick S. Nurmohamed et al. J Am Coll Cardiol 2021; 77:1564-1575.
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STATINLOR

e Statinlar LAT-nin asasini taskil edir va birinci secim preparatlardir.

e Lakin, UD xastaliklarinin naticalarinds shamiyyatli yaxsilasmaya baxmayarag, statin alan
pasiyentlarin 40%-da Urok-damar hadisalari bas vermakds davam edir.

e Statinlor pasiyentlarin 15%-ds azala agrilarina sabab olur (an cox rast galinan yan tasirdir).

e Pasiyentlarin cox az gisminda Miopatiya geyds alinir (aksar hallarda miopatiya hallari *nocebo”
effekti ilo bagh olur.

e Statinlar gliikoza homeostazina tasir géstara bilir vo yeni diabet hallarinin inkisafi riskini artirir. Bu,
daha cox rozuvostatin grupunda, daha az atorvastatinla bagh rast galinir.

1. Guedeney, P.; Claessen, B.E.; Kalkman, D.N.; Aquino, M.; Sorrentino, S.; Giustino, G.; Farhan, S.; Vogel, B.; Sartori, S.; Montalescot, G.; et al. Residual Inflammatory Risk in Patients with Low LDL Cholesterol
Levels Undergoing Percutaneous Coronary Intervention. J. Am. Coll. Cardiol. 2019, 73, 2401-2409. [CrossRef] [PubMed]

2. Peikert, A.; Kaier, K.; Merz, J.; Manhart, L.; Schéfer, 1.; Hilgendorf, I.; Hehn, P.; Wolf, D.; Willecke, F.; Sheng, X.; et al. Residual inflammatory risk in coronary heart disease: Incidence of elevated high-sensitive CRP
in a real-world cohort. Clin. Res. Cardiol. 2019, 109, 315-323. [CrossRef]



Table 1.

Established lipid-lowering agents.

Mechanism of

Drug A it Administration Strength Weakness Adverse Reaction
; Muscle toxicity (myalgia,
LDL-C reduction > 50% e
Strong evidence for Lswadh m)trlo;;?lthy, mly e
Statin Inhibition of Oral tablets, once ASCVD risk reduction ersl cEie tg;?gfe o o ly s1s),.
HMG-CoA reductase per day Available as generic Nedchao off ty a_ntﬁarmna'sief evia_tlon
Available in FDC -and ocebo effec with rare risk for liver
olvoill toxicity, risk for
POYP new-onset diabetes
Moderate evidence of
secondary prevention
. Cholesterol Oral tablets, once Modest LDL-C .3
Ezetimib b5 e o ’ Well tolerated : Arthralgia, diarrhea, URTI
2 & absorption inhibitor per day Available as generic reduction 8!
Available in FDC
Humanized Subcutaneous LDL reduction ~60% . DR N
IZ\igocumaall)) monoclonal antibody injection, once Strong evidence for }hlished‘lfgit In]e;i;on sq(teisre?rfﬂtxonb,
OcH against PCSK9 a month ASCVD risk reduction ) RABOPRATYIEIMNS, Intenza
High cost Injection-site reactions,
. . Subcutaneous g1 ¢ . .
Inclisiran siRNA a am‘zt PCK9 injection, once on LDL-C reduction >50% Nlnlicst(l:% artl'{)ralg1 a,.I.JTI, d.JaI:rhea,
rarniths 0 ronchitis, pain in
outcomes extremity, dyspnea
H i . . Flu-like s toms,
Evinacumab monoclué?lengznet(iibody in%tl:gig;?ggg: a -;Sltatms: 47:/; (fcurI{IenI%){/ I‘ﬁg;tcig;t nasopharynglytir:,p dizziness,
against ANGPTL3 month onlyapproved for HoFEH) J rhinorrhea, nausea
Hyperuricemia, gout,
cholelithiasis, URTI, muscle
Well tolerated spasms, back pain,
Bempedoic Acid ACL inhibitor Oral tael;ls;s, e Available in fixed-dose M‘;‘gﬁg{i}gk{ abdominal pain, pain in
P y combination extremity, bronchitis,

anemia, elevated
liver enzymes

Abbreviations: HMG-CoA, 3-hydroxy-3-methylglutaryl coenzyme A; PCSK9, proprotein convertase subtil-
isin/kexin type 9; siRNA, small-interfering ribonucleic acid; mRNA, messenger ribonucleic acid; ANGPTLS3,
angiopoietin-like 3; ACL, adenosine triphosphate citrate lyase; LDL-C, low-density lipoprotein cholesterol;
ASCVD, atherosclerotic cardiovascular disease; FDC, fixed-dose combination; URTI, upper respiratory tract
infections; UTI, urinary tract infections.
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https://eas-society.org/publications/guidelines/lipid-lowering-therapy/
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INNOVATIV YANASMALAR

Lipidlorin menecmentinds bir sira innovativ strategiyalar artiq 1slomdadir.

