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OBICETRAPIB AS A CHOLESTERYL ESTER TRANSFER PROTEIN INHIBITOR: A CLINICAL

AND PHARMACOLOGICAL REVIEW AND PROSPECTS FOR USE (LITERATURE REVIEW)
Kharkiv National Medical University (Kharkiv, Ukraine)
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Cardiovascular diseases remain the leading cause of mortality worldwide, and dyslipidemia is one of the key
factors in their development. Despite the availability of effective lipid-lowering agents, a substantial proportion of
patients with high and very high cardiovascular risk fail to achieve target low-density lipoprotein (LDL) cholesterol
levels, resulting in the persistence of residual risk. In this context, the search for new pharmacological targets re-
mains relevant. One promising approach is the inhibition of cholesteryl ester transfer protein (CETP), particularly
through the use of obicetrapib, a next-generation selective CETP inhibitor.

The aim of this study was to summarize and critically analyze current experimental and clinical data regarding
the pharmacological properties of obicetrapib, its effects on the lipid profile, efficacy, and safety based on phase II-
Ill trials, as well as to determine its place in contemporary lipid-lowering therapy strategies. A systematic review of
international scientific sources addressing the biological role of CETP, mechanisms of action of its inhibitors, and the
clinical application of obicetrapib was conducted. Methods of analysis, synthesis, and generalization were employed
to assess the drug’s effects on lipid metabolism parameters, as well as its efficacy and safety. In phase II-1ll clinical
trials, obicetrapib demonstrated significant reductions in LDL, apolipoprotein B, and lipoprotein(a), along with an
increase in high-density lipoprotein (HDL) cholesterol. In the BROADWAY and TANDEM studies, the drug was effective
both as monotherapy and in combination with ezetimibe in high-risk patients. The safety profile remained favorable,

with no adverse effects on blood pressure or hormonal parameters.
Thus, obicetrapib may be considered a promising agent for intensive correction of dyslipidemia and reduction of

residual cardiovascular risk.

Key words: obicetrapib, cholesteryl ester transfer protein, dyslipidemia, lipid-lowering therapy, cardiovascular

risk.

Connection of the publication with planned re-
search work.

The work is a fragment of the SRW “Pharmacologi-
cal study of potential drugs containing biologically active
substances of natural origin for the treatment of skin dis-
eases,” state registration number 0124U002658.

Introduction.

Atherosclerotic cardiovascular diseases remain
the leading cause of premature mortality and disabili-
ty worldwide, imposing a substantial medical, social,
and economic burden [1-3]. A key pathogenetic factor
in the development of atherosclerosis is impaired lipid
metabolism, primarily elevated low-density lipoprotein
(LDL) cholesterol, which is directly associated with the
progression of atherosclerotic vascular lesions and the
occurrence of cardiovascular events. Data from epide-
miological and clinical studies convincingly demonstrate
a dose-dependent relationship between plasma LDL
concentration and the risk of myocardial infarction, isch-
emic stroke, and cardiovascular mortality [3-6].

Current international and national clinical guide-
lines for the management of dyslipidemia are focused
on achieving progressively lower LDL target levels, par-
ticularly in patients with very high cardiovascular risk,

including individuals with established atherosclerotic
cardiovascular diseases, diabetes mellitus, and familial
hypercholesterolemia. This approach is based on the
“lower is better” concept, which has been confirmed by
numerous randomized clinical trials and meta-analyses
[3, 4].

At the same time, despite the availability of effective
lipid-lowering therapies, including high-dose statins,
combination therapy with ezetimibe, and the use of pro-
protein convertase subtilisin/kexin type 9 (PCSK9) inhib-
itors, a significant proportion of patients in real-world
clinical practice fail to achieve the recommended LDL
target levels. The reasons for this include individual vari-
ability in therapeutic response, intolerance or limited
adherence to treatment, as well as the persistence of
other atherogenic components of the lipid profile, such
as elevated apolipoprotein B and lipoprotein(a) levels
[7-9].

The presence of so-called residual lipid and cardio-
vascular risk necessitates the search for new pharmaco-
logical targets and therapeutic strategies aimed at the
comprehensive correction of lipid metabolism disorders.
One promising approach is the inhibition of cholesteryl
ester transfer protein (CETP), a key regulator of lipopro-
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tein exchange between anti-atherogenic and atherogen-
ic fractions [10, 11].

In this context, obicetrapib, a next-generation oral
CETP inhibitor, is of particular interest, as it has demon-
strated a significant impact on lipid profile parameters in
phase II-lll clinical trials [12, 13]. An analysis of the phar-
macological properties of obicetrapib and the results of
its clinical application is relevant for determining its po-
tential role in contemporary lipid-lowering therapy.

The aim of the study.

To summarize and critically analyze current experi-
mental and clinical data on the pharmacological proper-
ties of obicetrapib as a selective cholesteryl ester trans-
fer protein (CETP) inhibitor, to assess its effects on lipid
profile parameters, efficacy, and safety based on phase
1I-11 clinical trials, and to determine the potential role of
this agent in contemporary lipid-lowering therapy strat-
egies in patients with high and very high cardiovascular
risk.

Object and research methods.

A narrative review of scientific publications address-
ing the biological role of cholesteryl ester transfer pro-
tein (CETP), the pharmacological properties of CETP in-
hibitors, and the clinical efficacy and safety of obicetrapib
was conducted. The literature search was performed in
the international scientometric databases PubMed, Sco-
pus, and Web of Science covering the period from 2012
to 2025 using the following key words: CETP, cholesteryl
ester transfer protein, CETP inhibitors, obicetrapib, dys-
lipidemia, LDL cholesterol, lipoprotein(a).

The analysis included results of experimental stud-
ies, phase Il-lll randomized clinical trials, systematic re-
views, and meta-analyses published in English. Particu-
lar attention was paid to studies evaluating the effects of
obicetrapib on lipid profile parameters, apolipoprotein
B, lipoprotein(a), as well as safety and tolerability out-
comes. Publications were selected based on their sci-
entific significance, methodological quality, and clinical
relevance of the reported findings.

This scientific work is theoretical in nature and is
based on the analysis of previously published data. As no
direct studies involving human participants or animals
were conducted, informed consent was not required.
The preparation of this work adhered to the principles of
academic integrity: all sources used were properly cited
in accordance with current requirements. The analysis
included publications in which studies were conducted
in compliance with generally accepted ethical standards
and guidelines.

Main part.

Cholesteryl ester transfer protein (CETP) is a plasma
glycoprotein that plays a key role in lipid metabolism
and regulation of the lipoprotein profile. CETP mediates
the transfer of cholesteryl esters from high-density lipo-
proteins (HDL) to LDL and very low-density lipoproteins
(VLDL) in exchange for triglycerides (TG) [14, 15]. This
process represents an important component of reverse
cholesterol transport, which ensures the removal of
cholesterol from peripheral tissues and atherosclerotic
plaques (fig. 1) [16].

Activation of CETP leads to a reduction in the con-
centration of anti-atherogenic HDL and an increase in
atherogenic cholesterol within LDL and VLDL, thereby
promoting the progression of atherosclerosis [17, 18].
In addition, increased CETP activity may be associated

with elevated levels of apolipoprotein B (ApoB) and li-
poprotein(a) (Lp(a)), both of which are risk factors for
cardiovascular events independent of LDL levels [19, 20].

Conversely, CETP inhibition contributes to reductions
in LDL, non-HDL cholesterol, and ApoB, while simulta-
neously increasing HDL concentrations. Of particular im-
portance is its effect on Lp(a), which represents an inde-
pendent cardiovascular risk factor and is not effectively
corrected by statins. Thus, CETP inhibitors, including obi-
cetrapib, may provide comprehensive improvement of
the lipid profile and potentially reduce atherogenic risk
in patients with high cardiovascular risk.

Current studies demonstrate that therapeutic CETP
inhibition is associated with a 50-150% increase in HDL
levels, accompanied by a 30-50% reduction in LDL, as
well as decreases in ApoB and Lp(a), making this mech-
anism a promising strategy for addressing residual risk
(21, 22].

The initial attempts at pharmacological CETP inhi-
bition were accompanied by considerable expectations
regarding cardiovascular risk reduction through sub-
stantial increases in HDL and decreases in atherogenic
lipoprotein concentrations. However, clinical experience
with first-generation CETP inhibitors revealed several
limitations that called into question the concept of “HDL
elevation as a therapeutic target” [23, 24].

In particular, torcetrapib demonstrated a marked
increase in HDL levels; however, its use was associated
with elevated blood pressure, activation of the renin-an-
giotensin-aldosterone system (RAAS), and increased
cardiovascular mortality, leading to the premature ter-
mination of its clinical development program [25]. Sub-
sequent attempts with less toxic molecules, such as
dalcetrapib and evacetrapib, although characterized by
more favorable safety profiles, failed to demonstrate
convincing reductions in cardiovascular event rates in
large randomized trials [26-30].

Anacetrapib attracted particular attention, as it
demonstrated a moderate but statistically significant re-
duction in cardiovascular event risk in the REVEAL trial.
However, its exceptionally long half-life and ability to
accumulate in adipose tissue raised concerns regarding
long-term safety, which limited its prospects for wide-
spread clinical use [31-33].

The accumulated experience of failures and partial
successes has led to a reassessment of the strategy for
developing CETP inhibitors. The current approach focus-
es not only on quantitatively increasing HDL levels but
also on improving their functional properties, as well as
achieving substantial reductions in LDL without off-tar-
get adverse effects.

In this context, obicetrapib is considered a represen-
tative of a new generation of CETP inhibitors [34-39].
The drug is characterized by high selectivity for CETP,
absence of effects on blood pressure and hormonal sys-
tems, and a favorable pharmacokinetic profile [40-44].
Data from early- and mid-phase clinical trials indicate
significant reductions in LDL combined with increases
in HDL, thereby restoring interest in this class of agents
as a potential adjunct to standard lipid-lowering therapy
[45-47] (fig. 2).

Obicetrapib is an oral selective CETP inhibitor devel-
oped as a next-generation agent within this class, with
an improved efficacy and safety profile. Its pharmaco-
logical action is based on inhibition of the transfer of
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Figure 1 — Biological role of cholesterol ester transfer protein in regulating lipid homeostasis [16].

Notes: CETP — cholesterol ester transfer protein; HDL — high-density lipoproteins; LDL — low-density lipoproteins; VLDL — very low-density

lipoproteins.

cholesteryl esters from HDL to atherogenic lipoproteins,
resulting in favorable modifications of the blood lipid
profile [39-41].

In phase Il clinical trials, obicetrapib demonstrated a
pronounced and dose-dependent lipid-lowering effect.
Its administration was associated with significant reduc-
tions in LDL, ApoB, and Lp(a), which is of particular clini-
cal importance given the limited therapeutic options for
correcting elevated Lp(a). Simultaneously, a substantial
increase in HDL concentrations was observed, reflecting
effective suppression of CETP activity [39, 44, 47].

Unlike earlier-generation CETP inhibitors, obice-
trapib does not exert adverse effects on blood pressure,
electrolyte balance, or hormonal systems, including the
RAAS. This indicates high molecular selectivity and the
absence of so-called off-target effects that limited the
clinical use of earlier representatives of this class [25,
34, 40].

