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ETHICAL AND CLINICAL DILEMMAS OF USING LIPID-LOWERING THERAPY IN CHILDREN
WITH HEREDITARY DYSLIPIDEMIA
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The article reviews the bioethical concern in providing lipid-lowering therapy to children with hereditary dyslipidemia. The concern is associated with the gap between clinical
recommendations and official prescribing information. The purpose of the research was to perform a comparative analysis of regulatory documents, clinical recommendations
and prescribing information of 11 medicinal preparations including statins, cholesterol absorption inhibitors, fibrates, omega-3 polyunsaturated fatty acids and PCSK9
inhibitors. The analysis has shown the lack of pediatric-specific data regarding effectiveness and safety of 45% prescribed medications. It imposes direct age restrictions and
prevents their use in patients under 18. At the same time, clinical guidelines advocate for early initiation of therapy to reduce the lifetime risk of cardiovascular complications
in children with familial hypercholesterolemia. The discovered regulatory inconsistency creates a legal barrier and makes physicians encounter ethical difficulties. The results
emphasize the need to update regulatory documents and conduct additional clinical studies to ensure a safe use of lipid-lowering drugs in pediatric practice.
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3TUYECKMUE U KIIMHWUYECKUE AUNEMMbI FTMMNONUMNMUOEMUYECKOW TEPAMNN
MPU HACNEACTBEHHbIX OUCTTUMUOEMUAX Y OETEN

C. 4. Eperun, M. A. Knioesa =
Apocnasckuin rocyaapCTBEHHbIN MEAVLMHCKNIA YHUBEpCUTET, Apocnasnb, Poccusa

B cratbe paccmoTtpeHa 61o03TUHeckas npobrema HasHaveHUn rMnoMnNOAEMUYECKO Tepanuy AETAM C HaCNeLCTBEHHbIMM AUCMMMAEMUSIMUA, CBA3AHHAS
C Pa3pbIBOM MeX[y KIMHUYECKUMM PEKOMEHLALMAMN 1 ODMLMANBHBIMI MHCTPYKLMAMI NIeKapCTBEHHbIX CPeAcTB. Liensto nccnenosannst Gbin CpaBHUTENbHbIN
aHanM3 HOPMaTUBHO-MPABOBbIX AOKYMEHTOB, KIIMHUHECKUX PEKOMEHOAUMA 1 MHCTPYKLMIA NO NpyMeHeHnio 11 nmpenapaTos, BKKOHas CTaTWHbl, UHIMOUTOPBI
abcopbumm xonectepuHa, rbpaThl, oMera-3-nonMHEHACHILLEHHBIE >XXUPHbIE KUCNOTbl U MHIMbuTopbl PCSK9. AHanva nokasan, 4to y 45% npenapatos
orLmaneHO OTCYTCTBYIOT AaHHble O 6e30MacHOCTY M athdEKTVUBHOCTY B MeanaTpum, YTo HaknadplBaeT NpsiMble BO3PacTHbIE OrPaHNYeHnst 1 NpensTCTByeT
X MPVYMEHEHWIO Y MaumeHToB A0 18 neT. B TO »xe Bpems KNMHUHECKME PEKOMEHAALIM HACTaNBaOT Ha PaHHEM Hadane Tepanuu NSt CHKEHNS NMOXXU3HEHHOrO
pricKa KapayoBaCKyNSPHbIX OCNIOXHEHWIA Y [ETel C CeMEHON rinepxonectepuHemmein. OBHapy>KeHHOe HOPMaTUBHOE HECOOTBETCTBME CO3LAET MpPaBOBON
6apbep 1 CTaBUT Bpayei B ITUHECKM COXKHOE MONOXeEHWe. Pe3dynstaThl MOAHEPKMBAOT HEOOXOAVMOCTL OBHOBEHUSI PEMYNSTOPHBIX JOKYMEHTOB 1 MPOBEAEHWS
[OMONHUTENBHBIX KIMHUHECKUX MCCReaoBaHuin Ana 060CHOBaHMA 6E30MacHOr0 MPUMEHEHWS TMONMMMAEMUYECKX CPEACTB B AIETCKOW NMPaKTUKe.
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Initiating lipid-lowering therapy in children with hereditary
dyslipidemia presents a complex bioethical dilemma that
operates at the intersection of the recommendations and
regulatory prescriptions. Clinical recommendations based on
long-term cardiovascular risks state that some lipid-lowering
drugs should already be used in childhood. However, the
official contraindications listed in the instructions of many drugs
hinder the use of most statins in pediatric practice (with rare
exceptions). Thus, a physician has to make a difficult choice
by either following the approved instructions or considering the
treatment that goes beyond them. This article is devoted to the
bioethical analysis of this conflict.

MATERIALS AND METHODS

During the present study, a systematic comparative analysis
of regulatory and clinical databases regulating the use of

lipid-lowering therapy in pediatric practice was carried out.
Special emphasis was made on finding and analyzing the
contradictions between official patient information leaflets and
updated clinical guidelines.