1. Unikal ATP sitrat liaz inhibitoru olan Bempedoik tursusu xolesterol sintezino perspektivli
yeni bir yanagma kimi secilir.

2. LDLR aktivliyins tosiri ilo taninan PCSK91 vo lipid metabolizmins tosir edon Angiopoieting
bonzar protein-3 (ANGPTL3) inhibitorlar1 LDL-X azaldilmasinda yeni tifiiglor agir.

3. Ingilabi CRISPR/Cas9 texnologiyasi xolesterin tonzimlonmosindo istirak edon genlori birbasa
hodof alan genetik redakto imkani toklif edir.

4. Xolesterin ester transfer proteini (CETP) inhibitorlart HDL-X vo LDL-X dinamikasina tosir
edorak lipid profilini optimallasdirmag: hodafloyir.

5. LDL-X azaldilmasi ti¢iin peyvondlarin icadi lipidlor menecmentinds yeni - immunoterapevtik
yanasmani toklif edir.



Table 2. Emerging LDL-lowering therapies under development.

Target Strategy Agent Phase LDL Reduction Administration
iniection. h
ASO AZD 8233 " 68% Subcutaneous injection . once a mont
Oral potential
Adnectine LIBOO3 I 250% Subcutaneous injection, once a month
PCSK9 Cyclic peptide MK-0616 Il 60.9% Oral tablets, once per day
Small molecules NYXPCSKO9i I 57% total cholesterol Oral tablets, once per day
Vaccine epitope vaccine ATO4A I 13% Subcutaneous injection, once a year
CRISP-Cas 9 VERVE-101 I 60% For life
ASO AKCEA-ANGPTL3-RX Il 33% Subcutaneous injection, once a month.
ANGPTL3
siRNA ARO-ANG3 I 42% Subcutaneous injection, once a month
CETP CETP inhibition Obicetrapib Il 45% Oral tablets, once per day

Abbreviations: ASO, antisense oligonucleotides; CETP, cholesteryl ester transfer protein; PCSK9, proprotein
convertase subtilisin/kexin type 9; siRNA, small interfering ribonucleic acid.

https://www.mdpi.com/2077-0383/13/5/1251
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Klinik naticalarin yaxsilasmasi:

o HMG-CoA reduktaza inhibitorlar:
Statinlor

Xolesterin absorbsiyanin inhibitoru
(Niemann-Pick C1-banzar 1) NPC1L1:
Ezetimib

PCSK9 inhibitorlari: Evolocumab,
Alirocumab, Inklisiran

o Omeqa-3 Yag tursulari: ikosapent etil
(REDUCE-IT)

o ATP sitrat liaza inhibitoru: Bempedoik
tursusu (CLEAR-OUTCOMES)

o CETP inhibitoru: Anasetrapib (REVEAL)
o Lp(a) inhibitoru: ?Pelakarsen

Anti-lipid dearmanlar
\VE) ©

RKT-in klinik
naticalari o

G Te8le

20-21 Fevral 2026
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Klinik naticalar yaxsilasmayib:

Vs

Niasin (AIM-HIGH? HPS-
2/TRHRIVE)

CETP inhibitorlar:
Torsetrapib, Dalsetrapib,
Evasetrapib

o Fenofibrat (FELD,
™ ACCORD); Pemafibrat
(PROMINENT)
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 yeni nasil CETP (cholesteryl ester transfer protein) inhibitoru, obicetrapib;
« per os PCSK9 inhibitorlari;

« plazmada Lp(a) soviyyesini azaldan preparatlar (antisense oligonucleotides-ASO;
kicik miidaxiloedici RNA-siRNA; yigimin inhibisiyasi);

PCSK9 gen redaktosi;

 Vaksinlar.



