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LITERATURE REVIEW

ETHICAL ASPECTS OF CREATING CLINICAL GUIDELINES FOR PRACTITIONERS
Dreytser ED', Mudrova AV' =, Paviov CS?

"The First Moscow State Medical University of the Ministry of Health of Russia (Sechenov University), Moscow, Russia
2Botkin City Clinical Hospital, Moscow, Russia

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.

Key words: clinical recommendations, systematic review, meta-analysis, conflict of interest, systematic error, Cochrane

Author contribution: Dreytser ED — search and analysis of literature, writing the text of the article; Mudrova AV — search and analysis of literature, writing the text
of the article; Pavlov CS — development of the basic concept of the study, writing the text of the article, editing the text of the article.
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3TUYECKMUE ACNEKTblI CO3AAHUA KNMMHUNYECKUX PEKOMEHOALIMA ONA MPAKTUKYOLLIMX BPAYEN
E. O. Apenuep’, A. B. Mygpoea' ™, 4. C. Maenos?

"Mep.bln MITMY 1M, L. M. CeveHoa MuHagpasa Poccum (CeveHoBekui YHneepcuteT), Mocksa, Poccuist
2Topopckas knuHndeckast 6onbHuLa um. C. . BotkuHa O3M, Mocksa, Poccuist

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.

KniouyeBble croBa: KIIMHUYECKME PEKOMEHALNN, CUCTEMATUHECKIIA 0630p, MeTaaHanna, KOHMINKT MHTEPECoB, cucTeMaTdeckas olmnoka, Cochrane

Bknap astopos: E. [1. [IperiLiep — MOUCK 1 aHamM3 INTEPaTypbl, HanMcaHmne Tekcta ctaten; A. B. Myaposa — NOVCK 1 aHanm3 aMtepaTypbl, HanncaHue TekcTa
ctatbu; Y. C. MNaenos — paspaboTka OCHOBHOW KOHLIENLMM UCCNefoBaHNS, HanMcaH1e TekcTa cTaTbil, pefakTupoBaHmne TeKcTa cTaTbi.

<] Onsa koppecnoHaeHuun: AHacTtacusi BacunbesHa Myoposa
CeeTnoropckuii npoesg, 4.5, k.. 58, . Mocksa, 125476, Poccus; moodrova.a@yandex.ru

Cratbs noctynuna: 24.05.2024 CtaTtbsi NpuHaTa K neyatu: 16.06.2024 Ony6nukoBaHa oHnaiH: 30.06.2024

DOI: 10.24075/medet.2024.013

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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COMPARATIVE ANALYSIS OF THE ADAPTABILITY OF COVID-19 PANDEMIC CLINICAL TRIAL
PROTOCOLS BY SEVERAL SPONSORS
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The pandemic caused by the SARS-CoV-2 virus has put a huge strain on health systems around the world. Clinical trials of new drugs were also influenced by
the pandemic, during which Sponsors came across a number of problems, including ensuring patient safety and maintaining the ability to obtain reliable data
in the course of ongoing research. The purpose of this study was to compare the protocols of clinical trials of two Sponsors, approved by the Russian health
authorities for three years, from 2017 to 2019, by their adaptability to the SARS-CoV-2 virus pandemic. 23 protocols and 51 amendments were studied in total.
The amendments published in 2020 by both Sponsors underwent a comparative analysis to determine the degree of their influence by the pandemic. Statistical
processing of the results was carried out using the correlation analysis. Conclusions were drawn about the Sponsors’ approach to clinical trial planning and
establishing the safety margin of clinical trial protocols.
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CPABHUTEJIbHbIM AHANTIN3 ADANTUBHOCTU NPOTOKOJTOB KNIMHUYECKUX UCCNEQOBAHNN
K MAHOEMWIK COVID-19 HECKOJIbKMX CIMMTOHCOPOB

A. 1. Xoxnos, A. A. Eneckura =, J1. M. Benbumk
SApocnasckuii rocyAapCTBEHHbIN MEANLIMHCKUI YHUBEPCUTET, Apocnasns, Poccus

MaHaemusi, BbidBaHHas BYpycom SARS-CoV-2, co3pana orpoMHYI0 Harpy3ky Ha CUCTEMbl 34PaBOOXPaHEHVs Mo BceMy MYpy. 1of 3TM BIMSIHEM OKagaich
1N KNIMHUYECKIE NCCNEA0BaHNS HOBbIX IEKaPCTBEHHbIX NPenapaToB, B TEHEHWE KOTOPbIX CMOHCOPbI CTOSKHY/IMCE C PSAOM NPOBRem, B TOM Y1cne C 06ecneveHnem
6€30MacHOCTN MaUMEHTOB 1 COXPaHEHNEM BO3MOXKHOCTV MOMTyHEHUST LOCTOBEPHbBIX JaHHbIX B XOL4Ee TEKyLLUMX UccnefoBanHui. Liensto JaHHOro nccnegoBaHms
ObIN10 CpaBHEHWE NMPOTOKOMOB KIMHUHYECKNX UCCNER0BAHNIA IBYX CMIOHCOPOB Ha VX afanTuBHOCTb K NaHaemMun Bupyca SARS-CoV-2, yTBepXXAEHHbBIX opraHamm
3apaBooxpaHeHns Poccum B TedeHme Tpex neT, ¢ 2017 no 2019 r. BktoumTensHO. Beero 6b11o n3ydeHo 23 npoTtokona 51 nonpaska. Nonpasku, ony6nMkoBaHHbIe
B 2020 r. 060oMMM CNOHCOPamMK, MOABEPIINCE CPABHUTENBHOMY aHan13y s onpefeneHns CTeneHn BAMSHS Ha HX NaHgeMUYeckon cutyaummn. CtatmcTudeckas
obpaboTka pesynsTaToB MPOBOAMMIACH C WUCTONb30BaHNEM KOPPENALMOHHOMO aHanmsa. Bbinn caenaHbl BbIBOLbI O MOOXOAE CMOHCOPOB K MaHMpPOBaHUIO
KNMHWUYECKNX NCCNe0oBaHNA U O 3anace NPOYHOCTY MPOTOKOMOB KIMHUYECKX NCCNEAoBaHNIA.
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Many spheres of human life such as society, trade, economy,
and environment were influenced by the SARS-CoV-2
pandemic but it was the global health system that experienced
the maximum burden. This also affected the conduct of clinical
trials of new drugs, as Sponsors, centers and researchers
faced a number of serious problems.

They primarily concerned the possible risk of the virus
spreading among participants in clinical trials, other patients,
and medical professionals [1]. Due to government restrictions
on the movement and border closures, which caused
interruptions in the supply of equipment and investigational
medicines, some studies were stopped or recruitment of
new patients was slowed down [2,3], and a quarantine was
enforced or centers were closed as they focused on dealing
with COVID-19 infection [4,5].

The impact of the above problems on current clinical
trials can be considered inevitable, since health systems

and societies as a whole were not ready to cope with such
a situation, and therefore global health authorities had to react
promptly to the problems encountered during the research.

In several countries, regulatory authorities were forced to
slow down and even stop issuing permits for new clinical trials,
for example, the EU guidelines on conducting clinical trials
during the COVID-19 pandemic recommended to critically
evaluate the start of new studies if they were not aimed at
testing new drugs for the treatment of COVID-19 [6].

The Russian health authority also introduced some
changes. According to the data, in 2020 [7] the average period
for obtaining permission to amend protocols increased from 48
to 65 days compared to 2019. Also, the period for obtaining
permits for conducting clinical trials, import of medicines and
import/export of biological samples increased from 87 to 103
days, from 15 to 17 days and from 20 to 22 days, respectively.
At the same time, permits to conduct the trials for COVID-19
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treatment were issued on an accelerated basis, but COVID-19
research occupied the 3rd place only in terms of the number
of permits issued for clinical trials.

In this critical situation, the U. S. Food and Drug
Administration (FDA) has also published new guidelines for
conducting clinical trials [8].