Preparations for analysis were selected based on their
mentioning in modern clinical recommendations to treat
inherited dyslipidemia in children, in particular homozygous
and heterozygous familial hypercholesterolemia. The final
sample included 11 medicinal preparations belonging to
basic pharmacological groups such as statins (atorvastatin,
rosuvastatin, pitavastatin, simvastatin), cholesterol absorption
inhibitors (ezetimibe), fibrates (fenofibrate), omega 3 fatty acids,
PCSK9 inhibitors (alirocumab, evolocumab) and inclisiran.

An official patient information leaflet registered in the
Russian Federation was analyzed for every medicinal
preparation. Regulatory guidance was examined as of August
2025 through official sources such as the State Register of
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Medicines and Information Resources of Manufacturers of
Pharmaceutical Products. When analyzing the instructions, the
Contraindications and Pediatric Use subsections were given
special attention. Wording about age restrictions, specific
age thresholds, and justifications for the restrictions were of
particular interest. The obtained data were included within a
single base with a subsequent comparative analysis.

Relevant clinical recommendations were studied
simultaneously. Differences in approaches to the age of initiating
therapy, selection of first-line drugs and dosage schedules in
pediatric practice were compared.

RESEARCH RESULTS

A bioethical contradiction occurring during selection of therapy
for children with hereditary dyslipidemias, in particular familial
hypercholesterolemia, was detected during the research. The
contradiction consists in the gap between pressing clinical
recommendations [1] and officially registered patient information
leaflets [2-12] for the reviewed medicinal preparations.

The research is relevant due to high epidemiologic
prevalence of inherited dyslipidemias. Heterozygous
familial hypercholesterolemia (HeFH) is a moderately
common genetic disease, which is present in 1 per 200-
250 of the European population. Homozygous familial
hypercholesterolemia (HoFH) is a rare genetic condition with
an estimated frequency of 1 in 160,000 to 1 in 300,000,
which is characterized by an extremely unfavorable outcome
and early cardiovascular complications. The combination of
the high population prevalence of heterozygous FH and the
exceptional severity of homozygous FH shows the medical and
social significance of the problem and the need to develop
clear algorithms for managing pediatric patients, including early
diagnosis and timely initiation of therapy [13].

Clinical recommendations based on data from numerous
long-term studies and meta-analyses clearly demonstrate
the need for early initiation of drug therapy to reduce lifelong
cardiovascular risk. The use of lipid-lowering drugs is
considered as a treatment strategy aimed at preventing early
atherosclerosis and its complications.

Meanwhile, most official prescribing instructions contain
direct age restrictions or lack data on the use of the medicinal
agents in pediatric practice. This is how legal and regulatory
concerns for physicians arise [14].

To provide for a detailed analysis of this conflict, a list of
drugs mentioned in the current clinical guidelines for treatment
of homozygous and heterozygous FH in children has been

compiled:
— statins: atorvastatin, rosuvastatin, pitavastatin,
simvastatin;

— cholesterol absorption inhibitors: ezetimibe;

— PCSK9 inhibitors: alirocumab, evolocumab;

— other lipid-lowering agents: bempedoic acid, omega-3
polyunsaturated fatty acids, fibrates, inclisiran
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The results of the comparative analysis demonstrate a

pronounced regulatory gap.

Analysis of basic prescribing information has shown as

follows:

- five of the eleven drugs reviewed have formal
age-related restrictions for pediatric patients. In the
Contraindications or Pediatric Use sections it has been
shown that safety and effectiveness of rosuvastatin,
bempedoic acid, inclisiran, fenofibrate and omega 3
fatty acids are not established in children from 0 to 18
years old, whereas data on their use are limited [2-6].
The wording officially prohibits their use in minor children
due to the lack of sufficient evidential base required to
register the respective indications;

— four medicinal agents such as ezetimibe, evolocumab,
simvastatin and atorvastatin are officially approved in
children 10 years and older [7-10];

— alirocumab is contraindicated in children under 8, due
to the lack of safety and effectiveness data for this age
(11}

— pitavastatin is associated with the following age
restrictions: it is contraindicated in children under 6 due
to the lack of sufficient data for patients of this age [12].

Thus, a considerable part of medicinal agents registered

in the Russian Federation have direct age-related limitations
in patient information leaflets or lack sufficient clinical data
hindering their use in pediatric practice. It forms a significant
legal and regulatory barrier for a treating physician. According
to par. 4 of article 37 of Federal Law dated November 21,
2011 No. 323-®3 (amended as of December 28, 2024) ‘On
fundamental healthcare principles in the Russian Federation’
[14], medicinal agents should be prescribed and used
based on the patient information leaflet only. Thus, a direct
age-related limitation (‘contraindicated to children under 18’)
or information on the lack of using the prescription drugs in
pediatric populations makes legal prescription of the medicinal
agent to pediatric population impossible thus creating a legal
dilemma for a clinician when the medicinal agent is essential
for therapeutic treatment.

CONCLUSIONS

The conducted research resulted in detection of a bioethical
and regulatory contradiction associated with the use
of lipid-lowering therapy among children with inherited
dyslipidemias. The purpose of the study to detect and
analyze a discrepancy between clinical recommendations
and patient information leaflets has been achieved. According
to the analysis, modern clinical practice recommends early
initiation of therapy so that a long-term cardiovascular risk
could be decreased, whereas patient information leaflets
contain significant age-related restrictions and shortage of
data that hinder the use of certain lipid-lowering agents in
childhood.
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