CETP (cholesteryl ester transfer
protein) inhibitorlari
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CETP inhibitorlani

e CETP, xolesterol esterlarinin va trigliseridlarin HDL hissaciklarindan LDL va VLDL
arasindaki iki tarafli mibadilasini, hamcinin trigliseridlarin LDL vo VLDL-dan HDL
hissaciklarina 6turidlmasini tanzimlayan bir glikoproteindir.

e CETP catismazliginin insan genetik modeli gdstarmisdir ki, mutasiya
dastyicilarinda CETP aktivliyi yoxdur vo HDL-xolesterolun (HDL-C) saviyyasi ¢ox
yuksakdir.

e Erkan CETP inhibitorlari olan torsetrapib, dalsetrapib va evasetrapib klinik
sinaglarda HDL-X-da shamiyyatli daracada artima (muvafiq olaraq 72%, 30% va
133%) baxmayaraq, torsetrapib asasan gan tazyiginin hadafdan kanar tasiri
sobabindan uUrak-damar hadisalarinin artmasina va dalsetrapib va evasetrapib
sinaqlari isa natica alda edilmadiyindan dayandirilmisdir.
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Anasetrapib.
e CETPi Anasetrapib, REVEAL sinaginda HDL-X-nin artmasi ila deyil, daha cox
apoB tarkibli lipoproteinlarin azalmasi ile Urak-damar hadisalarinda

ohamiyyatli doeracada azalma goéstarmisdir.

e Anasetrapib ilo bagl tadqgigatlar dearmanin adipoz (piy) toxumasinda uzun
muddat toplanmasi sababindan dayandiriimisdir.

e Anasetrapib ilo bagl tadqgigatlar CETP inhibisiyasina maragi takrar artirmisdir.

e Aparilan Mendelian randomiza yanasmasi gostarmisdir ki, statinlar, ezetimibe
va PCSC9 inhibisiyasi ila LDL-X-nin azalmasi sayasinda alda edilon Urak-damar
hadisalarinin azalmasi CETP inhibisiyasi ilo da alda edilir.

e CETPi hamcinin qglikozaya tolerantligi va insulin hassasligini da yaxsilasdirdigi
tcun, CETPi gabulu yeni baslayan diabet riskini azaltmaga imkan verir.
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Obicetrapib - LDL reseptorundan asili olmayan yeni yanasma.

e Obicetrapib tadgigatlari daha irali marhaladadir va bu, son nasil CETP
inhibitorudur.

1-ci va 2-ci faza toadqgiqgatlari gostarib ki, obicetrapib Lp(a) va kicik LDL
hissaciklari do daxil olmaqla buttin apoB tarkibli lipoproteinlari shamiyyatli
daracada azaldir vo HDL, elaca da pre-beta-HDL saviyyalarini yuksaldir.

2-ci faza klinik sinag ROSE2-da obicetrapib monoterapiyada va ya ezetimib ila
kombinasiyada LDL-i muvafiq olaraq 43% vo 63% azaltmis vo HDL-i 142%
artirmisdir.

Obicetrapib 1-3-ci faza klinik sinaglarinda istirak edan minlarle xastads
tohlukasiz va yaxsi dozilan olmusdur.
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Obicetrapib - LDL reseptorundan asili olmayan yeni yanasma.

e Klinik naticalarin 6yranilmasi tadgigatlari: PREVAIL-in malumatlari 2026-ci
ilde tam malum olacaqg, lakin BROOKLIN sinaginin naticalarine gora
heteroziqot ailavi hiperxolesterolemiyasi (HeFH) olan xastalar kimi mualicasi
¢cotin olan populyasiyada LDL-da shamiyyatli daracada azalma (41,5%)
musahida edildi.

Davam edan TANDEM sinaginda HeFH va/va ya aterosklerotik Urak-damar
xastaliyi (ASCVD) va ya ASCVD ilcun coxsayl risk faktorlari olan xastalarda
obicetrapib ve ezetimibin sabit dozali kombinasiyasinin (FDC) effektivliyi va
tahlukasizliyi giymatlandirilacakdir.