At the same time, the pandemic has driven the regulatory
authorities towards introducing elements of decentralized
research. These are studies in which some or all of the clinical
trial activities take place in a non-traditional location, such as
home of the study participant, a local medical facility, or the
nearest laboratory. It also implies the use of digital technologies
such as electronic consent, applications, portable devices,
patient-reported results, and telemedicine [9].

It is important to note that the primary tasks for Sponsors and
health authorities were to ensure the safety of test participants
during ongoing clinical trials [10,11] and to preserve the possibility of
obtaining reliable data and compliance with all measures prescribed
by the protocol. In this regard, pharmaceutical companies were
forced to solve the problem of continued use of the studied drugs
for the included participants and the need to change the methods
and place of monitoring during ongoing studies.

Thus, at the same time, home visits were introduced to
patients (to collect laboratory tests and infusions of investigational
drugs), direct delivery of educational materials and medicines to
participants, video and telephone assessment (for example, to
check the patient’s safety and current health status, to report test
results), and remote patient monitoring by the Sponsor [12,13].

Thus, the problem of compliance with the protocol-specified
procedures such as systematic administration of the
investigational drug, adherence to prescribed protocols,
evaluation of treatment effectiveness, laboratory procedures
and analyses, as well as adequate monitoring by Sponsors
has been solved. And this, in turn, could affect reliability and
interpretation of the data obtained during the research [14, 15].

However, the Sponsors were required to describe all new
changes affecting the safety and well-being of patients, as well as
to provide clear instructions to research teams for each individual
study by issuing amendments to clinical trial protocols. As it is
known, an additional purpose of issuing these amendments is to
prevent financial losses by closing expensive trials [16].

At the same time, amendments to clinical trial protocols
are common practice and their release is due to a number of
reasons, for example, the introduction of new standards of care;
changes related to medicines that were approved for use before
and during a clinical trial; availability of new safety data; requests
from regulatory authorities and other supervisory organizations.
Also, the reasons for amending the protocol may be amended
criteria for inclusion of patients due to a change in the research
strategy and difficulties in recruiting patients [17,18].

The study [19] analyzed the impact of the COVID-19
pandemic on changes in clinical trial protocols, according
to which 14 protocol amendments were issued in 2020, at
the height of the pandemic. Only one of them was related to
the COVID-19 pandemic and released at the initiative of the
Sponsor, which shows a high level of concern for patient safety.
The remaining 13 amendments were about the routine changes
during the study. Therefore, it can be concluded that, in
general, the company has a comprehensive approach to how
clinical trials can be planned, since protocols have a margin of
safety. That is why the pandemic did not affect the increase
in the number of amendments issued. An analysis of the
amendments of the aforementioned Sponsor showed that its
protocols had a margin of safety, however, we could not apply
this statement to all Sponsors of clinical trials. In this regard, the
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already studied protocols of Sponsor | and the yet unexplored
protocols of clinical trials of Sponsor Il were compared to
find out how adaptable the protocols are in response to the
SARS-CoV-2 virus pandemic.

MATERIALS AND METHODS

Amendments to the research protocols of two Sponsors, who
were granted permits by the Ministry of Health of the Russian
Federation to conduct clinical trials for 3 years (2017-2019)
were analyzed.

During this period, Sponsor | of the Ministry of Health of
the Russian Federation approved 27 clinical trials, 5 of which
were subsequently given to contract organizations to conduct
clinical trials. In 2 of 22 studies, there were no amendments to
the protocol, so they were not included in the analysis.

Sponsor Il received permits to conduct research only in
2019, no approvals were received for 2017 and 2018. Thus,
3 clinical trials and 12 amendments hereto were reviewed.

THE RESULTS OF THE STUDY
Sponsor |

The largest number of adjustments to the Cl protocols were
issued in 2020, namely, there were 14 (36%) of them. There were
fewer (13 (33%)) amendments in 2019, 9 (23%) in 2018, whereas
the minimum number (3 (8%)) was recorded in 2017 (fig.1).

In 2020, 14 amendments were issued, which is the largest
number within the all the analyzed years, with 5 of the 14
being associated with requests from health authorities. At the
same time, only one amendment was issued in response to
the ongoing COVID-19 pandemic as it was difficult for patients
to make visits to the center and receive the investigational
drug. Accordingly, the schedule of visits was adjusted and
the possibility of delivering the drug to patient’s home was
provided. One adjustment was associated with the identified
risk of hepatitis B reactivation, and another one with the
addition of drugs as recommended concomitant therapy for
patients participating in the study. The reasons for the release
of three subsequent amendments are as follows: a change
in the dosage of the drug used in the study, introduction of
additional parameters for the distribution of patients and
clarification of general information about the study. The other
two adjustments relate to a change in protocol procedures.
At the same time, different sections of all issued amendments
contained adjustments in response to the ongoing pandemic
in order to ensure patient safety and preserve the possibility of
obtaining reliable data in the course of research. For example,
it was allowed to include patients who changed studies and
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Figure 1. Distribution of Sponsor I's amendment output by year
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could not complete the end-of-treatment visit as part of the
previous study. Additionally, the possibility of delivering the drug
from the centers to the home of Cl participants was added.

Sponsor Il

The largest number of edits was published in 2019. It slightly
exceeds a half of the total (58%). Only two (18%) amendments,
two (18%) amendments and one more amendment were
published in 2020 (18%), 2021 (18%) and 2022 (9%)
respectively. It should be noted that no amendments were
issued in 2017 and 2018, since no single study was launched
by Sponsor Il in these years (fig.2).

In 2020, the first amendment was issued in connection with
an update of security data and a change in visit procedures. The
second amendment was published due to data clarification and
editorial changes, that is, it was typical for emerging changes during
the course of a clinical trial. Note that none of these amendments
were related to the COVID-19 pandemic, but all of them were
associated with the routine practice of conducting a clinical trial.

Nevertheless, in addition to routine changes to the first
amendment under consideration, changes related to the
pandemic were nevertheless included, namely, information on
the need to ensure patient safety, compliance with the therapy
regime, and admission of alternative methods of conducting
visits (telephone contact, virtual visit, conducting some visits at
home, home delivery of medicines, postponement of the visit,
collection of biological samples and conducting procedures at
home), which will not be considered deviations from the protocol
and preserve the integrity of the study itself, will be added to the
section on deviations from the protocol. Within the framework
of the same protocol, the criteria for significant deviations
from the protocol were clarified. At the same time, due to the
situation caused by the SARS-CoV-2 virus, other paragraphs
of the protocol text within the amendment did not contain any
additional changes. In another study, which underwent changes
in 2020, information about the impossibility of including a patient
in the study or excluding an already treated patient if he has
a positive rapid test for the SARS-CoV-2 antibodies was added
to the ‘Exclusion/non-inclusion criteria’ section.

Accordingly, an express coronavirus test was included in
the list of procedures at the screening visit and in the list of
necessary laboratory tests, and the parameters for including
patients in the study were adjusted. Centralized and/or remote
monitoring was provided, ensuring the proper quality of the
clinical trial and respecting the rights of the patient.

At the same time, no adjustments regarding changes in
the types of visits for patients or the introduction of elements
of decentralized research, the use of which would not be
considered a deviation from the protocol, were added to this
protocol as in the previously considered amendment.

9%

[ 2019
[ 2020
Il 2021

[ 2022
58%

Figure 2. Distribution of Sponsor II's amendment output by years

DISCUSSION OF THE RESULTS

Sponsor | published 14 amendments in 2020, while only one
amendment was issued in response to the ongoing COVID-19
pandemic as it was difficult for patients to make visits to the
center, and receive a drug, accordingly. All other edits were
related to regular updates of data and information during
research.

In 2020, Sponsor Il released only 2 routine corrections in 2
different studies. It is worth noting that the number of adjustments
issued during the year was very different compared to Sponsor |,
however, this is due to the number of conducted trials.

CONCLUSIONS

Thus, it can be concluded that Sponsor | demonstrates
a comprehensive approach to how clinical trials can be
planned, since the protocols have a margin of safety and
do not require surgical intervention for adjustments during
emergencies. It is only necessary to include any relevant
additions and clarifications in the protocols for the research
team. It is safe to say that Sponsor | reacted promptly to the
ambiguous global situation by adapting the current tests to the
decentralized research.