The pharmacokinetic characteristics of obicetrapib
support its convenient clinical use: the drug is intend-
ed for oral administration, has a predictable absorption
profile, and does not demonstrate clinically significant
accumulation in adipose tissue. In clinical trials, it was
well tolerated both as monotherapy and in combination
with statins and ezetimibe, which opens prospects for its
use within combined strategies for intensive reduction
of atherogenic lipids [41, 44, 46].

Thus, the pharmacological properties of obicetrapib
— such as high selectivity for CETP, a pronounced effect
on key atherogenic lipid fractions, oral route of admin-
istration, and a favorable safety profile — allow it to be
considered a promising agent for the correction of re-
sidual cardiovascular risk in patients with dyslipidemia.

The clinical efficacy and safety of obicetrapib were
comprehensively evaluated in the phase lll develop-
ment program, the key components of which were the
randomized controlled BROADWAY and TANDEM trials.

Their results provide a comprehensive assessment of
the drug’s potential both as monotherapy and as part of
combination lipid-lowering treatment [48, 49].

In the BROADWAY trial, obicetrapib was adminis-
tered as monotherapy in patients with atherosclerotic
cardiovascular diseases or heterozygous familial hyper-
cholesterolemia who had not achieved LDL target levels
on standard therapy or had limitations to its intensifi-
cation. Treatment with obicetrapib was associated with
a statistically significant and clinically meaningful reduc-
tion in LDL compared with placebo, as well as favorable
changes in other atherogenic markers, including ApoB
[49].

Importantly, the safety profile in the BROADWAY trial
was favorable: the incidence of adverse events was com-
parable between the obicetrapib and placebo groups,
with no signals of increased blood pressure, electrolyte
imbalance, or hormonal disturbances. This confirms the
absence of class-specific issues characteristic of early
CETP inhibitors and indicates high molecular selectivity
[49].

The TANDEM trial was designed to evaluate the ef-
ficacy and safety of a fixed-dose combination of obice-
trapib with ezetimibe. Combination therapy provided
a more pronounced reduction in LDL compared with
monotherapy with either agent alone, reflecting the
complementary mechanisms of action — namely, inhibi-
tion of cholesteryl ester transfer in plasma and reduction
of intestinal cholesterol absorption.

The safety profile of the fixed-dose combination in
the TANDEM trial remained favorable and did not differ
from the known profiles of the individual components.
No clinically significant increase in adverse event rates
was observed, which is of fundamental importance for
the long-term use of combination therapy in patients
with high and very high cardiovascular risk [48].
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Figure 2 — Mechanism of action of obicetrapib as a selective inhibitor of cholesterol ester transfer protein (CETP) [47].

Notes: ABCG5/G8 — ATP-binding cassette sub-family G member 5/member 8; NPC1L1 (Niemann Pick C-1 Like-1 protein) — intestinal cholesterol
absorption transporter; SR-B1 — scavenger receptor class B, type 1; TICE — transintestinal cholesterol excretion; HMG-CoA reductase — 3-hydroxy-
3-methylglutaryl-coenzyme A reductase; CoA — coenzyme A; HDL — high-density lipoproteins; LDL — low-density lipoproteins; LDL receptor —
receptor for low-density lipoproteins; TG — triglyceride; CE — cholesterol ester.

The results of the phase Il BROADWAY and TAN-
DEM trials confirm that obicetrapib is an effective and
well-tolerated lipid-lowering agent. Its use both as
monotherapy and in combination with ezetimibe pro-
vides significant LDL reduction without compromising
safety, making it a promising component of contempo-
rary strategies for intensive dyslipidemia control.

According to available clinical data, obicetrapib is
characterized by a favorable safety profile and good tol-
erability in short- and mid-term use. In phase II-lll clini-
cal trials, the incidence of serious adverse events did not
exceed that observed in the placebo or active control
groups, indicating the absence of additional risk associ-
ated with therapy [40, 41].

Of particular importance is that obicetrapib did not
demonstrate off-target effects characteristic of some
earlier CETP inhibitors. Specifically, clinical trials did not
reveal clinically significant increases in blood pressure,
electrolyte disturbances, or activation of the RAAS — fac-
tors that substantially limited the use of earlier agents
in this class.

The adverse event profile of obicetrapib predomi-
nantly included mild to moderate events, the frequen-
cy of which was comparable to placebo. No significant
increase in the incidence of hepatic dysfunction, mus-
cle-related symptoms, or laboratory parameter abnor-
malities was identified, which is crucial for the long-term
treatment of patients with high and very high cardiovas-
cular risk who often receive combination lipid-lowering
therapy.

In studies where obicetrapib was administered in
combination with statins or ezetimibe, the safety profile
remained stable and consistent with the known charac-
teristics of each therapeutic component. The absence
of pharmacodynamic or clinically significant pharmaco-

kinetic interactions confirms the feasibility of its use as
part of intensive combination treatment regimens [38].

Despite the encouraging results regarding the effects
of obicetrapib on the lipid profile, the final assessment
of its clinical significance requires further accumulation
of evidence. A key limitation at the current stage is the
absence of completed large-scale randomized trials
specifically designed to evaluate the drug’s impact on
“hard” cardiovascular endpoints, including cardiovascu-
lar mortality, nonfatal myocardial infarction, and stroke
[50].

The historical experience with earlier-generation
CETP inhibitors warrants a cautious approach to this
new class representative. The discrepancy between pro-
nounced improvements in lipid parameters and the lack
of convincing reductions in cardiovascular events in ear-
lier studies underscores the need to confirm that lipid
profile modification with obicetrapib translates into clin-
ical benefit for patients [31, 32].

To date, obicetrapib has not yet been included in
international clinical guidelines, including those of the
European Society of Cardiology (ESC) and the Europe-
an Atherosclerosis Society (EAS), reflecting the need to
complete outcome-driven trials and to further evaluate
long-term safety. Accordingly, its place in treatment al-
gorithms for dyslipidemia and atherosclerotic cardiovas-
cular diseases remains a matter of scientific discussion.

At the same time, the prospects for the use of obice-
trapib appear promising. Its oral route of administration,
pronounced effects on LDL and Lp(a), and favorable safe-
ty profile create the prerequisites for its use as a compo-
nent of combination lipid-lowering therapy, particularly
in patients with residual cardiovascular risk, intolerance
to high-dose statins, or insufficient efficacy of standard
treatment regimens [51].
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In the future, the results of outcome-based clinical
trials may allow for a clear definition of niche indications
for obicetrapib, particularly in patients with elevated
Lp(a) levels or in cases where additional LDL reduction is
required without the use of injectable agents.

Thus, further development of the evidence base will
determine whether obicetrapib can transition from the
category of promising molecules to a fully integrated
element of contemporary dyslipidemia management
guidelines.

Conclusions.

Obicetrapib is a promising representative of next-gen-
eration CETP inhibitors, developed with consideration of
the limitations and clinical failures of earlier molecules
in this class. The body of experimental and clinical ev-
idence indicates its pronounced and sustained effects
on key atherogenic lipid fractions, including low-density
lipoproteins, ApoB, and Lp(a), in combination with in-
creased high-density lipoproteins levels.

The pharmacological properties of obicetrapib — par-
ticularly its high selectivity for CETP, absence of clinically
significant off-target effects, and suitability for oral ad-
ministration — establish a favorable efficacy and safety
profile that fundamentally distinguishes it from earli-
er-generation CETP inhibitors. The results of phase II-lll
clinical trials confirm good tolerability of the drug both
as monotherapy and as part of combination lipid-low-
ering regimens, including co-administration with statins
and ezetimibe.

DOI 10.29254/2077-4214-2026-1-180-61-72
YAK 615.272.4.03:616.1(048.8)

From a clinical perspective, obicetrapib may be con-
sidered a potentially valuable therapeutic option for pa-
tients with high and very high cardiovascular risk who
fail to achieve target lipid levels on standard lipid-lower-
ing therapy or who have limitations regarding treatment
intensification. Of particular interest is its potential use
in patients with elevated Lp(a), for whom current phar-
macological options remain limited.

At the same time, the final position of obicetrapib in
clinical practice will be determined by the results of on-
going large-scale randomized trials specifically designed
to assess its effects on hard cardiovascular endpoints.
The subsequent integration of this evidence into inter-
national clinical guidelines will represent a decisive step
in transforming obicetrapib from a promising molecule
into a fully established tool for the prevention and treat-
ment of atherosclerotic cardiovascular diseases.

Prospects for further research.

Further research should focus on evaluating the im-
pact of obicetrapib on hard cardiovascular endpoints
in large-scale randomized clinical trials with long-term
follow-up. It is particularly promising to investigate the
efficacy of the drug in patients with residual cardiovas-
cular risk, including those with elevated Lp(a), as well as
its role within combination lipid-lowering therapy. The
results obtained will help to define the definitive place
of obicetrapib in clinical guidelines and strategies for
personalized dyslipidemia management.

AyHaesa . 1., Kpusowanka O. B., TaymiHa O. I., JopoweHko O. M.,

LWanoean O. M., YopHa H. C., Pyda H. .

OBILETPANIB AK IHTIBITOP BIJIKA-NEPEHOCHUKA XONECTEPU/TOBUX EDIPIB:
K/NMIHIKO-®APMAKONOINYHUU ornaa TA NEPCNEKTUBU 3ACTOCYBAHHA
(ornag NITEPATYPU)

XapKiBCbKUI HaLiOHaNbHUIT MeguuHUii yHiBepcuteT (M. XapkiB, YKpaiHa)
innadunaieva@gmail.com

Cepuyeso-cyOuHHI 3aX80ptOBAHHSA 30AUWAOMbLCA MPOBIOHOK NMPUYUHOIO CMepmHocmi y ceimi, a ducninidemis €
O00HUM i3 K/1H0Y0BUX YUHHUKIB ix po3sumky. [lonpu HasgeHicmb eheKkmueHUX ninid03HUXY8aAbHUX 3acobis, 3Ha4YHA
YacmMuHa nayieHmie i3 8UCOKUM | Oyxce 8UCOKUM Cepyeso-CyOUHHUM PU3UKOM He 00CA20€ Yinbosux MOKA3HUKIE
XonecmepuHy ninonpomeiHie HU3bKoi winbHocmi (/IMHLL), wo 3ymoesntoe 36epexrceHHA pe3udyanbHo20 PU3UKY.
Y 38°A3Ky 3 yUM QKMyasabHUM € MOWYK HOBUX hapMaKoso2iyHUx miueHel. OOHUM i3 repcrieKmugeHUX HArnpamis
€ iHeibysaHHA GinKa-nepeHOCHUKa xosnecmepusosux egipie (CETP), 30Kkpema i3 3acmocysaHHAM obiyempaniby
— cesnnekKmusHo20 iHeibimopa CETP HO8020 MOKoniHHA. Memoto pobomu cmasno y3a2anabHEHHA mda KpumuyHull
QHAI3 CYYACHUX eKCriepuUMeHmasbHUX i KAiHiYHUX 0aHUX w000 (hapMaKkonoeiyHux enacmusocmeli obiuemparni6y,
lioeo enausy Ha ninidHuUl npoghine, egpekmusHocmi ma 6esneku 3a pezyssmamamu OocnioxceHs -l ¢asz, a
MAaKOX 8U3HAYeHHA 020 Micysa y Cy4acHuUx cmpameeisx ninido3Hux3ysanbHoi mepanii. llposedeHo cucmemHuli
027190 MiIXHAPOOHUX HAYyKosUX Oxepes, npucsadyeHux bionoziyHili poni CETP, mexaHiamam Oii lio2o iHeibimopis i
KniHiYHOMY 3acmocysaHHio obiuempaniby. BukopucmaHo memoou aHanizy, cuHme3dy ma y302a7bHEHHA 0414
OUIHKU 811Uy npenapamy Ha MoKa3HUKU ninioHo20 06MiHy, a makox lio2o epekmusHocmi U 6e3neku. Y KaiHiYHUX
docnionceHHax -1l a3z obiyempanib npodemoHcmpysae cymmese 3HUMeHHA pieHie JIMHLL, anoninonpomeiny
B i ninonpomeiHy(a) i3 niosuweHHAM xonecmepuHy JIMBLL. Y docnidoxwceHHAx BROADWAY i TANDEM npenapam
bye echekmusHUM AK Yy MOHOmMepanii, mak i 8 KombiHayii 3 esemumibom y nayieHmis 8ucoko2o pu3uky. pogine
be3neKu 3aaUWasca cnpuamausum, 6es He2aamueHOo20 8raAuU8y Ha apmepianoHUl MUCK i 20pMOHAbHI MOKA3HUKU.