PCSK9-nin per os vo inyeksiyali
inhibisiyasi
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PCSK9-nin per os va inyeksiyali inhibisiyasi

MONOKLONAL ANTICISMLOSR.

e PCSK9-nin ailavi hiperxolesterolemiyanin sababi kimi kasfi va LDL reseptorunun deqgradasiyasindaki rolu
LDL-i azaldilmasinda yeni bir dovr acdi.

e PCSK9-ya garsi monoklonal anticismlar, evolokumab va alirokumab ila hadaf LDL-nin alda edilmasi garbda
klinik praktikada yayillmaqgdadir.

e PCSK9-ya garsi monoklonal anticismlar tahlikasizdir, yaxsi dozulandir va LDL-ni 60%-a gadar effektiv
sokilda azaldir.

e iki natica sinagi, FOURIER va ODYSSEY Naticalari, Urak-damar hadisalarinda va dliimda shamiyyatli
daracada azalma nliimayis etdirdi.

siRNA iLD PCSK9 iNHIBIiYASI.

e ilda iki dofa verilan siRNA inklisiran tasdiglandi va klinik praktikaya daxil edildi.

e LDL xolesterin saviyyasini taklikda 50% va digar dermanlarla kombinasiyada daha ¢ox azaltma qgabiliyyatina
malikdir.
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PCSK9-nin per os va inyeksiyali inhibisiyasi

e Statinlara banzar sakilds, bu qrup preparatlar intensiv LAT carcivasinda aterosklerotik diiyiin
yiikiinii azaltmaq va onun reqressiyasina sabab olma qabiliyyatina malikdir.

e Bir cox olkalarda darmanlarin giymati va tayini gaydalari miayyan manealar tératmakdadir
vo PCSK-i istifadasini mahdudlasdirir.

e RNT niimayis skrining texnologiyasi PCSK9-ya monoklonal anticismlara banzar birlasma
potensiali olan makrosiklik peptidlarin kasfina gatirib ¢cixardi.

e inkisaf marhalasinda olan iki oral inhibitor MK-0161 va AZD0780-dir. MK-0161 | va Il faza
sinaglarinda giymatlandirilmisdir. Bu preparatlarin Urak-damar faydalarini tahlil edan
CORALreef Outcomes sinaginin naticalari 2029-cu ilin sonunda aciglanacagq.



Lp(a)-n1 azaltmagq liclin yeni
ELEN L ELE]
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Lp(a)-n1 azaltmagq li¢iin yeni yanasmalar.

e Lp(a) 61 il avval Kare Berqg tarafindan kasf edilmisdir, lakin yalniz son 20 ilda bazi
epidemioloji va genetik tadqgigatlar Lp(a)-nin ASCVD va kalsifik aortal gapaq xastaliyinin
(CAVD) sababi kimi rolunu tasdiglamisdir.

e Lp(a) oksidlasmis fosfolipidlarin (oxPL) asas dasiyicisidir va qaliq UD xastaliklarinin
inkisafinda riski faktoru hesab olunur.

e Bu giinadak lipidlari azaldan darmanlar Lp(a) plazma saviyyasini azaltmaga hic bir ciddi tasir
gostoarmamisdir.

e Hazirda, LDL - apo(a) birlasmasina mane olan ASO, siRNA va kicik molekul asasli preparatlar
inkisaf marhalasindadir.
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Lp(a)-ni1 azaltmagq li¢lin yeni yanasmalar.

Antisense oligonukleotid-ASO.

e Pelacarsen, 1-ci va 2-ci faza tadqigatlarinda Lp(a) plazma saviyyasini 80%-a gadar
azaltdigi nimayis etdirilon N-asetilqalaktozaminla birlasmis oligonukleotiddir va
xastalarin 98%-da Lp(a) plazma saviyyasi <50 mqg/dL azalmisdir.

e UD naticalarini arasdiran Lp(a) Horizon sinagi, Lp(a)-nin baslangic saviyyasi 70 mq/dL
olan xastalarda miokard infarkti (Ml) va ya isemik insult va klinik cahatdan ahamiyyatli

simptomatik periferik arteriya xastaliyi ile bagh naticalari 0yranmak G¢lin hazirlanmisdir.
e Noticalor 2026-ci ilda gozlanilir.
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Kicik mudaxila edan siRNT

e 1-ci marhala sinaglarinin naticalarina gora, Olpasiran va lepodisiran, Lp(a)-ni potensial olarag asagi

salan iki siRNT-dir.
e Olpasiran, Lp(a) >75 mq/dL olan saxslarda Lp(a) saviyyasni 98%-a gadar azaltmisdir. Darman yaxsi