The situation with Sponsor Il is ambiguous, since, on the
one hand, the number of amendments in this year is minimal,
however, the changes that we see in the issued amendments
do not fully guarantee that these protocols have a margin of
safety and will be able to provide reliable data. This is due to
the fact that one amendment provided for remote visits and
home delivery of the drug for patient safety, but the possibility
of remote data monitoring was not included. Also, the situation
with patients who are being treated already, who are likely to be
diagnosed with a viral disease, and its impact on their health
status, as well as on obtaining data, was not thought out.

In the Second Amendment, changes in response to the
pandemic situation had a more thoughtful approach to patient
health safety. This was due to the inability to include the patient
in the study or exclude an already treated patient if he had
a positive rapid test for antibodies to the SARS-CoV-2 virus. At
the same time, this amendment did not include the variability
in the methods of conducting routine visits for patients, while
remote monitoring visits for the Sponsor were allowed.

Thus, Sponsor Il partially implemented elements of
decentralized research, which, in one case, did not fully ensure
patient safety, without addressing the problem of the quality of
the data obtained. In another case, the safety of the treated
patients was ensured to a greater extent, as well as obtaining
reliable information during the study.

[t can be concluded that the quality of the data obtained
by Sponsor Il during the research is questioned due to the
unreliability and lack of thought of the issued amendments to
the protocols. These protocols are not adaptive in emergency
situations, both from the point of view of a patient’s safety and
from the point of view of the possibility of reliable data obtained
during research and their interpretation. Moreover, the Sponsor
was unable to adapt the research to a decentralized format in
an emergency situation. This analysis showed that Sponsors of
clinical trials should pay attention to a more thoughtful approach
to writing clinical trial protocols to ensure a wider margin of
safety and their adaptability to the constantly changing reality
in which clinical trials are conducted. Regulatory authorities in
the health sector should also draw the attention of Sponsors
to this problem while approving research on the territory of
a particular country.
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LITERATURE REVIEW

ETHICAL AND SOCIAL ASPECTS OF TEENAGE PREGNANCY
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Teen pregnancy remains one of the key social issues that deeply affects not only the life of a young mother and her child but their inner circle and society as well.
In spite of multiple efforts to reduce its prevalence rate, teen pregnancy is still a pressing issue in many countries. Currently, there are several key problems that
can result in an increased risk of teen pregnancy. They include an early beginning of sexual activity, history of sexual abuse, low social and economic status, lack
of parental care and support, cultural and family behavioral models, use of psychoactive substances, poor academic performance and expulsion from school. In
addition, the probability of a repeated teenage pregnancy is significantly increased, passing the problem on from one generation to another. This article is aimed
at a comprehensive analysis of these factors and statistical data in order to better understand the problem of teenage pregnancy, assess its consequences for the
health and well-being of those underaged and their children. Special attention is paid to the ethical and social aspects of teenage pregnancy.
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3TUYECKME U COLUMUATIbHBIE ACMEKTbI MOAPOCTKOBOW BEPEMEHHOCTU

A. 10. KypmaHraneesa' ™, E. B. Cubupckas'?

" Mopo30BCKasi AeTcKasi FOpOACKast KnHndeckast 6onbHuLa . Mocksbl, Mocksa, Poccust
2Poccuiickas aeTckas kKinmHudeckast 6onbHuLa, punvan PHAMY um. H. U. Muporosa, Mocksa, Poccus

MoppocTkoBas 6epeMEHHOCTb OCTAETC OAHOM 13 KIKOHEBbIX COLMaNbHbIX MPOBEM, OKa3bIBaOLLMX MyOOKOe BAMSIHME HE TONBbKO Ha XWM3Hb Camoi MONOLOM
Mambl 1 ee pebeHKa, HO 1 Ha OM3Koe OKPYXKeHWe 1 OOLLIECTBO B LENOM. HeCMOTPSt Ha MHOXXECTBEHHbIE YCUAMSA MO CHWKEHMIO ee PacnpOCTPaHeHHOCTH,
NoApPOCTKOBast 6EPEMEHHOCTb MPOAOIIKAET OblTb aKTyabHOM NPOBAEMOA BO MHOMUX CTPaHax Munpa. B HacTosLlee BPeMS BbIAENAOT HECKOBKO KITIOHEBbIX
(haKTopOB, KOTOPbIE MOMYT CMOCOOCTBOBATL MOBbILLEHHOMY PUCKY BO3HUKHOBEHWS MOAPOCTKOBOW GepemeHHOCTU. Cpean HUX — paHHee Hadano MonoBoW
JKVBHYW, aHaMHE3 CEeKCyaslbHOro HaCWNS, HU3KWIA COLMaIbHO-OKOHOMUHECKIIA CTaTyC, HEAOCTATOK POAUTENBCKOrO BHUMAHWS 1 YXOAA, @ TakxkKe KyNbsTypHble
N CemellHble MOAEenM MoBeAeHVs, ynoTpebneHne MCUXOaKTVBHbBIX BELLECTB, Moxas YCneBaeMoCTb W OTYMCeHre M3 wKonbl. Kpome Toro, BeposiTHOCTb
MOBTOPEHWUS CLieHapWst MOAPOCTKOBOW 6EPEMEHHOCTN B COBCTBEHHOW »K3HN MOIOAOM MaMbl 3HA4UTENBHO BO3pacTaeT Npu nepeknagbiBaHny npobnemsl 13
MOKONEHWS B MOKONeHwe. [laHHas cTaTbst HanpaeneHa Ha BCECTOPOHHUI aHanM3 ykasaHHbIX hakTopOB 1 CTAaTUCTUHECKUX AaHHBIX C LIEbIO TyYLLIEro MOHUMaHNS
npobnembl MOAPOCTKOBON 6EPEMEHHOCTY, OLEHKM ee MOCNEACTBUN ANA 300P0BbSA 1 6Narononyymst HECOBEPLUEHHONETHUX 1 X getein. Ocoboe BHUMaHMe
YAENEeHO 3TVHECKUM U CoLMarnbHbIM acrekTam, CBA3aHHbIM C MOAPOCTKOBOM 6epeMEHHOCTBIO.

KnioyeBble cnoBa: noapocTkoBas H6epemMeHHOCTb, CoLanbHble NPOGeMbl, MONOBOE BOCMUTaHME, MpaBa HECOBEPLLEHHONETHIX, PENPOAYKTUBHOE 300P0BLE
[OeTel 1 NogpOCTKOB, OOLLECTBEHHOE 34PaBOOXPaHEHVE

Bknap aBtopoB: A. tO. Kypmarraneesa, E. B. Cubupckas — KoHuenuust 1 auaaitH uccneposanus; A. KO. KypmaHraneeBa — cbop, obpaboTka martepviana
1 Hanmcanue TekcTa, E. B. Cnbupckas, A. HO. KypmaHraneesa — pegakTpoBaHme.
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In modern society, sexual relations among minors are perceived
as something common without being condemned or receiving
much attention from adults. However, despite the apparent
normalization of early sexual contacts, the topic of personal
hygiene and contraception in the framework of family education
remains insufficiently covered, which often leads to negligence
of these important aspects. Due to this trend, the cases of
early sexual intercourse are on the rise making it a normal thing
before marriage. However, the problem of teenage pregnancy
continues to be relevant and arouses lively public interest(1, 2].
For example, only 40% of teenage mothers graduate from high
school and less than 2% complete the college [3]. The purpose
of this review is a comprehensive analysis of the factors affecting
teenage pregnancy and an assessment of its consequences for
the health and well-being of minors and their children.

MATERIALS AND METHODS

A literature review was conducted, including articles and reports
from international organizations such as WHO and UNICEF.
Statistical data, trends and risk factors of teenage pregnancy
taken from national and international databases, including
Rosstat and WHO, are analyzed. A quantitative analysis of
data on fertility, abortions and the risks of teenage pregnancy
was performed. The literature was searched for keywords such
as ‘teenage pregnancy’, ‘medical ethics’ and ‘legal aspects’
limited by language (Russian and English) and document type.