Omice, obiuempanib MmoxHa po32aadamu K nepcrekmusHuli 3acib 015 iHmeHcusHoI Kopekyii ducninioemii ma
3HUXEHHA pe3udyanbHO20 cepyeso-cyOUHHO20 PU3UKY.

Knrouosi cnosa: 0biyempanib, 6inok-nepeHOCHUK xonecmepusaosux eqipis, oucainioemis, Ainido3HUIYy8asnbHA
meparnis, cepyeso-cyOuHHUU pU3UK.
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3B8’A30K ny6aiKauii 3 n1aHOBMMM HAayKOBO-AOCAIg-
HUMMK poboTu.

PoboTta € dparmeHTom HAP «dapmaKkonoriuHe Bu-
BYEHHA NOTEHL,iMHUX NiKapCbKMX 3ac0biB, Lo MicTATb bi-
O/10TIYHO-aKTUBHI PEYOBMHWN MPUPOAHOIO NMOXOAMKEHHS,
ONA NiKyBaHHA 3aXBOPIOBaHb LUKipU», HOMEep AeprKaBHOI
peectpauii 0124U002658.

Bcryn.

ATEpPOCKNEPOTUYHI CepLeBO-CYAMHHI 3axXxBOPHOBAH-
HA 3a/IMLIAIOTLCA MPOBIAHOK MPUYMHOK MepeayacHoi
CMEePTHOCTI Ta iHBaNiAM3aLiil HAacCeNeHHA y CBiTi, 3ymoB-
NIOK0YM 3HAYHUIA Me[MKO-COoLia/IbHUIA Ta eKOHOMIYHWUI
Tarap [1-3]. KntoyoBnmM naTtoreHeTUY4HUM YUHHUKOM PO-
3BUTKY aTepPOCK/IepOo3y € NOPYLIEHHA AiNigHOro 06MiHy,
Hacamnepes NigBULLEHHA PIBHA XONeCTepuHy ninonpo-
TeiHiB HM3bKOI wWinbHocTi (JIMHLL), wo 6e3nocepeHbo
aCOoLLItOETbCA 3 MPOrpecyBaHHAM aTepPOCKNEPOTUYHOFO
YPaxKeHHA CYAMH Ta BUHUKHEHHAM CepLeBO-CYyAUHHUX
noain. [AaHi enigemionoriyHnx i KNiHiYHUX gocnigreHb
NepeKoHIMBO CBiAYaTb NPO 40303aNEXKHMI 3B’A30K MiXK
KoHueHTpauieto JIMHLL, y nna3mi KpoBi Ta PU3MKOM iH-
dapKTy MioKapaa, ilemidyHoro iHcynbTy Ta cepueBo-Cy-
AMHHOI cMmepTHOCTI [3-6].

CyyacHi mMiXKHapOAHi Ta HaLiOHa/bHI KNiHIYHI peKo-
MeHAaUIT 3 iKkyBaHHA AMcAinigemiii opieHTOBaHi Ha Ao-
CATHEHHA Aenani HUKUMX LinboBux pisHis JINMHLL, ocob-
NINBO Y NALLIEHTIB i3 Ay»Xe BUCOKMM CepLeBOo-CYAUHHUM
PU3MKOM, BKAKOYAKOUM OCib 3 mepeHeceHMMW aTepo-
CKNEePOTUYHUMMU CepLeBO-CYANHHUMMU 3aXBOPHOBAHHA-
MM, LlYKpoBUM aiabeTom Ta cimeliHolo rinepxonecrepu-
Hemieto. TakKMi Niaxig, FPYHTYETbCA Ha KOHUEMNLUii «4num
HUXKYe, TUM Kpalle», AKa NiaTBepaKeHa pesy/bTatamu
YUCNEHHUX PAHOOMI30BAHMX KAIHIYHUX OOCNIAXKEHb Ta
meTaaHanisis [3, 4].

Pasom i3 TMM, NONPKU HaABHICTb ePEKTUBHUX MiNiao-
3HUKYBaNIbHUX 3aC06iB, 30KPEMA BUCOKMUX 4,03 CTAaTUHIB,
KombiHoBaHOI Tepanii 3i BKAHOUYEHHAM e3eTUmiby Ta
3aCTOCyBaHHA iHriGiTOpiB NponpoTeiHOBOI KOHBEpTasu
cybTUNi3nH/KekenH Tnny 9 (PCSK9), y peanbHii KaiHiy-
HiM NPaKTULi 3HaUYHA YaCTKa NaLEHTIB He AOCArAE PEeKOo-
MEeHZO0BaHUX Linbosux pisHis JIMHLL,. 1o npuynH uboro
HasexaTb iHAMBIAyanbHI 0cOBAMBOCTI BiANOBIAl Ha Te-
panito, HenepeHoCcUMIcTb abo obmerkeHa NPUXUABbHICTD
00 NiKyBaHHA, @ TaKOXK 36epeKeHHA iHLWNX aTeporeHHNX
KOMMOHEHTIB NinigHoro npodinto, TakMx siK NiABULLEHU
piBeHb anoninonpoTeiHy B Ta ninonpoTteiny(a) [7-9].

HasaBHiCTb TaK 3BaHOro pe3mayasnbHOro AinigHoro Ta
cepLeBo-CyANHHOrO pU3MKYy 3ymoBatoe notpeby B no-
LUYKY HOBUX GapMaKoNOriYHUX MilleHel Ta TepanesTuy-
HUX CTpaTerii, CIPAMOBAHNX HA KOMMJIEKCHY KOpPEeKL,ito
nopyLeHb AinigHoro 06miHy. OAHMM i3 NePCNeKTUBHUX
HanpAMIB € iHribyBaHHA BinKa-NnepeHOCHMKa xonecTepu-
nosux edipiB — KNKOYOBOro y4YacHUKa perynsauii obmiHy
NiNONPOTEIHIB MiXK aHTUATEPOreHHMMWN Ta aTePOreHHK-
Mu ppakuismm [10, 11].

Y ubOMYy KOHTEKCTi 0CcObAMBUIA iHTEPEC CTAaHOBMUTbL
obiueTtpani6 — nepopanbHUA iHribiTOp 6inka-nepe-
HOCHMKa Xonectepunosux edipiB HOBOrO MOKONIHHSA,
AKWIN NPOAEMOHCTPYBAB 3HAYHUIN BMNMB HA MOKA3HUKMK
ninigHoro npodinto y KniHiyHux gocnigeHHax -1l ¢pa3
[12, 13]. AHani3 ¢papmakonoriyHMx BracTMBocTen o06i-
LeTpaniby Ta pe3ynbTaTiB MOr0 KAiHIYHOro 3acToCyBaH-
HA € aKTYa/IbHUM A5 BU3HAYEHHA NOTEHLUiMHOro micua
LbOro npenapaTty B Cy4acHil Ninigo3HUKyBanbHil Tepa-
nii.

Merta gocnigeHHs.

Y3aranbHEHHA Ta KPUTUYHWIA aHaNi3 CyvyaCHUX eKc-
NnepuUMeHTaNbHUX | KAIHIYHUX AaHuX wWwoao dapmako-
JIOTiYHMX BAacTUBOCTElM 06iueTpaniby sK ceneKTMBHOro
iHribiTopa binKa-nNnepeHoCHUKa xonectepunoBux egdipis
(CETP), oujiHKa 1Oro BN/MBY Ha MOKAa3HMKK inNigHOro
npodinto, epekTnBHocTi Ta He3nekn 3a pesynbTaTamu
KNiHiYHUX pocnigxerb lI-ll a3, a TakoK BU3HaAYeHHA
NOTEHLIMHOrO MicLA NpenapaTty B CyYacHWUX cTpaTeriax
NiNigo3HMKYBANbHOI Tepanii y NauieHTIB i3 BUCOKMM Ta
OY*Ke BUCOKUM CepLLeBO-CYAUHHUM PUSUKOM.

O6’eKT i meTOAU AOCNIAKEHHA.

MpoBeneHo HApaTUBHUI OrNAL HAayKoBWUX Myb6iKa-
Ui, npucsadyeHux bionoriyHi poni binka-nepeHocHU-
Ka xonectepunosux edipis (CETP), ¢papmakonoriyHmm
BnactTmBocTaAM iHribitopis CETP Ta KniHiuHili edekTmB-
HoCcTi 11 6e3neui obiuetpaniby. MolyKk niTepaTypHUX
OyKepen 34iMCHI0OBAIN Y MiXKHApPOAHUX HAayKOMeTpuy-
Hux 6asax gaHux PubMed, Scopus Ta Web of Science
3a nepiog 2012-2025 pokiB i3 BUKOPUCTAHHAM KAOYO-
Bux cnis: CETP, cholesteryl ester transfer protein, CETP
inhibitors, obicetrapib, dyslipidemia, LDL cholesterol,
lipoprotein(a).

Jo aHaniszy BKAOYANM pPe3ynbTaTv eKCnepuMeH-
TaZbHUX A0CAIAXeHb, PaHAOMI30BAHUX KAIHIYHUX BU-
npobysaHsb -l pas, cuctemaTmuyHux ornagis Ta meTtaa-
Hanisis, onybaikoBaHMX aHMiCbKO MoBoto. Ocobnunsy
yBary NpUAINAAN AOCHIAMEHHAM, Y AKUX OLiHIOBaNu
BM/IMB 0biueTpaniby Ha NOKasHWMKKU ninigHoro npododinto,
anoninonpoTeiH B, ninonpoteiH(a), a TakoX NapameTpu
6e3nekn Ta nepeHocumocTi. Bigbip nybnikauin 3ginc-
HIOBANW 3 ypaxyBaHHAM HAyKOBOI 3HAYYLLOCTi, METOA0-
NOTIYHOT AKOCTI Ta KAiHIYHOI peneBaHTHOCTI OTPMMaHMX
pesynbrartis.