dozulandir va tahlikasizdir.
e Lepodisiran, Lp(a) >30 mq/dL olan saxslarda Lp(a) saviyyasini 97%-a gqadar azaltmis va eyni zamanda

tahlikasiz va yaxsi dozulan olmusdur.
e Lp(a)-nin azaldilmasinin klinik effektivliyini miayyan etmak lc¢lin natica sinaglari davam edir.
e Olpasiran tclin OCEAN tadgiqgatinin naticalarinin 2026-ci ilda gozlanilir; OCEAN, cox yuksak urak-
damar riski olan va Lp(a) 290 mq/dL olan 7000 xastani ahata edir.
e Lepodisiran ACCLAIM-Lp(a) tadgigati: Lp(a) 80 mqg/dL olan va ASCVD va ya HeFH olan yliksak riskli
xastalar da daxil olmagla 12.500 xastani shata edacak.
e Naticalor 2029-cu ilda gozlanilir.
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Yigilmanin inhibisiyasi.

eLp(a), apo(a) kringle 7 va 8 domenlari ila hepatositda apoB100 lizin tursusu
galiglari arasinda geyri-kovalent garsiligli tasirdan sonra yigilir.
eMuvalaplin, kovalent disulfid baginin amala galmasini bloklayaraq Lp(a) amala

galmasina manea toradan kicik bir molekuldur.
e1-ci fazali sinagda muvalaplin, Lp(a) plazma saviyyalarini 65% azaldib, xastalarin

93%-da Lp(a) saviyyasi <50 mqg/dL alda edilib.

eDarman tahlikasiz va gabulu yaxsi doziulandir.
eMuvalaplin digar daha bahali Lp(a)-salici darmanlara etibarli bir alternativ ola

bilar.



PCSK9 gen redaktasi
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PCSK9 gen redaktasi

eDNT tamir mexanizmlarinin oyranilmasi, o cimladan istirak edan fermentlarin
kasfi, gen redaktasi konsepsiyasina yol acd.

¢ CRISPR-CAS9S-un gen redaktasi muayyan bir genin funksiyasini Iagv eda voa ya artira
bilar.

e PCSK9 geni gen redaktasi LAT baximindan maraglidir. Bela ki,

*a) PCSK9 geninda funksiya itkisi mutasiyasi dasiyicilarinda LDL-C saviyyasi cox
asagidir va dogusdan etibaran bu nazaracarpacaq daracada uUrak-damar
xastaliklarinda kaskin azalma ile musayiat olunur;

*b) mAbs anti-PCSK9 preparatlarinin klinik istifadasi trak-damar xastaliklarinda
effektiv azalma ile naticalanib.
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PCSK9 gen redaktasi

e CRISPR-CAS9 gen redakta edilmasi iloa PCSK9 genini hadaf alan sican modelinds plazma
PCSK9-da ~95% azalma va Umumi xolesterin saviyyasinda ~40% azalma musahida edilib.

e Primatlarda gen redakts texnologiyasinin takmillasdirilmasi plazmada PCSK9
saviyyalarinda ~“90% azalma va LDL saviyyalarinda paralel olaraq 60% azalma musahida
edilib.

e PCSK9 gen redaktasinin effektivliyi hazirda heterozigot ailavi hiperkolesterolemiya
xastalarinda sinagdan kecirilir.

e Agir ASCVD olan HeFH xastalari Gizarinda aparilan VERVE-101 sinaginin ilkin naticalori
umidvericidir, ctinki 6 aydan sonra LDL-da 55%-a gadar sabit azalma miusahida edilib.

e Lakin, etik aspektlar, uzunmuddatli tahlikasizlik ve diizgiin hadaf shali grupunun
secilmasi kimi bir cox masals hala ki, cavabsizdir.
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LDL-C Residual Risk Lp(a) Residual Risk
CETPi Oral PCSK9i ASO siRNA
Obicetrapib Pelacarsen Olpasiran

Lepodisiran

I I g
> ™
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PCSK9 gene editing
Oral assembly inhibitor

Muvalaplin

Figure 1 | Future approaches to apoB-containing lipoprotein-related
residual risk. ASCVD: atherosclerotic cardiovascular disease; Eze: ezelimibe;



KARDIOMETABOLIK V® I @ ‘ ’ ‘* al I ’,, e } 20-21 Fevral 2026
NADIR X9STOLIKLOR KONQRESI » Hilton Otel , Baki

DIQQOTINiz UGUN
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