The purpose of the article is a comprehensive analysis of
the ethical and legal aspects of teenage pregnancy. The article
is aimed at assessing the impact of teenage pregnancy on
health and well-being of minors and their children, as well as
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studying statistical data and influencing factors for a deep
understanding of the problem and formation of an adequate
legal framework for all stakeholders.

DISCUSSION

There was an increase in the birth rate among adolescents up to
the 1990s, but subsequent years were marked by its decrease.
This trend is closely related to the so-called contraceptive
revolution. The basic changes occurred due to a significantly
improved access to contraceptives. In the west, changes
occurred in the 1960s and 70s, while in Russia it happened
much later. In the USSR, there was no domestic production
of hormonal contraceptives, and official medical policy was
skeptical about their use due to possible side effects. In the
decade of the 2010s, the teenage birth rate has begun to
decline again. According to experts, it happened due to spread
of smartphones, which made information about contraception
much more accessible. Thus, access to information about
methods of prevention has contributed to a decrease in the birth
rate among adolescents both in Russia and western countries.

According to data obtained in 2019, the number of
pregnancies among adolescents aged 15 to 19 in low- and
middle-income countries is equal to approximately 21 million
pregnancies per year [4]. Half of these pregnancies are
unplanned, and 55% of these unplanned pregnancies end in
abortions, many of which are criminal.

According to WHO, [5] the fertility rate among girls aged
15-19 years decreased from 64.5 cases per 1,000 girls to 42.5
cases per 1,000 girls in 2021.

According to UNICEF [6] and a meta-analysis of 217
publications [7] with a total of more than 9 million participants,
it was revealed that one of eight girls under the age of 18 was
sexually abused.

The number of births by maternal age and the order of birth
in the Russian Federation in 2022 are presented in table 1.

OB30P JINTEPATYPbI

The number of births by maternal age decreases every
year. Thus, it amounted to 54,074 among those aged 15-17
years and 221,473 among those aged 18-19 years in 1990,
and 9,438 and 40,116 respectively in 2022. For clarity, the
age-related fertility rates (live births per 1000 women) are
presented in Table 2.

It is obvious that teenage pregnancy rates have decreased,
but they still remain a serious problem in the Russian Federation.
There is also a decreased rate of abortions. Thus, it was 0.3
per 1,000 up to 15 years old and 8 per 1,000 for 15-17 years
old in 2015 and 0.2 and 3.5 in 2022, respectively [8]. This is
due to the contraceptive revolution, availability of information,
sexual education and a more trusting relationship with parents.

According to The Bulletin of the World Health Organization
devoted to teenage pregnancy, risk factors for pregnancy in
minors can be divided into two groups: social and economic.
Social factors include poor living conditions and quality of
life, low level of education, early marriages, violence, a weak
level of security, and difficulties in family relations. Economic
factors include the lack of financial opportunities to purchase
contraceptives, obtain accessible information and medical
examination.

Teenagers can take the news of pregnancy hard, and their
behavior in such situations is unpredictable. It is extremely
important to establish emotional understanding and determine
whether a teenager is prone to suicidal thoughts.

In a study by Coleman and co-authors, which covered
877,181 women, including 163,831 women who underwent
abortions, it was found out that 81% of women who survived
an abortion had an increased risk of mental disorders [9].

In total, 503.8 thousand cases of abortions were registered
in Russia in 2022. Though the figure was high, these data are
one third lower compared to 836.6 thousand cases in 2015
[8]. Of these, 200 and 3,500 cases were performed among
girls under 15 years old and in the age group from 15 to 17
years old in 2022, respectively. Adolescents face a higher risk

Table 1. The number of live births by the maternal age and the order of birth in the Russian Federation in 2022

Materal age (years) Total live births Including the order of the child’s birth:
The first The second The third The fourth
12 3 3
13 26 25 1
14 207 204 3
15 775 748 27
16 2327 2206 115 5
17 6336 5796 489 31 5
18 14584 12975 1389 146 11
19 25532 21786 3300 339 36
Source: Rostat, 2022
Table 2. Age-related fertility rates
Live births per 1,000 women, years of age
Year
15-17 18-19

1990 17.8 112.8

2,000 10.0 55.3

2010 10.4 46.3

2015 9.1 45.3

2022 4.3 27.3

Source: Demographic Yearbook of Russia, 2023
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of abortion-related complications. This applies to both physical
and emotional risks, with possible immediate, short-term and
long-term consequences. Long-term consequences for the
mother include an increased risk of death, suicide attempts,
cancer, coronary heart disease, violent actions, alcohol, drug
and psychoactive substance abuse. In children born to teenage
mothers, a high risk is associated with impaired health and
cognitive functions, low academic achievement, likelihood of
teenage pregnancy in girls and a tendency to commit crimes
in boys.

Teenagers are 6 times more likely to attempt suicide
if they have had an abortion in the last six months, as
opposed to those who have not done so, and are four times
more likely to commit suicide than adults who terminate
a pregnancy [10, 11].

It is important to carry out regular screening of emotional
disorders (Edinburgh Postnatal Depression Scale, Beck
Inventory and others) and psychological counseling within 6-12
months after childbirth or termination of pregnancy [12].

Paradoxically, in dysfunctional families, there are
rare conflicts with health care institutions over the lack
of information about the health status of a minor [13].
Parents who are detached from the parenting process or
single parents often do not show any interest in premature
initiation of sexual life by their children and potential dangers
associated with it. In families that seem to be prosperous
at first glance, conflicts with medical institutions are more
frequent, especially in cases where a teenager tries to solve
own problems without involving parents. This is typical
for families where parenting is based on strict rules and
restrictions. Interestingly, those who choose abortion usually
have a higher socioeconomic status, strive for educational
and professional development, higher self-esteem, more
control over their lives, experience less anxiety and are better
able to plan their future compared to teenagers who decide
to become parents [14].

According to article 54 on the rights of the minors in the
field of health protection of Federal Law No. 323-FZ [15],
‘minors over the age of fifteen or drug-addicted minors over
the age of sixteen are entitled to provide informed voluntary
consent to medical intervention or refuse to do so’. Thus,
a teenage girl over the age of 15 has the right to be registered
for prolongation or termination of pregnancy. As for medical
secrecy, until 2020, it was indeed unacceptable to disclose
information about pregnancy to the legal representatives of the
girl (parents, adoptive parents, guardians or guardians) over
the age of 15. But, according to the amendments to Article
22 of the Federal Law ‘On the Basics of protecting the health
of Citizens in the Russian Federation’, ‘in respect of persons
who have reached the age established by part 2 of Article 54
of this Federal Law, but have not acquired full legal capacity,
information on the state of health is provided to these persons
and to their legal representatives, if these persons haven't
reached the age of majority’.

That is, if the girl does not want to inform her legal
representatives about the pregnancy, then the legal
representative can still receive this information upon
request.

According to the list of medical indications for artificial
termination of pregnancy, [16] termination is limited to 22
weeks. If the period of pregnancy exceeds 22 weeks, the
issue of termination of pregnancy is decided individually by
a council of doctors. But what should be done if opinions
about the preservation of pregnancy in a girl under 15 years of
age and legal representatives do not coincide? Let’s consider

two situations: the first, when the girl wants to terminate the
pregnancy, and the parents want to keep it, and the second,
when the girl wants to keep the pregnancy, and the parents
do not want to agree with this decision. In the first case, the
minor pregnant woman under the age of 15 will have to keep
pregnancy even against her will, but in the second case she has
the right to keep it without the consent of legal representatives
according to Article 22 of the Constitution of the Russian
Federation [17] on the physical immunity of the person, when
‘anyone has the right to make independent decisions about
actions regarding their body’. That is, compulsory intervention
can occur only in cases where it is necessary to save the life of
the pregnant woman herself.

In contrast, minors between the ages of 15 and 18 can
independently make decisions about termination of pregnancy
or other medical procedures without the need to obtain consent
from legal representatives. This discrepancy in the requirements
for girls under 15 years of age and older results in a problem:
on the one hand, it is necessary to maintain confidentiality,
medical secrecy about a minor, and on the other hand, parents
must be informed as they are able to influence their children’s
decisions [13].