[JaHa HaykoBa poboTa Ma€ TEOPETUYHUI XapaKTep i
6a3yeTbCsA Ha aHanisi paHiwe onyb61iKOBaHUX HayKOBUX
OaHuX. Y 3B’A3Ky 3 BiACYTHICTIO be3snocepeaHix gocnia-
YKEHb 3a y4yacTio ftogeit abo TBapuH OTPUMaHHA iHdOop-
MOBaHOI 3roan He BMMaranocsa. [llig yac niaroToBKuU
po60TM AOTPUMAHO NPUHLMNIB akageMiyHoi Jobpoyec-
HOCTI: YCi BUKOPUCTAHI ArKepena KOPEKTHO NPOLMUTOBAHI
BiANOBIAHO A0 YMHHMX BMMOT. [lO0 aHanily BKAKOYEHO
nybnikaujii, y AKMX OOCNIAMKEHHA NpoBOAWMAMCA 3 O0-
TPUMAHHAM 3araZibHONPUMNHATUX €TUYHUX HOPM i CTaH-
4apTis.

OCHOBHa YacTuHa.

binok-nepeHOCHUK X0NecTepmaoBux eodipis
(cholesteryl ester transfer protein, CETP) € nnasmosum
rNiKoNpoTeiHOM, WO Bifirpae KAW4YOBY POSb Yy MeTa-
6oni3mi ninigis i perynauii ninonpoTteiHoBoro npodinto.
CETP 3gilicHIOE TpaHCNOPT xosecTepuaoBux edipis Big,
ninonpoTeiHis BUcoKoi winbHocTi (JINBLL) go JINHLL Ta
Ay»e HM3bKoi winbHocTi (JINHLL) B 06MmiH Ha Tpurni-
uepngm (Tr) [14, 15]. Lleit npouec € BaXK/MBMM KOMINO-
HEHTOM O0b6epHEeHOro TPAHCMOPTY XONECTEPUHY, AKUM
3abe3neuye BUAANEHHA XONECTEPUHY 3 nepudepuyHmx
TKaHWH Ta aTEPOCKNEePOTMUYHKUX Baswok (puc. 1) [16].

AkTtusauia CETP npu3BoauTb 4O 3MEHLUEHHA KOH-
LeHTpauii aHTMaTeporeHHoro JIMNBLL, Ta 36inblueHHsA aTe-
poreHHoro xonectepuny y cknagi JMHLL i ANAHLL, wo
CNpUsie NporpecyBaHHIo atepockaeposy [17, 18]. Kpim
TOro, nigsuweHa akTuBHiCTb CETP moxe acouitoBaTtuca
3 NiABULLEHHAM piBHA anoninonpoTeiHy B (ApoB) Ta ni-
nonporteiHy(a) Lp(a), 06ox dbakTopiB pU3MKy cepLeBO-CY-
OVHHUX NoAii, He3anexHo Big pisHa JIMHLL [19, 20].
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PucyHok 1 — bionoriuHa ponb 6inKka-nepeHoCHUKa xonecrepunosux edipis y perynauii ninigHoro romeocrasy [16].

Mpumitkn: CETP (cholesteryl ester transfer protein) — 6inok-nepeHocHUK xonectepunosux edipis; JIMNBLL, — ninonpoTeiHyM BMCOKOI WibHOCTI;
JINHLW, = ninonpoTeiHn HU3bKoI winbHocTi; NAHLL — ninonpoTteinn Ay»Ke HU3bKOI LWiNbHOCTI.

IHrioyBaHHA CETP, HaBNaKu, CNPUAE 3HUMKEHHIO PiBHA
JINMHLL, non-HDL-xonectepuHy Ta anoninonpoteiHy B,
OAHOYACHO nNigBuLLyOYN KoHueHTpauito JINBL. Oco-
611BO BaXK/IMBUM € BNIMB Ha Lp(a), AKUI € HE3aNEXKHUM
baKTOpOM cepueBO-CYAMHHOIO PU3MKY | He NigaaeTbea
edeKTMBHIN KopeKLii 3a A0MNOMOrot CTaTuHiB. Takum
UYMHOM, iHri6iTopn CETP, BK/OYHO 3 0biueTpanibom, mo-
XYTb 3a6e3meyyBaT KOMM/EKCHE MOKPALLEeHHs Ainia-
Horo npodinto Ta NMOTEHLINHO 3MEHLUYBAaTU aTeporeH-
HWI PU3MK Y MALLEHTIB i3 BUCOKMM CEpLEBO-CYAUHHUM
pU3nKoM.

Cy4acHi gocnigeHHAa AEeMOHCTPYHOTb, WO Tepane-
BTUYHe iHribyBaHHA CETP cynpoBoAKyeTbCA MiABULLEH-
HAM KOHUeHTpauii xonectepuny JIMBLL Ha 50-150%, 3
oAHOoYacHMM 3HMKeHHAam JIMHLLL Ha 30-50%, a Takox
3HMKeHHAM ApoB i Lp(a), wo pobuTb Lein mexaHiam nep-
CNEKTMBHMUM HaANPAMOM ANA NOAONMAHHA pe3nayanbHo-
ro pusuky [21, 22].

Mepwi cnpobu dapmakronoriyHoro iHribysaHHA CETP
CYNpOBOZKYBANUCA 3HAYHUMM OYiKYBAHHAMM LWLOA0
3HUXKEHHA CepLeBO-CYAMHHOTO pPU3MKY 33 PaxyHOK
CcyTTEBOro nigsuweHHAa pisHA JIMBLL Ta 3meHwWweHHA
KOHLEHTpaLii aTeporeHHUX ninonpoTeiHis. OgHaK KAi-
HiYHMIA AOCBIA i3 NpeACcTaBHUKAMM NepLUOro NOKOMiHHA
CETP-iHri6iTOpiB BUABMB HU3KY 0OMEXKEHD, L0 NOCTaBMU-
N0 Nig CYMHiB camy KoHuenuito «nigsmweHHA JINBLL, Ak
TepaneBTUYHOT Lini» [23, 24].

3okpema, TopueTpanibé npooemMOHCTPYBaB 3HauHe
niasuweHHs pisHA JIMBLL, ogHak Moro 3acTocyBaHHA
acouioBanoca 3 MigBULLEHHAM apTepiasibHOTO TUCKY,
AKTMBALLIEID pPEHiIH-aHrOTEH3UH-abA0CTEPOHOBOI CUC-
Temun (PAAC) Ta 3pocCTaHHAM CepLEeBO-CYAMHHOI CMepT-
HOCTi, WO NpW3BENO [0 AOCTPOKOBOIO MPUMUHEHHA
KNiHiYHOI nporpamun [25]. Moganblui cnpobu 3 meHwW
TOKCUYHUMM MOSIEKYNAMK, TaKMMK AK JanueTtpanib Ta
EBaueTpani6b, xo4a i1 xapaKTepu3yBaaMCca Kpawmum npo-
dinem 6e3neku, He NPOAEMOHCTPYBANN NEPEKOHINBOTO

3HUKEHHSA YacTOTU CEPLLEBO-CYAMHHUX NOAIN Y BENNKUX
paHAOMI30BaHUX AocnigxeHHax [26-30].

Okpemy yBary npueepHyB AHaueTpanib, akuii y go-
cnigxkeHHi REVEAL npoaemoHcTpyBaB MNOMipHe, ane
CTaTUCTUYHO 3HAYyLLEe 3HUMKEHHA PU3UKY CepLeBO-Cy-
OVHHUX MoAii. BogHovac 1ioro HagssuMyaliHO TpUBaAuic
nepiog, HaniBBMBEAEHHA Ta 34aTHICTb HAKONWUYYBaTKCA B
YKUPOBI TKAHMHI BUK/IMKAIN 3aHEMNOKOEHHA WOA0 A0B-
roCTPOKOBOI 6€3MeKu, Lo 0OMEKNAI0 NePCNEKTUBN LWK-
POKOro KAiHiYHOro 3actocyBaHHsA [31-33].

HakonuyeHuit poceig HeBaay i 4acTKOBMX ycCnixiB
[03BOMIMB MeperAHyTM cTpaTerito po3pobkm CETP-iH-
ribiTopie. CyyacHuWI niaxiz 3ocepenKeHnin He auLe Ha
KinbkicHoMy niasuweHHi /INBLL, a 1 Ha NoKpaLleHHi ix
bYHKLIOHaNbHUX BNACTUBOCTEN, @ TAKOXK Ha AOCATHEHHI
BUPAXKEHOro 3HMKeHHs piBHA JINHLL, 6e3 nosaninigHux
HebaxaHuX edeKTiB.

Y ubomy KoHTekcTi O6iueTpanib po3rnagaerbca Ak
npeacTaBHUK HOBOro mnokoniHHA CETP-iHribiTopis [34-
39]. MpenapaT xapaKTepU3yeTbCA BUCOKOIO CETEKTUBHIC-
Tto go CETP, BiACyTHICTIO BNAMBY Ha apTepiasibHUN TUCK
i rOPMOHaNbHI CUCTEMM, @ TAaKOXK CNPUATANBUM dapma-
KOKiHETMYHUM npodinem [40-44]. [aHi paHHix i cepes-
HiX $a3 KAiIHIYHMX AO0CAiAXKeHb CBiAYaTb MPO 3HaYHe
3HUKEHHA piBHA JIMHLL y noegHaHHI 3 nNiaBULWEHHAM
JINBLL, wo BiAHOBNOE iHTEpeC A0 [AAHOro Kaacy npe-
napariB fK NOTEHLiMHOro AONOBHEHHA A0 CTaHAApPTHOI
rinoninigemiyHoi Tepanii [45-47] (puc. 2).

ObiueTpanib € nepopanbHUM CENEKTUBHUM iHTibBiTO-
pom CETP, po3pobaeHnm K NpeacTaBHMK HOBOTO NOKO-
NiHHA UbOro Knacy npenapartisB i3 NoKpaweHum npodi-
nem edeKTUBHOCTI Ta 6esnekun. Moro papmakosoriyHa
[iA 'PYHTYETbCA Ha iHribyBaHHI NepeHeceHHA xonecTe-
punosux edipis 3 JINBLL, 40 aTeporeHHUX NiNOMNPOTEIHIB,
WO Npu3BOAUTb 4O CNPUATANBUX 3MiH NiNiAHOro cnek-
Tpa Kposi [39-41].
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PucyHoK 2 — MexaHi3m gii 06inetpaniby sk cenektusHoro iHribitopa 6inka-nepeHocHuKa xonectepunosux edipis (CETP) [47].

Npumitkn: ABCG5/G8 (ATP-binding cassette sub-family G member 5/member 8) — AT®-38’a3yBasbHUIA KAaCETHWUIA TPaHCNOPTEpP NiAPOAMHK G,
yneH 5/unex 8; NPC1L1 (6inok Niemann Pick C-1 Like-1) — TpaHCMOpTep KMLLKOBOrO BCMOKTYBaHHSA xoniecTtepuHy; SR-B1 (scavenger receptor class
B, type 1) — peuenTop-nornHay (ckeBeHAep-peLenTop) knacy B, Tun 1; TICE (transintestinal cholesterol excretion) — TpaHcKUWKOBe BUBEAEHHSA
xonectepuHy; FMI-KoA-peaykTasa — 3-riapoKcun-3-metnarnytapua-koeHsmm A peayktasa; KoA — koeHsum A; JINBLL — ninonpoteinn BMcokoi
winbHocTi; JINHL, — ninonpoTeiHn HU3bKOI wWinbHOCTi; peuenTtop J/IMHLL — peuenTtop A0 ninonpoTeiHiB HM3bKOI wWinbHOCTi; TI — Tpurniuepua;

XE — xonectepunosuit edip.

