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Clinical guidelines represent documents that contain structured information based on scientific evidence on prevention, diagnosis, treatment and rehabilitation,
and regulate professional activities of the medical community. Starting from January 1, 2025, it is planned to switch to the mandatory use of clinical
recommendations approved by the Ministry of Health of the Russian Federation, while the year of 2024 is an interim period for their application. However,
various methodological and ethical issues arise while developing and discussing clinical recommendations. They include a conflict of interests of the authors,
as well as aspects of its disclosure and settlement, accessibility of clinical recommendations for patients, as well as the discrepancy between the provisions
of the recommendations and their evidence base such as results of systematic reviews and meta-analyses. Resolution of these problems will significantly
improve the quality of clinical recommendations, and increase patient awareness of diseases and treatment approaches. This review analyzes a wide range
of methodological problems related to the development of clinical recommendations, examines regulatory acts and ethical principles issued by government
agencies, professional communities and international organizations, and makes suggestions to reduce the level of bias and, as a result, to increase the degree
of evidence of clinical recommendations.
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3TUYECKMUE ACNEKTblI CO3AAHUA KNMMHUNYECKUX PEKOMEHOALIMA ONA MPAKTUKYOLLIMX BPAYEN
E. . Apenuep’, A. B. Mygpoea' ™, 4. C. Maenos?
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KnnHundeckre pexkomeHpauum npefacTaBnsioT cobon [OKYMEHTbI, KOTOpble copepkaT 6asvpytoLLylocs Ha HayqHbIX [oKa3aTenbCTBax CTPYKTYPUPOBAaHHYHO
MHOPMaLMIO MO BOMPOCaM MPOMUIaKTUKL, ONArHOCTUKM, NIEYEHUSt U peabunmuTaum 1 pernaMmeHTpYoT NpodecCUOHabHYO OedTenbHOCTb BpadeOHOro
coobuectsa. C 1 aHBaps 2025 roga nnaHUPYETCst nepexon Ha obsi3aTenbHoe UCMOoNb30BaHE KNMHUHECKNX pekoMeHaaumin, ono6peHHbIX MYHUCTEPCTBOM
3apaBooxpaHeHns Poccuiickon ®efepaunn, B TO Bpemsi, kak 2024 rof, SABNSIETCS MPOMEXYTOYHbIM NeEpUoAoM UX npumMeHeHnsi. OfHako npu padpaboTke
N OBCY>XXAEHNN KITMHUHECKX PEKOMEHAALMIA BO3HMKAIOT Pa3/inyHble METOAONOMMHECKNE U 3TUHECKME MPobnembl. Cpeay HUX MOXHO BbIOENTb KOH(INKT
MHTEPECOB aBTOPOB, & TakXe acrnekTbl ero pasrfalleHVst 1 yperynmpoBaHunsi, BOMPOC AOCTYMHOCTU KMHUHECKUX PEeKOMeHAaUMn AN NaumeHToB, a Takke
HECOOTBETCTBYE MEX/Y MONOXEHUAMMN PEKOMEHIALIMI N X AoKa3aTeNbHOM 6a301 — pesynsratami cucTeMaTieckinx 0630p0B 1 MeTaaHaM30B. YperynmpoBaHme
NMepeYNCNEHHbIX NPOBIEM 3HAYMTENBHO MOBLICUT KAYECTBO KIIMHUYECKUX PEKOMEHAALINNA, a TaKXKe YBENMYAT OCBEAOMIIEHHOCTb MaLMEHTOB O 3a00/1EBaHMISX
1 nopxodax K neverHunto. B faHHOM 0630pe NpYBOAUTCS aHan3 LUMPOKOrO CreKTpa METOLONOMMHECKUX NPOobeM, CBA3aHHbIX C paspaboTKON KIIMHUYECKIMX
pekoMeHaaLmnii, paccMaTpBatOTCS HOPMAaTUBHO-NMPAaBOBbIE aKTbl 1 STUYECKME MPUHLMMBI, 13[aHHbIE FOCYAAPCTBEHHbIMU OpraHamu, NpogecCroHaIbHbIMM
COOOLLECTBAMY 1 MEXAYHAPOAHBIMIA OPraHn3aLyisiMm, 1 BbICKa3bIBAIOTCS MPELIONKEHVIS A1 CHKEHUS YDOBHS MPEAB3STOCTY U, KaK CNeACTBME, MOBbILLEHVS
CTeneHn [oKas3aTeNbHOCTY KIMHUHECKNX PEKOMEHAALINI.
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Clinical recommendations are documents regulating the
professional activity of a doctor and containing structured
information based on scientific evidence on prevention,
diagnosis, treatment and rehabilitation, including patient
management protocols (treatment protocols), medical
intervention options and a described sequence of actions
of a medical professional taking into account the course of
the disease, the presence of complications and concomitant
diseases, and as well as other factors affecting the results
of medical care. Starting from January 1, 2025, it is planned