The peculiarities of managing teenage pregnancy also
include late presentation for antenatal care: 22.4+7.5 weeks
for 13-15 years and 15.8+ 6.9 weeks for 16-17 years [18].
It is a matter of concern that, although 91% of adolescent
girls aged 15-17 years have received formal sex education
on contraception and abstinence, 83% reported that they
did not receive this kind of education before the first sexual
intercourse [3].

CONCLUSION

A review of the literature has identified key factors contributing
to teenage pregnancy, such as low social and economic status,
lack of sexual education and limited access to contraceptives.
An analysis of statistical data has shown a decrease in the
rate of teenage pregnancy during the recent years, which
is associated with improved access to contraceptives and
increased contraceptive awareness among adolescents.

Despite the positive trends, the problem of teenage
pregnancy remains relevant. Many adolescents continue facing
social and economic barriers that prevent access to health
services and information. In addition, insufficient attention is
paid to the psychological support of young mothers and their
children, which can negatively affect their long-term health and
well-being.

The task of preserving the reproductive health of children
and adolescents continues to be one of the most significant
problems in modern society.

Pregnant adolescents need special attention and require
additional care at all stages of pregnancy management or
termination, childbirth and postpartum period. It is essential
to have conversations about the safety and effectiveness of
contraception in the postpartum period to prevent repeated
unwanted pregnancies shortly after delivery. In order to
achieve these important goals, collaborative efforts of the
medical community, educational institutions, parents and
society are required. Raising awareness about reproductive
health, availability of high-quality contraceptive advice and
comprehensive support for pregnant adolescents and young
mothers should become priorities in public policy and health.
This is the only way to achieve significant progress in preserving
and strengthening the reproductive health of the younger
generation.
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CLINICAL CASE

THE ETHICAL ASPECT OF WORKING WITH AUDIOLOGY PATIENTS: THE RELATIONSHIP BETWEEN
HEARING AND COGNITIVE FUNCTION

Vinogradova MV &
Pirogov Russian National Research Medical University, Moscow

Currently, the prevalence of hearing loss in the population is extremely high both among elderly and younger patients due to the prolonged and intense load on the
auditory analyzer. Auditory disorders are currently one of the most important geriatric and ethical problems, since it has a significant negative impact on a human’s
emotional and physical condition, and is the cause of conflicts with other people. According to the research done in recent decades, there is a relationship
between hearing loss and cognitive decline, which can be assessed using the MCAS (Montreal Cognitive Assessment Scale) test. This article presents a clinical
case of a patient with progressive sensorineural hearing loss and, as a result, a decrease in cognitive functions, as well as the ethical aspect of the work
of an ENT specialist with audiology patients.
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N KOTHUTUBHOW ®YHKLVENA
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B HacTosiLLee BpeMsa pacnpoCTpaHeHHOCTb MOTEPU Cllyxa HaceNeHns KpaHe BbiICOKa — Kak Yy MauyeHTOB MPEKIOHHOro BO3pacTa, Tak 1y 6onee Monoforo
KOHTUHIEHTa B CBSI3W C [/IMTENbHON Y MHTEHCUBHON Harpy3Koi Ha CryXoBoW aHanmaatop. CnyxoBble HapyLLeHVst SBMSKOTCS Ha CErofHSILLHWIA feHb OOHOW 13
BaXKHbIX repuaTpuHecKmX 1 STUHECKUX MPOBSIEM, MOCKOSbKY OHa OKa3blBaET 3HAYUTENBHOE HEraTUBHOE BAMSIHE Ha SMOLIMOHAIBHOE, (hU3NHECKOE COCTOSIHME
YenoBeka, ABSETCS MPUHMHOM KOH(IMKTOB C OKPY>KatOLLMI JiloAbMU. COrMacHO UCCNeAoBaHNsIM NOCNEAHNX AeCATUNETUIA, ECTb B3aVMOCBSI3b MEXAY NOTEPEN
CNyxa 1 CHKEHNEM KOMHUTUBHBIX (DYHKLMIA, OLEHUTL KOTOPYKO MOXHO 6naropapst MoCA-TecTy (MoHpeanbckas Lkana KOrHUTVMBHOW OLEHKW). B aaHHoN cTaTbe
NPUBEAEH KNMHWUHECKUIA CyYai MaUMeHTKV C MPOrpeCcCHpYIOLLEN HEMPOCEHCOPHOWM TYrOyXOCTbIO W, Kak CNEeACTBME, CO CHUKEHMEM KOMHUTUBHBIX (OYHKLWIA,
a TakxKe 3TUHECKMIA acnekT paboTbl Bpada-0TOPUHONAPVHIOOra C nauueHTaMm Cypaonorm4eckoro Npoguns.

KrntoueBble cnoBa: HelpOCeHCOPHas TYrOyXOCTb, KOTHUTVBHE (DYHKLMN, STUHECKast Mpobnema, CHXKEHNE Clyxa

><] Ansa koppecnoHaeHumn: Mapus BadecnasosHa BuHorpagosa
yn. OctposutsHOBa, A. 1, . Mocksa, 117997, Poccus; drmvinogradova@gmail.com

Cratbs noctynuna: 04.05.2024 CtaTtbsi NpuHATa K nevatu: 24.05.2024 Ony6nukosaHa oHnamH: 26.06.2024

DOI: 10.24075/medet.2024.010

Currently, the prevalence of hearing loss among the elderly is very
high: up to 30% of men and 20% of women by the age of 70

in the form of decreased cognitive functions developed for a long
time, and the patient does not notice them, and in later stages he

and 55% of men and 45% of women over the age of 80 have
hearing loss of at least 30 decibels (dB). But taking into account
the scientific and technological progress, the use of headphones,
including in-ear headphones, and long-term listening to loud
music, the number of cases of hearing loss in younger people is
growing [1].The average number of unilateral deafness is varied
from 12 to 20 cases per 100,000 population (3-6%) [2].This
hearing loss first affects high frequencies [3] which, in a mild form,
leads to problems during conversations in noisy environments,
and as it worsens, difficulties arise in any conversation due to
problems with word differentiation and even voice identification
[3, 4]. With time, it has been observed that hearing loss is
associated with depressive symptoms, impaired communication
and social relationships, as well as with increased difficulties in
everyday life [5]. Sensory impairments, including hearing loss, are
considered one of the main geriatric problems, since the loss has
a significant negative impact on a person’s emotional and physical
condition [6-8], and is the cause of conflicts with other people. In
this regard, patients rarely go to the doctor right away, blaming
age for the problems that have appeared. The same applies to
dementia conditions and milder forms of decreased intelligence

does not have the opportunity to critically assess his condition,
and therefore gets to a doctor’'s appointment in such a state
when the recovery reserve is already extremely small. Some other
geriatric diseases, such as osteoporosis and cataracts, have
a vivid clinical picture. Thus, the patients often consult a doctor
more frequently, which allows to correct the conditions at early
and uncomplicated stages. This article presents a clinical case
of a patient with progressive sensorineural hearing loss and, as
a result, a decrease in cognitive functions, as well as the ethical
aspect of the ENT specialist’s work with audiology patients.