Y KniHivyHux gocnigkeHHax Il dpasm obiueTpanib npo-
[EMOHCTPYBAB BMPAXKEHUIM Ta A0303a/IeXKHNUI rinonini-
LeMiYHMI edeKT. 3acTocyBaHHSA NpenapaTy acoLiitoBano-
€A 3i 3HAYHUM 3HUNKEHHAM piBHA JIMHLL, ApoB Ta Lp(a),
L0 Ma€E 0cob1MBe KNiHIYHE 3HAYeHHSs 3 ornsay Ha obme-
YKeHi TepaneBTUYHI MOXXIMBOCTI KOpeKL|ii NigBMLL,EeHOro
Lp(a). OpHoYacHO cnocTepiranoca cyTTeBe MifBULLEHHS
KOHLeHTpauji /INBLL, wo Biaobpakae epeKkTuBHe npu-
rHiyeHHA akTusHocTi CETP [39, 44, 47].

Ha BigmiHy Big iHribiTopie CETP nonepegHix noko-
NiHb, 06iLeTpanib6 He YNHUTb HECNPUATANBOIO BNAWBY
Ha apTepianbHUI TUCK, ENEKTPONITHUI BanaHc 4mM rop-
MOHanbHi cuctemu, 3okpema PAAC. Le cBigumTb npo Bu-
COKY CEe/IEKTUBHICTb MOJIEKY/IN Ta BiACYTHICTb TaK 3BAHUX
«off-target» edekTiB, AKi 0BMeKyBaNM KNiHiuHe 3acTocy-
BaHHSA paHHiX NpeacTaBHUKIB Knacy [25, 34, 40].

dapmaKoKiHETUYHI XapaKTepUCTUKK obiueTpaniby
3abe3nevytoTb MOro 3pyyHe K/iHIYHE BUKOPUCTAHHSA:
npenapaT NpU3HAYeHUN ONA NepopasibHOro npuiiomy,
Ma€e NpPOrHo30BaHUM NPodiNb BCMOKTYBaHHA Ta He ae-
MOHCTPYE KNiHIYHO 3HAYYLLLOI KYMyAnsALii B *KMPOBIl TKa-
HUHI. Y KNiHiYHMX BMNpObByBaHHAX BiH Aobpe nepeHo-
CUBCA AIK Yy MOHOTepanii, TaK i B KOMBiHaLT 3i cTaTHaMu
Ta eseTmibom, LLLO BiAKPMBAE NEPCNEKTUBM MOro 3acTo-
CYBaHHA y CKNajji KoMbBiHOBaHMX cTpaTerii iHTEHCUBHO-
ro 3HUXKEHHS aTeporeHHux niniais (41, 44, 46].

TakMm YMHOM, hapMaKoOriyHi BNacTMBOCTI obile-
Tpaniby, Taki AK BMCOKA cenekTuBHicTb Ao CETP, Bupa-
YKEHWIW BMIMB Ha KNOYOBI aTeporeHHi AinigHi dpakuii,
nepopasbHUN WNAX BBEAEHHA Ta CNPUATAMBUIA Npodinb
6e3nekn f03BONAOTL PO3MIALATU MOFO AK NepcrneKkTUB-
HWI 3acib AnA KopeKLii pe3nayanbHOro cepueBo-cyanH-
HOrO PU3MKY y NaLLiEHTIB i3 Ancninigemieto.

KniHiyHa edekTnBHicTb Ta 6e3neka O6iueTpanid
6ynun geTanbHO BMBYEHI Yy nporpami gocniaskeHs ll dpasuy,
K/IIOYOBUMM €/IeMeHTaMM fIKOi CTaZIM PaHAOMI30BaHi
KOHTpONbOoBaHi gocnigeHHA BROADWAY ta TANDEM.
Ix pesynbTaTi 403BONAIOTL KOMMNEKCHO OLLIHUTM NOTEH-
Lian npenapary AK y peXumi MoHoTepanii, Tak i B CKnagi
KoMbiHoBaHOrO rinoninigemiyHoro nikyBaHHs [48, 49].

Y pocnigxeHHi BROADWAY obiueTpanib 3acTocoBy-
BaBCA AK MOHOTepania y MauieHTiB 3 aTepoCKAepoTUY-
HUMW CepLLeBO-CYANHHUMM 3aXBOPOBaHHAMMK abo reTe-
PO3UTOTHOM CIMEMHOI TiNepxosecTepuHemieto, AKi He
pocaranu uinbosux pisHis JIMHLL Ha ¢oHi cTaHAapTHOI
Tepanii abo manu obmerKeHHs Wwoao ii iHTeHcudiKaLii.
JNlikyBaHHA obiueTpanibom cynpoBoAKyBanoca [OCTO-
BiPHMM i KNIHIYHO 3HAYyLWMM 3HUKEHHAM piBHA JITTHLL,
NopiBHAHO 3 Niauebo, a TaKOXK CPUATAMBUMU 3MiHAMM
iHLIMX aTeporeHHUX MapKepiBs, BKAOYHO 3 ApoB [49].

BaxknuBo, wWo npoodinb 6e3nekn y AocaAigKeHHi
BROADWAY 6yB CnpuaTAMBMM: 4YacToTa HebaxkaHux
aBMW, byna 3icTaBHOK MiX rpynamu obiueTtpaniby Ta
nnauebo, 6e3 curHanis WoOAO NiABULEHHA apTepiaib-
HOrO TWCKY, MOpPYLUEHb eNeKTPONiTHOro HanaHcy abo
ropMoHasbHMX NopyLieHb. Lle nigTeepaXKye BiacyTHICTb
Knac-cneumodiyHnx npobnem, xapakTepHUX A8 PaHHIX
iHri6iTopis CETP, i cBig4MTb NPO BUCOKY CENEKTUBHICTb
Aii monekynu [49].

JocniaxxkeHHa TANDEM 6yno cnpamoBaHe Ha OLiHKY
edeKTMBHOCTI Ta be3neku dikcoBaHoi KombiHauii 0b6iue-
Tpaniby 3 esetemibom. KombiHoBaHa Tepania 3abesne-
umnna 6inbl BUparkeHe 3HUKeHHA piBHA JIMHLL, nopiBHA-
HO 3 MOHOTEPAMIE KOXHUM i3 MpenapaTiB OKPeMO, Lo
Bif06parkae KOMNAEMEHTapHI MexaHizmu iX Al NpurHi-
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YeHHA nepeHeceHHA xonectepmnosmx edipis y naasmiTa
3MeHLEeHHA KMLLKOBOI abcopbuii xonectepuHy.

Mpodinb H6e3nekn dikcoBaHoi KoMbiHauii B mocni-
OxkeHHi TANDEM 3anuwasca cnpuaTIvBUM i He Bigpis-
HABCA BiA BiAOMOro npodinto oKpPemMmx KOMMOHEHTIB.
He 6yno 3adikcoBaHO KAiHIYHO 3HAYYLLOro MiABULLEH-
HA 4acToTM MNobiYHUX edeKTiB, WO Ma€e MPUHUUMNOBE
3HAYeHHA A/1A TPUBANOro 3aCTOCYBaHHA KOMOiIHOBaHOI
Tepanii y NaLieHTIB BUCOKOro Ta Ay*Ke BUCOKOro cepLe-
BO-CYAMHHOTO pu3unKy [48].

Pesynbtatn pocnigkeHb 1l ¢asm BROADWAY Ta
TANDEM nigTBepaKytoThb, Wo obiueTpaniéb € epekTms-
HUM i gobpe nNepeHOCMMMM rinoainigemiyHMM npena-
patom. Moro 3actocyBaHHA AK y MOHOTepanii, Tak i B
KoMbiHau,ii 3 e3eTMMibom 3abe3neyye 3HaYYLLE 3HUMKEH-
HA JINHLL, 6e3 komnpomicy Wwoao 6e3neku, Wo pobutb
MOro nepcnekTMBHMM KOMMNOHEHTOM Cy4aCHWX CTpaTerii
iHTEHCMBHOIO KOHTPOAO AncAinigemii.

3a HasBHUMM KNiHiYHMMK gaHnummn, O6iueTtpanib xa-
paKTepusyetbca cnpuAaTaMeum npodinem b6esneku Ta
[06pol0 NepeHOCMMICTIO MPU KOPOTKO- Ta CcepefHbo-
CTPOKOBOMY 3aCTOCYyBaHHi. Y pamKax KAiHIYHWX ZocAi-
OxkeHb lI-11l a3 yactoTa ceplio3HMX HebarKaHUX ABULL, He
nepesuLLyBaia BiANOBIAHI MOKA3HMKM Yy rpynax naawe-
60 260 aKTMBHOIO KOHTPOJIIO, WO CBIAYMTb NPO BiAcyT-
HiCTb [L0Z1aTKOBOIO PWU3MKY, aCOLiNOBAHOrO 3 Tepanieto
npenapaTtom [40, 41].

Oco6/1MBO BaxK/IMBUM € Te, WO obiueTpanib He npo-
OEMOHCTPYBaB Od-TapreTHUXx edeKTiB, XapaKTepHuX
ANna feakux iHribitopis CETP nonepeHix NoKoniHb. 30-
Kpema, y KNiHiYHMX BUNpobyBaHHAX He cnocTepiranoca
KNIHIYHO 3HAYyLWOro NigBULWEHHA apTepiasibHOro TUCKY,
nopyLLeHb eneKkTponiTHoro banaHcy abo akTmeauii PAAC
— dbaKTopiB, AKi CYTTEBO 0OMEKMAN 3aCTOCYBAHHA PaHHIX
npeACcTaBHUKIB LbOro Knacy.

Mpodinb NnobiuHMX peakLiit obiueTpaniby nepesax-
HO BK/lOYaB nerki abo nomipHi HebaxkaHi ABMLLA, Yac-
TOTa AKUX byna nopiBHAHHOW 3 niauebo. He BuABneHo
[OOCTOBIPHOIO 3POCTAHHS 4YacToTU nopyweHb GyHKLi
neviHkK, M’a30BUX CUMNTOMIB abo 3miH labopaTopHUX
NMOKA3HMKIB, O MA€E NPUHLMNOBE 3HAYEHHA A/1A TPUBa-
JIOr0 NiKyBaHHA NALLIEHTIB i3 BUCOKMM Ta Aly>Ke BUCOKUM
CepLeBO-CYAUHHUM PU3MKOM, AKi 4acTO OTPUMYHOTb
KombiHOBaHYy rinoninigemiyHy Tepanito.

Y pocnigxeHHax, e obiuetpanib 3actocoByBaBcA
y MOEAHaHHI 3i cTaTuHamu abo eseTumibom, npodinb
6e3neKkn 3anumwascsa ctabinbHMM i BiANoBiAaB BigOMUM
XapaKTepPUCTMKaM KOXKHOMO 3 KOMMNOHEHTIB Tepanii. Bia-
CYTHiCTb dapmMaKogMHaMiyHOi abo KANiHIYHO 3HAYyLLOl
dapMaKoKiHeTUYHOI B3aemogii NiaTBEpPAKYE MOXKAU-
BiCTb MOr0 BUKOPUCTAHHA Y CKNaAi iIHTEHCMBHUX KOMOi-
HOBaHMX CXeM NiKyBaHHA [38].