to switch to the mandatory use of clinical recommendations
approved by the Ministry of Health of the Russian Federation
[1]. The year of 2024 is a transitional period for the application
of clinical recommendations [2].

In the process of developing and discussing clinical
recommendations by experts, a number of methodological and
ethical problems arise. They include a conflict of interests of
the authors, availability of clinical recommendations to patients,
discrepancy between the clinical recommendations and the
initial evidence base, results and conclusions of systematic
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reviews, which belong to the most evidence-based method
of analyzing scientific data. This paper examines a wide range
of methodological problems related to the creation of clinical
recommendations.

MATERIALS AND METHODS

The available literature devoted to the creation of clinical
recommendations and the methodological and ethical problems
that arise in this case is analyzed. We also reviewed the
regulatory and ethical framework governing the development
and implementation of clinical guidelines. These include
relevant laws, regulations, guidelines and ethical principles
issued by government agencies, professional communities and
international organizations. Key documents regulating this area
include materials published by the World Health Organization
(WHO), the Association of American Medical Colleges (AAMC),
the NICE Advisory Committee and the Clinical Guidelines
Committee of the American College of Physicians of the
American College of Physicians (ACP) [3-5]. For clarity, we
used the findings and data from systematic reviews developed
by the Cochrane Community Hepatobiliary Group (CHBG)
included in a number of international clinical recommendations.

Below we provide a detailed analysis of regulatory legal
acts and case studies on the ethical issues of forming clinical
recommendations, and make suggestions on how to reduce
the level of bias. Potential systematic errors in the selected
literature and research topics represent a limitation of our
research.

RESULTS AND DISCUSSION
Ethical aspects of writing systematic reviews

The review examines the ethical aspects of writing systematic
reviews taking Cochrane research as an example. Cochrane
systematic reviews are rightfully recognized as research of
the highest quality, which are resistant to bias due to a strict
standardized methodology.

Confiict of interest statement

A conflict of interest is a declaration by the author, which
contains provisions reflecting a personal direct or indirect
interest that affects or potentially has an impact on the
proper, objective and impartial performance of official duties.
By strength, conflicts of interest are divided into conflicts of
high, moderate and low strength, they are divided into active
and inactive ones by activity, and into financial and intellectual
ones by type [4]. Conflict of interest is one of the main ethical
aspects affecting the content of clinical recommendations.
To identify a conflict of interest, it is necessary to disclose all
possible conflicts of interest.

Members of the Cochrane Community are required to
declare any potential conflicts of interest annually and/or when
circumstances change. The members of the Management
Board declare all potential conflicts of interest over the previous
ten years. For other positions, the corresponding period is
three years [6]. A conflict of interest is declared with the help
of questionnaires. They are compiles and filled in using the
Convey Global Disclosure System, created by the Association
of American Medical Colleges (AAMC).

The main questions of the questionnaire relate to accepting
offers from commercial organizations with a financial interest
in the field of research by the applicant/his spouse/partner/
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relative, owning shares or parts of the shares in a commercial
organization with a financial interest in the field of research,
owning planned, issued or pending patents for products related
to the field of research.

Accessibility of information for patients

An important ethical aspect of the compilation of systematic
reviews includes accessibility of information to patients. To do
this, a patient-oriented summary is created for each review.
A team of volunteers is engaged in translating it from English
into other languages [7]. This form makes it possible to inform
patients about the methods of treatment and diagnosis of their
diseases, which increases the rate of awareness [8].