In studies of the last 5 years [9], there has been a pronounced
impairment of cognitive functions (CF) at an accelerated pace as
compared to people with normal hearing. For the first time, the
connection between the auditory function and cognitive abilities
was mentioned in 1964 by a group of scientists headed by Kay D
[10], and then, for aimost 20 years, this topic was never reviewed.
In 1989, a group of authors published a study that proved there
is a link between hearing loss and progressive cognitive decline,
whereas the socially significant amount of hearing loss was more
than 40 dB [11]. Later, more fundamental works were published
that suggested a link between hearing loss and deterioration of
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cognitive functions due to physiological aging of the brain, which
was confirmed by the presence of certain changes in magnetic
resonance imaging of the brain [12]. Despite the impressive
number of conducted studies, a major review of which was
conducted in 2016 by Roberts, et al [13], the pathogenesis and
relationship between hearing loss and progressive decrease
in CF are not fully clear. Previously, it was believed for a long
time that patients suffering from unilateral hearing impairment
or loss required no rehabilitation measures, however, based on
the results of the above studies, a logical question was posed:
‘Wil the level of CF change if the hearing level is stopped or
restored?’ At the moment, the only rehabilitation tools for deaf
patients include a hearing aid and cochlear implantation (ClI).
Unfortunately, at the moment the indications for Cl are strict,
therefore, candidates for Cl can only be people with severe
hearing loss, such as bilateral deep sensorineural deafness (the
average threshold of auditory perception at speech frequencies
is more than 95 dB), the lack of a pronounced effect from
properly selected hearing aids (binaurally), the absence of
severe somatic diseases, cognitive and mental problems, as
well as readiness for long-term rehabilitation after Cl supported
by relatives. The effect of rehabilitation measures can be seen
in the study [14], which involved 94 patients who underwent
Cl, and then assessed CF and other life quality indicators: it
was found out that intervention in the form of Cl among the
elderly led to an improvement in preoperatively impaired CF at
months 6 and 12 after Cl. In 2019, a large study was conducted
at the St. Petersburg Research Institute of the Department of
ENT Diseases [9] to assess mental health and quality of life in
adult patients with acquired unilateral deafness using PHQ-9
(allow to identify the level of depression in a patient, consists of
9 questions and evaluates the mental state in a two-week period,
as well as the need for prescribing drug therapy) and GAD-7
questionnaires (make it possible to determine the level of anxiety
in the interviewee. The questionnaire consists of 7 questions. The
patient must determine the frequency of presented conditions
two weeks prior to the test), and PSQ (allows you to assess
the stress level of the respondent. The patient must answer
30 questions presented in the questionnaire, without thinking or
predicting the likelihood of a situation in the future), HHIA (widely
used to assess the quality of life in adult patients with hearing
impairment). According to the results of the study, it was revealed
that patients with acquired unilateral deafness have increased
levels of stress and anxiety, and suffer from depression. Patients
with unilateral deafness are not satisfied with the quality of life in
general, and hearing problems mostly affect the emotional and
social aspects of life. There are also various questionnaires and
scales for assessing CF, but the Montreal Cognitive Assessment
Scale (MCAS) is most often used in clinical practice. This scale is
designed for the rapid diagnostics of mild cognitive impairment.
[t evaluates various cognitive functions, namely attention and
concentration, executive functions, memory, speech, optical and
spatial activity, conceptual thinking, counting and orientation.
This test takes about 10 minutes, which allows you to use this
method of examination in the routine admission of patients. For
people who have pronounced (3-4 degrees) bilateral hearing
loss, an adapted HI-MCAS test has been developed where all
voice commands have been replaced by text commands that
are displayed on the screen of the subject.

DESCRIPTION OF THE CLINICAL CASE
A 63-year-old woman came to the clinic for an outpatient

appointment with an ENT specialist complaining of hearing
impairment and increased high-frequency noise in her
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right ear, which prevented from falling asleep and reduced
concentration, as well as periodic attacks of dizziness and
periodic headaches. This exacerbation has been a problem
for about 3 months. It is known from the anamnesis that the
patient has been observed by an otorhinolaryngologist for 2
years with a diagnosis of 2nd degree chronic sensorineural
hearing loss on the right and vestibulopathy of unknown origin.
According to the clinical recommendations on sensorineural
hearing loss [15], the patient underwent a complex
examination. It included as follows: otoscopy (no pathology
detected), an audiological examination — 2 degree right-sided
sensorineural hearing loss (average hearing threshold of
45dB), bilateral type A tympanometry, ipsilateral reflexes were
preserved bilaterally, magnetic resonance imaging of the brain
(no data for the formation of the bridge-cerebellar angle were
revealed, single vascular foci of white matter were found).
The patient was consulted by a neurologist, who conducted
a MCAS with 27 score level (moderate cognitive impairment)
and diagnosed with 1-degree dyscirculatory encephalopathy
of mixed genesis, migraine without aura. The patient was
prescribed anxiolytic drugs (Grandaxin), which the patient did
not take, as well as vascular and metabolic therapy (Mexidol,
Cerebrolysin); lifestyle recommendations were given. The last
audiological control was more than a year and a half ago. It is
worth noting that according to the clinical recommendations
on sensorineural hearing loss, patients with this diagnosis
are recommended to undergo an audiological examination at
least once a year in order to control their auditory function and
timely correct the auditory deficit. During the visit, a repeated
audiological examination was performed with 3-4 degree
right-sided sensorineural hearing loss and pronounced hearing
loss at speech frequencies of up to 63 dB (from 500 Hz to
4,000 Hz). According to the repeated MCAS test, 22 points
were assigned (mild dementia). Based on complaints of
periodic dizziness and headache, as well as the diagnosis of
migraine without aura established by a neurologist, additional
examinations of the vestibular apparatus were conducted such
as videonystagmography and caloric tests. No pathology was
identified, but anamnestic data in the form of periodic dizziness
and headache indicate at a probable vestibular migraine.
When discussing the results of the examination, prognosis
of the disease, and recommendations, and namely, while
establishing an auditory prosthesis on the right to improve
speech intelligibility and suppress the noise, the patient
showed aggression towards the doctor and expressed distrust
in the established diagnosis. In such cases, the doctor needs
to explain the benefits of recommendations and prescriptions
to the patient in detail. In case of repeated aggression and
disagreement of the patient, it makes sense to consider the
patient’s referral to a psychiatrist / psychotherapist as an
otorhinolaryngologist’s consultation is time-limited.

DESCRIPTION OF THE CLINICAL CASE

According to the study [16], such an aggressive reaction to
diagnosis and a decrease in CF is included in the clinical picture
at the initial stage of behavioral frontotemporal dementia. In
such an extremely sensitive situation, the doctor must tactfully
refer this kind of patient to a dedicated expert, but, as a rule,
in most patients, referral to a psychiatrist is stigmatized as
they are sent to a psychiatric hospital, lose respect and trust
of others, and are prescribed potent drugs. At this stage, the
doctor needs to find out the patient’s fears, select arguments
and counterarguments that will help the patients change their
position, calm down, and win over. To do this, the doctor



CLINICAL CASE

must be familiar with the law of the Russian Federation ‘On
Psychiatric Care and Guarantees of citizens’ rights in its
provision’ No. 3185-1 dated 07/02/1992, which provides clear
explanations on how psychiatric care is currently provided.

In this clinical case, the patient was convinced of the
expediency of prescriptions and recommendations. The
patient referred to an ENT specialist 6 months after a hearing
aid selection and use, and conduction of therapy. The MCAS
test was performed during the visit with 25 points being scored
(moderate cognitive impairment), which shows an improved
cognitive function and patient compliance.
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BIOMEDICAL RESEARCH INVOLVING ELDERLY SUBJECTS: ETHICAL ASPECTS

Semenova NV =
Bekhterev National Research Medical Centre for Psychiatry and Neurology, St. Petersburg, Russia

Due to the aging of the population and growing proportion of the elderly, medicine requires a more active and purposeful approach not only to study theoretical aspects of
gerontology, but also to search for new drugs designed specifically for this category of the population. Clinical trials in older people are more in demand than ever. However,
researchers must ensure that they conduct their studies ethically. Key ethical issues include prevention of discrimination and violations of the autonomy of older people,
as well as special requirements for informing and obtaining voluntary informed consent. When preparing voluntary informed consent for older people, especially for those
with cognitive decline, special attention should be paid not only to the information itself, but also to the form of its presentation. The documents should be concise, clear
and contain all the key information. In addition, the use of modern multimedia technologies can help the subjects make an informed decision about their participation in
the study. For patients with cognitive impairment, it is important to adhere to the principle that the higher the risk for the study participants, the more the patient’s cognitive
functions and decision-making ability should be preserved. Excluding patients from studies with potential benefit due to age or cognitive impairment is considered
unethical and discriminatory. This is taken as an unfair restriction of their access to the achievements of scientific and technological progress in the field of medicine.
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BUOMEULIMHCKUE UCCNEOOBAHUA C YYACTUEM MOXXWUNbIX NMIOOEN: 3TUMECKUE ACMNEKTI
H. B. CemeHosa ™
HaumoHanbHbIn MeguUMHCKI MCCneaoBaTenbCKuin LIEHTP ncuxmaTpum 1 Hesposorim nM. B. M. Bextepesa, CankT-INeTepbypr, Poccust