HesBaatoum Ha o06HaAdinnuBi pesynbrTatv LWoAo
BnAMBY o0biueTpanib Ha ninigHWin npodinb, octatouyHa
OLLiHKa M0ro KAiHiYHOI 3HaYyLWwoCTi NoTpebye nogasbluo-
ro HaKOMUYeHHA [A0KasiB. KnoyoBuM obMeXKeHHAM Ha
Cy4acHOMy eTani 3a/IMIAETLCA BiACYTHICTb 3aBepLUEHUX
BE/IMKUX PaHAOMI30BaHUX AOCNIAMKEHb, ChneLianbHO
CNPAMOBAHWX Ha OLHKY BMJIMBY MpenapaTty Ha «Kop-
CTKi» CepLeBO-CyAMHHI KiHLLEBI TOYKM, 30Kpema cepue-
BO-CYAMHHY CMEPTHICTb, HedaTaNbHUM iHPAPKT MioKap-
Aa Ta iHcynbT [50].

IcTOopUYHMIA [OCBiA, 3acTocyBaHHSA iHribiTopis CETP
nonepeaHix NOKOJiHb 3yMOB/IOE 0beperKHEe CTAaBNEHHSA
[0 HOBOTO NpeacTaBHUKA Knacy. Po3bixKHicTb Mix Bupa-

KEHMM NOANINWEeHHAM NiNigHUX MOKa3HMKIB i BiACyTHIiC-
THO NEPEKOH/IMBOIO 3HUMKEHHA CEPLEBO-CYANHHUX NOAIM
Y PaHHIX AOCAIAMEHHAX NiAKPEC/Oe HeobXiaHicTb Nia-
TBEPAKEHHA TOro, Wo moamndikauia ninigHoro npodinto
3a gonomoroto obileTpaniby TPaHCAIETLCA Y KAiHIYHY
KOpUCTb ANAa naujeHTis [31, 32].

CTaHOM Ha cborogHi obiueTpani6b e He BKAOYEHUI
00 MiXKHAapOAHMX KiHIYHMX peKkomeHZauin, 30Kpema
nokymeHTiB European Society of Cardiology (ESC) Ta
European Atherosclerosis Society (EAS), wo Bigobparkae
notpeby y 3aBepLUeHHi A0CNigKeHb i3 KAIHIYHUMU KiH-
LEeBMMM TOYKAMW Ta aHanisi LOBrocTpokoBoi He3neKu.
BignosigHo, Moro micue B aNroputmax NikyBaHHA AMC-
ninigemii Ta aTepoCcKNIepoOTUYHUX CePLEBO-CYANHHUX 3a-
XBOPIOBaHb Hapasi 3a/IMWAETbCA NPegMeTOM HayKOBOI
OMCKYCil.

Pasom 3 TMM, nepcnekTMBM 3acTocyBaHHA obile-
Tpaniby BurnasaoTh baraToobiuanbHumuK. Moro nepo-
PanbHUI WASX BBEAEHHA, BUpParkeHUI Bnave Ha JIMHLL
Ta Lp(a), a Takox cnpuatanmemin npodinb 6esnekn cTeo-
proOTb NepesymMmoBU ANA BUKOPUCTaHHA npenapaTy sk
KOMMOHeHTa KoMbGiHOBaHOI rinoninigemiyHoi Tepanii,
0Cco61MBO Y NALLIEHTIB i3 pe3nayasbHUM CepLLEeBO-CYANH-
HUM PU3UKOM, HEMEPEHOCMMICTIO BUCOKMX A03 CTAaTUHIB
abo HeZoCTaTHbOI e(EeKTUBHICTIO CTAaHAAPTHUX CXEM
NiKkyBaHHA [51].

Y MaibyTHbOMy pe3ynbTaTh AOCAIAMKEHb i3 KAiHiu-
HUMMW KiHLEBUMM TOYKAMUN MOXKYTb A03BOJIUTU YiTKO BU-
3HAYMTM HiweBi NoKasaHHA An1Aa obiueTpaniby, 30Kpema
Yy XBOpUX 3 NigsueHnm pisHem Lp(a) abo y Bunaaxax,
KON HeobxiaHe poaaTkose 3HMKeHHA JIMHLL 6e3 3a-
CTOCYBaHHA iH’€KLiMHMX NpenaparTis.

TakKMM YMHOM, MOAANbLIMA PO3BUTOK [0KA30BOI
6a3u BM3HaYaTUMe, UM 3MOXKe obiueTpanib nepenTtn 3
KaTeropii NMepcneKkTMBHUX MOJIEKYN OO0 MOBHOLIHHOTO
e/leMEeHTY Cy4YaCHWX peKoMeHAaLi 3 NiKyBaHHA Auchi-
nigemir.

BucHoBKM.

Ob6iueTpanib € NepcnekTMBHUM NPEACTaBHUKOM iH-
ribiTopie b6inKa-nepeHocHMKa xonectepunosux eodipis
HOBOTO MOKOJIHHA, PO3pP0obaeHMM 3 ypaxyBaHHAM 06-
MEXeHb i KNMIHIYHUX HeBAa4 nonepeaHix MoMeKyN LLboro
Knacy. CyKynHiCTb €eKCNepuMEHTaNbHUX | KAIHIYHMUX
OaHUX CBiAYMTb NPO MOro BUPAXKEHUI Ta CTabiNbHUIA
BMN/IMB Ha K/IIOYOBI aTeporeHHi ppakLii Ninigis, BKAHOYHO
3 finonpoTeiHaMM HU3bKOI LWinbHOCTI, anosinonpoTei-
HoM B Ta ninonpoTeiHom(a), y NoeaHaHHI 3 NiaBULLEH-
HAM PiBHA NiNONPOTEIHIB BUCOKOI LiIHOCTI.

dapmakosoriyHi BnactmeocTi 0biueTpaniby, 3okpe-
Ma BUCOKa ceneKkTmaHicTb go CETP, BigCyTHICTb KNiHIYHO
3HauyWmx od-TapreTHUX edeKTiB i MOMKIMBICTb nepo-
panbHOro 3acToCcyBaHHA, GOPMYIOTb CNPUATAUBUIA NPO-
dinb epeKkTMBHOCTI Ta 6e3MeKu, Wo MPUHUUMNOBO Bia-
pi3HAe 1oro Big, iHribiTopisa CETP nonepeaHix NOKoNiHb.
Pesynbtatv KniHiyHMx pgocnigxkeHb -l da3 nigreep-
OXYIOTb 06PY NepeHOCUMICTb NpenapaTy AK y pexumi
MOHOTepanii, Tak i B cknaaji KombiHoBaHMX rinosinige-
MiYHUX CXEeM, BKJIFOYHO 3 MOEAHAHHAM 3i CTaTUHAMM Ta
eseTumibom.

3 KAiHiYHOI TOYKKM 30pYy, 0biLeTpanib moxke posrns-
[ATUCA AK NOTEHLIMHO KOPUCHUI TepaneBTUYHUIA Bapi-
QHT ANA NALLEHTIB i3 BUCOKMM Ta AyrKe BUCOKMM cepLie-
BO-CYAUHHUM PU3NKOM, Y AKX HE JOCAraloTbCA LiNbOBI
PiBHI ninigis Ha TAi CTaHZAPTHOI NiNiA03HMXKYBANbHOI
Tepanii abo icHyt0Tb 0bMeXKeHHs LWoAo il iHTeHcudiKaui.
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OcobnvBuit iHTEpec CTaHOBWUTb MOrO MOXK/MBE 3acTo-
CyBaHHA Yy NaujieHTIB i3 NigBMLLIEHMM piBHEMm Lp(a), ann
AKUX cyyacHi GapmaKoorivHi onuii 3anumwatoTbea obme-
KEHUMN.

Pasom i3 TMMm, ocTaTouHe micue obiueTpaniby B Kni-
HiYHIM npaKkTuui 6yge BM3Ha4YaTUCA pesy/ibTaTaMu 3a-
BEPLUANIbHUX BE/IMKUX PaAHAOMI30BAHUX [OCHIOXKEHD,
CNPAMOBAHUX Ha OLiHKY BNAMBY MpenapaTty Ha KOPCTKi
CcepueBoO-CYaAMHHI KiHLeBi Touku. MNoaanblia iHTerpauis
OTPMMAHUX OOKA3iB Y MiXKHAPOAHI KNiHIYHI pekomeHaa-
uii cTaHe BMpiWanbHUM eTanom y TpaHcdopmauii obi-
LeTpaniby 3 NepcnekTUBHOI MOMIEKYNM B NMOBHOLIHHUIA
iHCTPYMEHT cy4YacHoi NpodiNaKTUKK Ta NliKyBaHHA aTe-
POCKNEPOTUYHUX CEPLIEeBO-CYANHHMX 3aXBOPHOBaHb.

MepcneKkTMBM NOAANbLUUX [OCNIAMKEHD.

Moaanbli 4OCNIAXKEHHA MatoTb 6YTM CNPAMOBaHI Ha
OLiHKY BNAMBY 0b6iuLeTpaniby Ha *KOPCTKi cepueBo-cy-
OVHHI KiHLEBI TOYKN Y BEIMKMUX PAHAOMI30BAHUX KAiHIY-
HUX [JOCNIAMEHHAX i3 TpMBaAMM CMNOCTEPEXKEHHAM.
MepcnekTMBHUM € BMBYEHHA edEeKTUBHOCTI nNpenapaTty
Y NALEHTIB i3 pe3nayanbHUM CepLueBo-CyaUHHUM PU3N-
KOM, 30Kpema 3 NiaBuLLEHUM piBHEM flinonpoTeiHy(a),
a TaKOX Yy CKAaZi KoMBiHOBaHOI Ninifo3HMKYBaAbHOI
Tepanii. OTpUMaHi pe3ynbTaTu [03BOMIATL BU3HAYUTU
ocTaTovHe Micue obileTpaniby B KNiHIYHUX peKoMeHaa-
LifX Ta CTpaTeriAx MepcoHani30BaHOro NikyBaHHA AuUC-
ninigemin.

References / Nitepatypa

1. Fan J, Watanabe T. Atherosclerosis: Known and unknown. Pathol Int. 2022;72(3):151-160. DOI: 10.1111/pin.13202.

2. Duarte Lau F, Giugliano RP. Lipoprotein(a) and its Significance in Cardiovascular Disease: A Review. JAMA Cardiol. 2022;7(7):760-769.
DOI: 10.1001/jamacardio.2022.0987. Erratum in: JAMA Cardiol. 2022;7(7):776. DOI: 10.1001/jamacardio.2022.2074.

3. Goldsborough E 3rd, Osuji N, Blaha MJ. Assessment of Cardiovascular Disease Risk: A 2022 Update. Endocrinol Metab Clin North Am.
2022;51(3):483-509. DOI: 10.1016/j.ecl.2022.02.005.

4. Guijarro C, Cosin-Sales J. LDL cholesterol and atherosclerosis: The evidence. Clin Investig Arterioscler. 2021;33(1):25-32. DOI: 10.1016/j.
arteri.2020.12.004.

5. Boffa MB, Koschinsky ML. Lipoprotein(a) and cardiovascular disease. Biochem J. 2024;481(19):1277-1296. DOI: 10.1042/BCJ20240037.

6. Lampsas S, Xenou M, Oikonomou E, Pantelidis P, Lysandrou A, Sarantos S, et al. Lipoprotein(a) in Atherosclerotic Diseases: From Patho-
physiology to Diagnosis and Treatment. Molecules. 2023;28(3):969. DOI: 10.3390/molecules 28030969.