Ethical aspects of making clinical recommendations

An algorithm for resolving conflicts of interest
in the preparation of clinical recommendations

The main ethical principles of creating clinical recommendations
are transparency, proportionality, and impartiality. Transparency
means that all information about participants and solutions for
managing conflicts of interest is freely available. According to
the principle of proportionality, the strategy of interest conflict
management should be strengthened as their severity increases.
Conflict of interest should be assessed in an impartial manner [4].

The Clinical Guidelines Committee of the American College
of Physicians recommends the following algorithm for dealing
with conflicts of interest. Authors of clinical recommendations
fill in questionnaires about the presence of interests before
starting work on clinical recommendations, during which the
authors are required to declare new conflicts of interest. It is
also necessary to fill in a questionnaire on conflicts of interest
a year after writing clinical recommendations. A panel of
experts evaluates conflicts of interest and divides them into
groups depending on their strength.

Low-level conflicts of interest include any inactive high-level
conflict (for example, the author was a member of the advisory
board of a pharmaceutical company, but resigned last year),
any intellectual interest, which is only relatively related to
a clinical topic (for example, the author participates in writing
a weight loss manual and during the previous three years
participated in a study evaluating the effect of various diets
on cardiovascular diseases). In this case, the author can freely
participate in writing clinical recommendations.

Moderate conflicts of interest include intellectual interest,
which can lead to a cognitive bias (for example, the author
involved in the creation of clinical recommendations for blood
pressure control has been researching drugs for hypertension
for the previous 3 years), relationships with organizations that
can profit from cooperation with recommendations, but are
not interested in clinical conclusions of the recommendations
(for example, patent interest in software related to clinical
decision-making). Experts with medium-strength conflicts of
interest can participate in the discussion, but they are not entitled
to be authors of recommmendations and participate in voting.

Any active relationship (financial or other) with high-risk
organizations is considered a strong conflict of interest (for
example, an expert is currently a member of the advisory
board of a pharmaceutical company). If the expert is ready
to eliminate the conflict of interest, then he can be allowed to
develop a clinical recommendation. If the expert is unable or
unwilling to reduce the severity of the conflict of interest, he is
excluded from participation [4].
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Inconsistency of the provisions of clinical recommendations
with the results of systematic reviews

The provisions of clinical recommendations may quite often not
correspond to the results of systematic reviews. Participants
of the Cochrane Community hepatobiliary group conducted
a study comparing data from 7 systematic reviews prepared
by the Cochrane Community and 62 provisions of 9 clinical
recommendations of AASLD, EASL, NICE and BSG professional
communities. The following topics were included in the study:
ascites, hepatorenal syndrome, prevention and treatment
of spontaneous bacterial peritonitis, primary and secondary
prevention and treatment of bleeding from varicose veins of
the esophagus. The consistency between the conclusions
of the authors of the recommendations and the independent
assessment was 0.145 (95% ClI: 0.077 to 0.256), therefore,
disagreement was found in 85.5% of the statements of the
recommendations and the initial data of systematic reviews [9].
Thus, the strength of the recommendations was overestimated,
which suggests the need to introduce mandatory disclosure of
conflicts of interest for compilers of clinical recommendations.

Not all international and Russian professional communities
adhere to the policy of disclosing conflicts of interest. Some
experts prefer the results of their own research when making
clinical recommendations, and this is an important ethical issue.
This ethical problem can be solved by introducing a mandatory
questionnaire on the alleged conflicts of interest.

The skill of searching for and evaluating systematic errors
is currently not a criterion for selecting compilers of clinical
recommendations, which may also lead to a selective choice
of the provisions of clinical recommendations. To resolve this
contradiction, it is possible to introduce mandatory testing
and determine the qualifications of potential authors of clinical
recommendations. It is also possible to use systematic error
assessment tools such as GRADE and AMSTAR 2 when
evaluating systematic errors in clinical recommendations.
GRADE (Grading of Recommendations, Assessment,
Development, and Evaluations). GRADE is a transparent
system for the development and presentation of summaries
of evidence, through which a systematic approach to making
recommendations for clinical practice is possible. This is the
most widely used tool for evaluating the quality of evidence
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