CrapeHue HaceneHvst 1 yBenm4eHvie 0O NMOXUIbIX JIKOAeV CPean HaceneHyst CTaBaT neper MeauLIVMHON HEOOXOOUMOCTb B 60Mee akTVBHOM 1 LieNieHarnpaBneHHOM
MOAXOAE HE TOMBKO K M3YHEHWIO TEOPETUHECKX aCrEeKTOB MEPOHTONOMM, HO 1 K MOWCKY HOBbIX NIEKAPCTB, MpeaHadHaueHHbIX CrieLyanbHo Af1s STOM Kareropum
HaceneHvis. Bce 6onee BOCTpe60BaHHbIMM CTAHOBSITCS KIMHUHECKYIE MICCIEA0BaHYIS C yHacTeM NOXMIbIX tofe. OaHaKo MpoBeaeHe Takmx 1ccneaoBaHmii Tpedyet
0CO60ro BHUMaHS K 3TUHECKM acrekTam. KitoueBble 3TVHECKVIE BOMPOCH! BKIKOHAKOT MPEAoTBPALLIEHNE OUCKPUMUHALMM 1 HAPYLLIEHWA aBTOHOMMM MOXUIBIX JIKOAEN,
aTakke 0cobble TPeGoBaHYIS K MH(POPMUPOBAHIIO V1 MOy HEHIIO JOBPOBOBHOM MHAOPMUPOBAHHOO cornacyst. [y MoAroToBKe A0BPOBOSILHOO MHHOPMMPOBAHHOO
cornacyisi sl NOXMIbIX JIofei, 0COBEHHO C MPOSIBAEHYISIMA KOTHUTUBHOTO CHIKEHIS, 0COB0€ BHMaHE CRefyeT YAeNsiTb HE TONbKO Camoit HchopMaLm, Ho 1 hopme
ee npenctaBneHnst. JOKyMeHTbl AOMKHbI OblTb KPATKMY, MOHSATHBIMA 11 COAEPXKaTb BCHO KIOHEBYIO MH(OpMaLo. KpoMe TOoro, MCTonNb30BaHe COBPEMEHHBIX
MYJIETUMEAMIAHBLIX TEXHOMOMA MOXKET TMOMOYb MCTIbITYEMOMY MPUHATL O60CHOBaHHOE PELLIeHVIe OTHOCUTENBHO CBOEMO yHacTvs B 1ccnefoBaHui. [1ns naumeHTos
C KOTHUTVBHBIMI HapYLLEHVSIMA BXKHO MPUAEPKUBATLCS MPVHLYING, COrMacHO KOTOPOMY HYeM BbILLE PUCK Af1A YHaCTHUKOB UCCNEnoBaHUs, TeM B GOMbLUER CTeneH
[OMKHBI BbITb COXPaHEHbI KOHUTUBHbIE (DYHKLIAW MaLieHTa 1 CNOCOBHOCTb MPUHUMATL PELLIEHNS. VICKIOYeHMe NaLMEHTOB MO MPUHHE BO3PAacTa U «KOrHUTUBHOM
HELOCTATOMHOCTU» U3 UCCNEA0BAHMIA, B KOTOPbIX OH MOTEHLWANBHO MO Gbl U3BMEHH MOSL3Y, CHATAETCS HESTUHHBIM 1 AVCKPUMUHALOHHBLIM. STO paccMaTpusasTcs
KaK HecrpaBeIMBOe OrpaHnYeHe X JOCTYNa K AOCTVIKEHVISIM HayHHO-TEXHUHECKOrO NMporpecca B 061acTt MeguuUmHbI.

KntoueBble cnoBa: aTviKa, NOXUION BO3PACT, YA3BUMbIE MaLWEHTbI, KOTHUTVBHbIE HAPYLLEHNS, MHPOPMUPOBaHHOE cornacvie
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The progressive increase in the proportion of older age groups is
an important demographic trend that causes a natural increase in
the proportion of specific diseases of late age, especially cognitive
disorders. According to Rosstat, the number of people over 65
in the Russian Federation was 16% as of 01.01.2022 (taking
into account the results of the All-Russian Population Census in
2020). In the future, the proportion of elderly people in Russia, and
especially of those aged 80 and older, will be increasing [1]. As
the Russian population ages, the importance of research devoted
to the aging process, conditions and diseases that are especially
common in older people, is becoming increasingly important. The
Ethics Committee (CE) faces a number of questions regarding
participation of older people in research. The most important one
is as follows: “Do older people need special protection, and if so,
when?”. The CE must maintain a balance between the necessary
need for protection and respect for these people [2].

In addition to the requirements for providing special
protection to vulnerable segments of society [3], which are

guided by the CE, there are no special standards or Russian
laws for conducting research on the elderly. According to
the general opinion, the elderly represent a heterogeneous
population, which, as a rule, does not require any special
protection, except for two cases:

— people with cognitive impairments;

— persons located in specialized medical institutions.

In these cases, the approach to these study participants
will be the same as to others under the same circumstances.

There is no specific age starting from which elderly patients
are considered unsuitable for research. Some of them may not
have clinically pronounced cognitive impairments and related
disorders of daily functioning. However, some researchers try to
avoid involving the elderly in research due to certain difficulties
in their selection. Older people tend to avoid participating in the
research that disrupts their normal daily routine, is inconvenient
or does not directly benefit them. Also, conducting a study
involving elderly patients may be more difficult and expensive.
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Older people may have problems with vision, hearing and
speech. Thus, it may take more time to explain to them
the tasks of participating in the study. They interrupt their
participation in research more often than young people, so it is
necessary to initially screen more participants.

Despite these difficulties, it is necessary to include older
people in research. If they are excluded or treated with
special methods, the doctor must make sure that they are
protected and not treated in a contemptuous, stereotypical or
patronizing manner. The tasks of the CE are to conduct an
ethical examination and recommend conducting a study for this
category of patients, taking into account all possible risks both
for the studied drug and for the procedures.

Screening and diagnostic procedures, as well as therapies,
are becoming more complex and diverse. So, the question of
adequate and accessible information for patients about the
methods used, adverse events and all other diverse aspects
included in the procedures of clinical research is becoming more
acute. Thus, obtaining the informed consent of an elderly patient,
especially if there are problems with cognitive functioning,
becomes not just a discrete procedure carried out before the
start of any research procedures, not just a legal and ethical
requirement, but an ongoing process based on the relationship
between the researcher and the patient. Owing to the informed
consent, the patient obtains an optimal opportunity to take an
autonomous decision that best suits his beliefs and preferences.

The CE should treat the cognitive impairments of older
people in the same way as it treats any other potential research
participants. Elderly people with cognitive impairments can be
involved in research only under the following circumstances:

— when other groups of people are not suitable for

research;

— if the study is related to the problem seen only among
patients with similar disorders;

— if the study entails a minimal risk only.

Using age as a criterion for the ability to give consent and thus
participate in the study is unjustified. And although it is recognized
that memory impairment can be a problem for some older
people (thus, their ability to constantly express their wilingness
to participate in the study is being questioned), the task of the
CE is to determine if older people can make informed choices

Numerous experimental and psychological studies are
consistent with household observations that elderly people are
worse at learning new information compared to young people. In
older patients, memory impairment is combined with a number
of other changes in cognitive functions. The latter relate primarily
to reaction time, which tends to increase with age. As a result,
older people need more time to do a similar amount of mental
work as compared to younger people. In older age, fatigue
during mental exercises also develops somewhat faster than
in younger people. The main causes of cognitive impairment in
older age are various neurodegenerative (primarily Alzheimer’s
disease), cerebrovascular diseases and dysmetabolic disorders
[4, 5]. The prevalence of moderate cognitive impairment among
people aged 60 years and older ranges from 5.0 to 36.7% [6].