7. Mohammadpour AH, Akhlaghi F. Future of cholesteryl ester transfer protein (CETP) inhibitors: a pharmacological perspective. Clin Phar-
macokinet. 2013;52(8):615-26. DOI: 10.1007/s40262-013-0071-8.

8. Rehman WU, Yarkoni M, llyas MA, Athar F, Javaid M, Ehsan M, et al. Cholesteryl Ester Transfer Protein Inhibitors and Cardiovascular
Outcomes: A Systematic Review and Meta-Analysis. J Cardiovasc Dev Dis. 2024;11(5):152. DOI: 10.3390/jcdd11050152.

9. Olmastroni E, Scotti S, Galimberti F, Xie S, Casula M. Ezetimibe: Integrating Established Use with New Evidence - A Comprehensive

Review. Curr Atheroscler Rep. 2024;27(1):10. DOI: 10.1007/s11883-024-01248-w.

10.Khan SU, Yedlapati SH, Lone AN, Hao Q, Guyatt G, Delvaux N, et al. PCSK9 inhibitors and ezetimibe with or without statin therapy for
cardiovascular risk reduction: a systematic review and network meta-analysis. BMJ. 2022;377:€069116. DOI: 10.1136/bmj-2021-069116.

11. Hummelgaard S, Vilstrup JP, Gustafsen C, Glerup S, Weyer K. Targeting PCSK9 to tackle cardiovascular disease. Pharmacol Ther.
2023;249:108480. DOI: 10.1016/j.pharmthera.2023.108480.

12.Mehta N, Dangas K, Ditmarsch M, Rensen PCN, Dicklin MR, Kastelein JJP. The evolving role of cholesteryl ester transfer protein inhibition
beyond cardiovascular disease. Pharmacol Res. 2023;197:106972. DOI: 10.1016/j.phrs. 2023.106972.

13.Nicholls SJ, Ditmarsch M, Kastelein JJ, Rigby SP, Kling D, Curcio DL, et al. Lipid-lowering effects of the CETP inhibitor obicetrapib in
combination with high-intensity statins: a randomised phase 2 trial. Nat Med. 2022;28(8):1672-1678. DOI: 10.1038/s41591-022-01936-7.

14.0gura M. Obicetrapib: There is still Life in the CETP Inhibitor! J Atheroscler Thromb. 2024;31(10):1367-1369. DOI: 10.5551/jat.ED265.

15.Chang B, Laffin LJ, Sarraju A, Nissen SE. Obicetrapib Rebirth of CETP Inhibitors? Curr Atheroscler Rep. 2024;26(10):603-608. DOI:
10.1007/s11883-024-01231-5.

16. Shinkai, Hisashi. Cholesteryl ester transfer-protein modulator and inhibitors and their potential for the treatment of cardiovascular diseas-
es. Vascular health and risk management. 2012;8:323-31. DOI: 10.2147/VHRM.S25238.

17.Ready JM. Toward a Best-in-Class Inhibitor of Cholesteryl Ester Transfer Protein (CETP). J Med Chem. 2021;64(18):13212-13214. DOI:
10.1021/acs. jmedchem.1c01540.

18.Dybiec J, Baran W, Dabek B, Fularski P, Miynarska E, Radzioch E, et al. Advances in Treatment of Dyslipidemia. Int J Mol Sci.
2023;24(17):13288. DOI: 10.3390/ijms241713288.

19.Hu W, Feng H, Liu Y, Xu X, Zhou P, Sun Z, et al. Recent advances in immunotherapy targeting CETP proteins for atherosclerosis preven-
tion. Hum Vaccin Immunother. 2025;21(1):2462466. DOI: 10.1080/21645515.2025.24624 66.

20.Nicholls SJ, Nelson AJ. CETP Inhibitors: Should We Continue to Pursue This Pathway? Curr Atheroscler Rep. 2022;24(12):915-923. DOI:
10.1007/s11883-022-01070-2.

21.Nicholls SJ, Ray KK, Nelson AJ, Kastelein JJP. Can we revive CETP inhibitors for the prevention of cardiovascular disease? Curr Opin
Lipidol. 2022;33(6):319-325. DOI: 10.1097/MOL.0000000000000854.

22.Deng S, Liu J, Niu C. HDL and Cholesterol Ester Transfer Protein (CETP). Adv Exp Med Biol. 2022;1377:13-26. DOI: 10.1007/978-981-
19-1592-5_2.

23.Marco-Benedi V, Cenarro A, Laclaustra M, Larrea-Sebal A, Jarauta E, Lamiquiz-Moneo 1, et al. Lipoprotein(a) in hereditary
hypercholesterolemia: Influence of the genetic cause, defective gene and type of mutation. Atherosclerosis. 2022;349:211-218. DOI:
10.1016/j.atherosclerosis.2021.08.009.

24.Borén J, Packard CJ, Binder CJ. Apolipoprotein B-containing lipoproteins in atherogenesis. Nat Rev Cardiol. 2025;22(6):399-413. DOI:
10.1038/s41569-024-01111-0.

25.Schmidt AF, Hunt NB, Gordillo-Marafién M, Charoen P, Drenos F, Kivimaki M, et al. Cholesteryl ester transfer protein (CETP) as a drug
target for cardiovascular disease. Nat Commun. 2021;12(1):5640. DOI: 10.1038/s41467-021-25703-3.

26.Taheri H, Filion KB, Windle SB, Reynier P, Eisenberg MJ. Cholesteryl Ester Transfer Protein Inhibitors and Cardiovascular Outcomes:
A Systematic Review and Meta-Analysis of Randomized Controlled Trials. Cardiology. 2020;145(4):236-250. DOI: 10.1159/000505365.

27.Brody JA, Sitlani CM, Psaty BM, Ye T, Ganz P, Floyd JS, Davies NM. Forecasting off-target drug toxicity using proteomic and genetic data:
insights from Torcetrapib. medRxiv [Preprint]. 2025. DOI: 10.64898/2025.12.03. 25341213.

28.McLain JH, Alsterda AJ, Arora RR. Cholesteryl Ester Transfer Protein Inhibitors: Trials and Tribulations. J Cardiovasc Pharmacol Ther.
2017;22(2):99-104. DOI: 10.1177/1074248416662349.

29.Nurmohamed NS, Ditmarsch M, Kastelein JJP. Cholesteryl ester transfer protein inhibitors: from high-density lipoprotein cholesterol to low-
density lipoprotein cholesterol-lowering agents? Cardiovasc Res. 2022;118(14):2919-2931. DOI: 10.1093/cvr/cvab350.

30. Tardif JC, Pfeffer MA, Dubé MP; dal-GenE Investigators. Pharmacogenetics-guided dalcetrapib therapy after an acute coronary syndrome.
Eur Heart J. 2022;43(48):5062-5063. DOI: 10.1093/eurheartj/ehac644.

31.Brodeur MR, Rhainds D, Charpentier D, Boulé M, Mihalache-Avram T, Mecteau M, et al. Dalcetrapib and anacetrapib increase apolipoprotein
E-containing HDL in rabbits and humans. J Lipid Res. 2023;64(1):100316. DOI: 10.1016/j.jlr.2022.100316.

32.Aidoud A, Guglieri M, Angoulvant D. Towards Precision Secondary Prevention: Pharmacogenetic Insights from the Dalcetrapib-ADCY9
Pathway. Eur J Prev Cardiol. 2025;2025:zwaf682. DOI: 10.1093/eurjpc/zwaf682.

70 ISSN 2077-4214. BicHuk npo6nem 6ionorii i meguumunm — 2026 — Bun. 1(180) / Bulletin of problems in biology and medicine — 2026 — Issue 1(180)
https://www.pdmu.edu.ua/ 1a https://vpbim.com.ua/



OornAaAaun NITEPATYPU / LITERATURE REVIEWS

33.Bahbah EIl, Shehata MSA, Alnahrawi Sl, Sayed A, Menshawey A, Fisal A, et al. Safety and Efficacy of Evacetrapib in Patients with
Inadequately-controlled Hypercholesterolemia and High Cardiovascular Risk; A meta-analysis of Randomised Placebo-controlled Trials.
Prostaglandins Leukot Essent Fatty Acids. 2021;168:102282. DOI: 10.1016/j.plefa.2021.102282.

34.Nelson AJ, Sniderman AD, Ditmarsch M, Dicklin MR, Nicholls SJ, Davidson MH, et al. Cholesteryl Ester Transfer Protein Inhibition Reduces
Major Adverse Cardiovascular Events by Lowering Apolipoprotein B Levels. Int J Mol Sci. 2022;23(16):9417. DOI: 10.3390/ijms23169417.

35.HPS3/TIMI55-REVEAL Collaborative Group, Writing Committee, Sammons E, Hopewell JC, Chen F, Stevens W, et al. Long-term safety
and efficacy of anacetrapib in patients with atherosclerotic vascular disease. Eur Heart J. 2022;43(14):1416-1424. DOI: 10.1093/eurheartj/
e€hab863.

36.0Ogura M. Obicetrapib: There is still Life in the CETP Inhibitor! J Atheroscler Thromb. 2024;31(10):1367-1369. DOI: 10.5551/jat. ED265.

37.Lim GB. LDL-cholesterol lowering with obicetrapib. Nat Rev Cardiol. 2025;22(7):463. DOI: 10.1038/s41569-025-01173-8.

38.Masson W, Barbagelata L, Lobo M, Nogueira JP, Handelsman Y. Lipid-lowering efficacy of obicetrapib: A comprehensive systematic review
and meta-analysis. J Clin Lipidol. 2025;19(3):412-421. DOI: 10.1016/j.jacl.2024.12.016.

39. Bittner V. Event Reduction With Obicetrapib: AWord of Caution. JAm Coll Cardiol. 2025;86(14):1059-1060. DOI: 10.1016/j.jacc.2025.08.031.

40.Bhatti MI, Safiullah M, Farhan K, Ali A, Abdullah S, Ali A, et al. Obicetrapib and its impact on lipid parameters: A comprehensive meta-
analysis of the latest evidence. J Clin Lipidol. 2025;19(6):1536-1549. DOI: 10.1016/j.jacl.2025. 07.003.

41.Krumholz HM, Pagidipati NJ. Obicetrapib and Cardiovascular Events: A Promising Signal in Need of Confirmation. J Am Coll Cardiol.
2025;86(14):1057-1058. DOI: 10.1016/j.jacc.2025.08.016.

42. Cariou B, Moulin P. Obicetrapib and CETP inhibition: An exception to the rule? Med. 2025;6(8):100780. DOI: 10.1016/j.med}.2025.100780.

43.Maalizadeh K, Parikh MA, Hunt CR, Frishman WH, Peterson SJ. Obicetrapib: A Novel Cholesterol Ester Transfer Protein Inhibitor. Cardiol
Rev. 2025. DOI: 10.1097/CRD.0000000000001136.

44.Lee SJ, Kim BK. Obicetrapib-ezetimibe combination therapy for patients with atherosclerotic cardiovascular disease. Lancet.
2025;405(10491):1720-1721. DOI: 10.1016/S0140-6736(25)00827-X.

45.Averna M, Cefalu AB. LP(a): The new marker of high cardiovascular risk. Nutr Metab Cardiovasc Dis. 2025;35(3):103845. DOI: 10.1016/j.
numecd.2024. 103845.

46.Dunn A, Ditmarsch M, Kastelein JJP, Kling D, Neild A, Davidson MH, et al. Guiding Dyslipidemia Treatment: A Population Pharmacokinetic-
Pharmacodynamic Framework for Obicetrapib. J Clin Pharmacol. 2024;64(9):1150-1164. DOI: 10.1002/jcph.2448.

47 . Kastelein JJP, Hsieh A, Dicklin MR, Ditmarsch M, Davidson MH. Obicetrapib: Reversing the Tide of CETP Inhibitor Disappointments. Curr
Atheroscler Rep. 2024;26(2):35-44. DOI: 10.1007/s11883-023-01184-1.

48.Guo M, Liu Z. Safety and Efficacy of Obicetrapib in Patients at High Cardiovascular Risk. N Engl J Med. 2025;393(9):927-928. DOI:
10.1056/ NEJMc2510693.

49.Kastelein JJP, Hsieh A, Dicklin MR, Ditmarsch M, Davidson MH. Obicetrapib: Reversing the Tide of CETP Inhibitor Disappointments. Curr
Atheroscler Rep. 2024;26(2):35-44. DOI: 10.1007/s11883-023-01184-1.

50.Sarraju A, Brennan D, Hayden K, Stronczek A, Goldberg AC, Michos ED, et al. Fixed-dose combination of obicetrapib and ezetimibe for
LDL cholesterol reduction (TANDEM): a phase 3, randomised, double-blind, placebo-controlled trial. Lancet. 2025;405(10491):1757-1768.
DOI: 10.1016/S0140-6736(25) 00721-4.

51.Nicholls SJ, Nelson AJ, Ditmarsch M, Kastelein JJP, Ballantyne CM, Ray KK, et al. Obicetrapib on top of maximally tolerated lipid-
modifying therapies in participants with or at high risk for atherosclerotic cardiovascular disease: rationale and designs of BROADWAY and
BROOKLYN. Am Heart J. 2024;274:32-45. DOI: 10.1016/j.ah}.2024.05.002.

OBILETPANIB AK IHTIBITOP BIIKA-NEPEHOCHUKA XONECTEPUNOBUX EDIPIB: KNIHIKO-®APMAKONOTIYHWIA
ornaa TA NEPCNEKTUBU 3ACTOCYBAHHA (OrNnAa4, NITEPATYPH)

AyHaesa . ., Kpusowanka O. B., MaytiHa O. |., AopoweHKo O. M., LWanosan O. M., YopHa H. C., Pyga H. .

Pestome. CepueBO-CyaMHHI 3aXBOPIOBAHHA 3a/1MLWAOTLCA NPOBIAHO NPUYNMHOK CMEPTHOCTI Y CBITI, a AncAini-
OeMifl € O4HMM i3 K/OYOBUX PaKTOPIB X PO3BUTKY. He3Barkaloum Ha HAABHICTb ePEeKTUBHUX NiNig03HMMKYBANbHUX
npenaparTiB, 3Ha4YHa YaCTUHA MALEHTIB i3 BUCOKUM i iy»Ke BUCOKMM CepLLeBO-CYANHHUM PU3UKOM HE OOCATAE Li/ibo-
BUX PiBHIB XON1€CTEPUMHY NiINONPOTEIHIB HMU3bKOI LLiNbHOCTI Ta 36epirae pesnayanbHUN CePLEBO-CYANHHUIN PU3KK. Y
LLbOMY KOHTEKCTi aKTya/lbHUM € NOLWYK HOBMX GapMaKONOrYHUX MilleHel Ta TepaneBTUYHMX CTpaTerin. IHribyBaHHSA
6inKa-nepeHOCHUKa xonectepmaosux edipis, 30Kpema 3a Lonomoroto obiueTpaniby Ak NpeAcTaBHUKA HOBOTO NOKO-
NIHHA CeNneKTUBHOTO iHribiTopa HifKa-nepeHocHMKa xonectepunosux edipis (CETP), po3rnaaaeTbecs SK NepcnekTns-
HUI Niaxia A0 KOMNAEKCHOT KopeKLUil ancainigemii.

MeTa — y3arasibHeHHA Ta KPUTUYHUIN aHani3 Cy4aCHUX eKCNepPMMEHTANbHUX i KNIHIYHUMX AaHUX Wwoao dapma-
KOJIOTIYHMX BacTMBoOCTel obiueTpaniby Ak cenekTMBHOroO iHribiTopa 6inKka-nepeHocHMKa xonectepunosux edipis
(CETP), ouiHKa 1Moro BNAMBY Ha MOKa3HWKM NinigHoro npodinto, ebekTMBHOCTI Ta 6e3neKkn 3a pesynbTaTamm KiHiy-
HUX gocnigxeHb lI-1ll a3, a TakoXK BU3HAYEHHA NOTEHLIMHOrO Micus NpenapaTty B Cy4acHUX CTpaTeriax Ninigo3Hu-
XKYBaNbHOI Tepanii y NaLi€HTIB i3 BUCOKMM Ta AyXKe BUCOKMM CePLEBO-CYAUHHUM PU3UKOM.

MpoBeaeHoO CUCTEMHUI OFNAA Ta aHaNI3 CyYaCHUX MiXKHAPOAHMX HAaYKOBUX AxKepen, NpuceaveHnx 6ionorivHin
poni 6inKka-nepeHocHMKa xonectepunosux edipis, papmakonoriyHMm BiacTMBocTaM iHribiTopis CETP Ta KniHiuHomy
3acTocyBaHHI 06iueTpaniby. Y npoueci 4oCniaKEHHA BUKOPUCTAHO METOAM TEOPETUYHOTO aHaNi3y, CMHTe3y Ta y3a-
ralbHEHHA A/1A BUOKPEMIEHHA KAOYOBUX MEXaHi3MiB Aji npenapaTy, KOoro BNAMBY Ha NiNigHWI Npodinb, a TaKoX
OLHKM epeKTMBHOCTI, 6e3MeKn Ta NOTEHLIMHOrO MiCUA B Cy4acHWX CTpaTeriax Ninifo3HWKyBaAbHOI Tepanii. byau
npoaHani3oBaHi gxKepena, B AKNX ONUCaHI AOCNIAKEHHA, BUKOHAHI 3 AOTPUMAHHAM €TUYHUX NPAaBU.

Y KniHiyHMx pgocnigxerHax -1l a3 obiuetpanib6 npoaemMoHcTpyBaB 3HauyLle 3HUKeHHs pisHiB JIMHLL, ano-
ninonpoTteiHy B Ta ninonpoTteiny(a) i3 cynyTHim niasuweHHam xonectepuHy JINBLL. Y gocnigskeHHsx BROADWAY
Ta TANDEM npenapat 6yB epeKTUBHUM SIK Y MOHOTepanii, Tak i B KombiHauji 3 e3eTMMibom y NaLieHTiB BUCOKOro
CepLeBO-CYAMHHOIO PU3KKY, AKi HE A0CATanmn WinboBUX NiNiAHUX NOKa3HUKIB. MNpodinb 6e3nekn 3anunwiascsa cnpmaT-
nvBuMm, 6e3 BNAMBY Ha apTepiasibHUI TUCK Ta FOPMOHA/IbHI CUCTEMM, LLLO NiATBEPAMKYE NoTeHuian obiueTpaniby gns
iHTEHCMBHOI KopeKUu,ii ancainigemii.

Ob6iueTpanib € nepcnekTMBHMM iHriGiTOpOoM BiNKa-nepeHoCHWKa xosiectepunosux edipie HOBOro MOKOJIHHA,
AKMUIA 3abe3neyye BuparkeHe 3HUMKeHHs JIMHLL, anoninonpoTeiHy B Ta ninonpoteiHy(a) y NoeAHaHHI 3 NigBULLEH-
Ham JINBLL i cnpuataneum npodinem 6esnekn. Pesynbratv KAiHiYHMX gocnigxers |-l ¢a3 niaTBepaxytoTh ioro
edeKTUBHICTb | A0BPY NepeHoCUMICTb AK Yy MOHOTepanii, TaK i B cCkNaai KombiHOBaHOT NiNiA03HMKYBaAIbHOI Tepanii,
Lo [03BONAE PO3rAfaTH obiueTpanib AK NOTEHLINHUIA IHCTPYMEHT KOpeKL|ii pe3nayanbHOro cepLeBo-Cy4uHHOTo
PU3KKY.
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Kntouosi cnosa: obiueTpani6, 6inok-nepeHoCHUK xonectepunosux edipis, gucainigemisa, niniLo3HUKyBabHa
Tepanis, cepueBO-CYAUHHUI PU3MK.

OBICETRAPIB AS A CHOLESTERYL ESTER TRANSFER PROTEIN INHIBITOR: A CLINICAL AND PHARMACOLOGICAL
REVIEW AND PROSPECTS FOR USE (LITERATURE REVIEW)

Dunaieva l. P., Kryvoshapka O. V., Pautina O. |., Doroshenko O. M., Shapoval O. M., Chorna N. S., Ruda N. G.

Abstract. Cardiovascular diseases remain the leading cause of mortality worldwide, and dyslipidemia is one
of the key factors in their development. Despite the availability of effective lipid-lowering agents, a substantial
proportion of patients at high and very high cardiovascular risk fail to achieve target low-density lipoprotein cho-
lesterol levels and retain residual cardiovascular risk. In this context, the search for new pharmacological targets
and therapeutic strategies remains relevant. Inhibition of cholesteryl ester transfer protein (CETP), particularly with
obicetrapib, a next-generation selective CETP inhibitor, is considered a promising approach to comprehensive dys-
lipidemia correction.

Aim is to summarise and critically analyse current experimental and clinical evidence on the pharmacological
properties of obicetrapib as a selective CETP inhibitor; to assess its effects on lipid profile parameters, efficacy, and
safety based on phase II-lll clinical trial results; and to define the potential place of the drug in contemporary lip-
id-lowering strategies for patients at high and very high cardiovascular risk.

A systematic review and analysis of current international scientific sources addressing the biological role of CETP,
the pharmacological properties of CETP inhibitors, and the clinical use of obicetrapib were conducted. Methods of
theoretical analysis, synthesis, and generalisation were applied to identify the drug’s key mechanisms of action,
assess its effects on the lipid profile, and evaluate its efficacy, safety, and potential role in modern lipid-lowering
therapy strategies. Sources describing studies conducted in compliance with ethical standards were analysed.

In phase II-lll clinical trials, obicetrapib demonstrated a significant reduction in LDL-C, apolipoprotein B, and
lipoprotein(a), accompanied by an increase in HDL-C. In the BROADWAY and TANDEM studies, the drug was effec-
tive both as monotherapy and in combination with ezetimibe in patients with high cardiovascular risk who had not
achieved target lipid levels. The safety profile remained favourable, with no effects on blood pressure or hormonal
systems, supporting the potential of obicetrapib for intensive dyslipidemia correction.

Obicetrapib is a promising next-generation CETP inhibitor that provides marked reductions in LDL-C, apolipopro-
tein B, and lipoprotein(a) in combination with increased HDL-C and a favourable safety profile. Phase II-Ill clinical
trial results confirm its efficacy and good tolerability both as monotherapy and as part of combination lipid-lowering
therapy, allowing obicetrapib to be considered a potential tool for addressing residual cardiovascular risk.

Key words: obicetrapib, cholesteryl ester transfer protein, dyslipidemia, lipid-lowering therapy, cardiovascular
risk.
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