There are four types of impaired decision-making ability that
are taken into account when planning and conducting scientific
research in patients with cognitive disorders:

1) the fluctuating is seen in some conditions, when painful

symptoms periodically increase and decrease;

2) the prospective is found at the early stages of
Alzheimer’s disease, when the symptoms are steadily
increasing and, despite the existing ability to make
decisions at this time, there are compelling reasons to
expect violations in the future;
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3) the limited relates to more advanced stages of
Alzheimer’s disease, when the ability to express
informed consent is impaired, but the subject is still able
to express “less qualitative” consent (assent) or refuse
to participate in the study;

4) the complete is about the final stages of Alzheimer’s
disease, deep dementia, when almost any ability to make
decisions based on any significant reflection is lost [7, 8].

For patients with cognitive impairment, it is important to
adhere to the principle that the higher the risk for the study
participants, the more the patient’s cognitive functions and
decision-making ability should be preserved. In other words,
patients with more pronounced cognitive disorders may be
included in studies where the risk is no more than minimal.
Patients with cognitive impairment, even if they are legally
capable, should not be involved in the same studies where the
possible risk is high and where confidence is required that, by
agreeing to participate in the study, an elderly patient understands
all the features of the study associated with a possible risk.

Though in the second half of the 20th century bioethics focused
on the balance of risk and benefit in research, in the beginning of the
21st century, increasing attention is being paid to ethical aspects
such as providing access to new, advanced medical technologies
and medicines to vulnerable patients in particular need. Therefore,
excluding patients from studies where they may receive potential
health benefits due to a certain age or cognitive insufficiency seems
unethical. Today, their exclusion from research is considered as
discrimination and unfair restriction of their access to scientific and
technological progress in the field of medicine 2, 3].

When preparing informed consent for older people, especially
those with cognitive decline, the following fundamental points
should be taken into account. Special attention should be paid
not only to the information contained in the consent form, but also
to how this information is submitted. Researchers should create
concise and understandable documents with the key information
that causes no different interpretations of its content. This can
help the subject to make the right decision about the possible
participation in the study [9]. Often, improvements of informed
consent forms are associated with the use of modern multimedia
technologies (for example, slide shows, short video presentations,
questionnaires, audio recordings of the key information, etc.).
It helps to present the content of the document in a more concise
and visual manner and to improve the understanding of specific
medical information by potential research participants.

In cases where an elderly patient cannot read the text of the
informed consent form himself, the researcher must read this
information in full and answer all questions that arise. During
the procedure of informing and obtaining informed consent,
the presence of an impartial witness is required. The witness
must not be the researcher’s subordinate or relative. The witness
confirms that the informed consent form was fully read to the
patient and understood by him in the witness presence, and that
the patient had the opportunity to ask any questions and get
answers. The impartial witness, along with the patient and the
researcher, must also sign and date the informed consent form.

Some of the features associated with obtaining consent
from older people include methods of providing information,
written or oral. A quite high level of reading skills is required to
understand the informed consent form. As far as discussion of
the consent form goes, a clear and understandable explanation
should contain simple terms, lack of professional and other
jargon, and willingness to answer any questions, regardless of
whether the patient has a cognitive impairment or not.

If necessary, it is recommended to use additional methods
to help the subject better understand information about
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the nature of scientific research and the consequences of
their participation herein. They include repeated provision of
information, use of educational videos, group discussion with
patients who previously participated in similar studies, etc.
Structured procedures prevail among the methods that
contribute to a better understanding of the consent form. They
are as follows: specially designated question-and-answer
sections, interactive presentations with the possibility of
preview, and questionnaires regarding the consent form.
Often, improvements in the field of informed consent forms are
associated with the use of modern multimedia technologies
(for example, slide shows, short video presentations,
questionnaires, audio recordings of the consent process, etc.),
which helps to present the content of the document in a more
concise and visual manner and to improve the understanding of
specific medical information by potential research participants.
As soon as the question of decision — making ability arises, the
clinician’s task is to determine this ability as accurately as possible.
[t should be taken into account that a universal tool for evaluating
this function has not yet been created. Therefore, if there are certain
doubts, a consultation with colleagues may be a good idea.
Elderly patients, including those with cognitive impairments,
can participate in the “caregiver” study. The caregiver
(accompanying person) may be a family member or other relative,
neighbor, friend, or close person who will help the patient cope
with the research procedures, come to the research center for
visits and provide the researcher with the necessary information
about changes in the patient’s condition. Before being included
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well as describes the responsibilities of the caregiver and, if
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can withdraw from further participation in the study at any time.
In such a situation, however, there may be a risk that the patient
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will be able to perform quite long-term duties of accompanying
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condition. At the same time, it must be clearly understood that
the caregiver cannot be the legal representative of the patient and
make any decisions regarding participation or non-participation in
the study and its procedures for the patient.

Both clinicians and researchers should be aware of the
ethical issues associated with decision-making by elderly
patients. It is necessary to take into account the possible
violations of cognitive functions responsible for the quality of
decision-making. When elderly patients are included in the
study, it is important to make sure that their decision-making is
autonomous, has no outside influence and coercion, which in
its turn can increase the confidence of this group in biomedical
research. The possibility of further progress in the treatment
of elderly diseases largely depends on the wilingness of this
cohort to participate in clinical trials.
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A REPRODUCED COMBINATION OF IVACAFTOR AND LUMACAFTOR, CFTR PROTEIN MODULATORS.
ETHICAL AND PHARMACOKINETIC ASPECTS
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The lack of effective and affordable therapies for rare diseases is an important ethical issue. One example is cystic fibrosis (CF), a chronic, progressive disease characterized by
an impaired function of all exocrine glands. The combination of ivacaftor and lumacaftor (CFTR potentiator and corrector) should lead to a sufficient level of protein on the cell
surface and to an increase in its activity, thereby correcting the impaired function. Development of a generic drug containing ivacaftor and lumacaftor as active pharmaceutical
substances will increase the availability of this medication and improve patient survival. To study comparative pharmacokinetics and bioequivalence of drugs containing
ivacaftor and lumacaftor in healthy volunteers. It was conducted as an open-label, randomized, crossover bioequivalence study involving a single intake of the drug during
each period under fed condition in healthy male and female volunteers. The conclusion about bioequivalence was made if 90% confidence interval for primary pharmacokinetic
parameters (G, AUC, ) fell within the accepted bioequivalence limits of 80-125%. According to the results of the studly, it was shown that the values of 90% ClI of the
geometric mean of the main pharmacokinetic parameters for ivacaftor and lumacaftor fall within the acceptance limits for bioequivalence. According to the applied criteria, the
drugs are bioequivalent, which makes it possible to recommend the investigational drug to the Ministry of Health of the Russian Federation for obtaining the registration status.

Key words: bioequivalence, cystic fibrosis, CFTR, pharmacokinetics, ethics
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BOCMNMPOU3BEOEHHAA KOMBUHALINA MOAOYJNTATOPOB BEJIKA CFTR — UBAKA®TOPA
N TYMAKA®TOPA. 3TUHECKUNE N PAPMAKOKNHETUYECKUE ACMEKTDI

C. M. Hockos', K. C. Papaesa? =, A. H. Apethbesa?

T KnuHndeckas 6onbHyua Ne 3, Apocnaens, Poccus
2 3A0 «dapm-XonauHr», CaHkT-Metepbypr, Poccus

OteyTcTBME 9hdEKTUBHOM 1 OOCTYNHOM Tepanuv ANs pedkmx 3abofieBaHUn SBMSIETCA BaXKHOW 3TU4eckon npobnemoit. OfHVM 13 NpUMEPOB SIBASETCH
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One of the important ethical dilemmas is the lack of
effective and safe therapy for orphan diseases [1]. Although
rare diseases occur individually with a low frequency, they
collectively affect a significant part of the population. Due to
the low prevalence, patients with orphan diseases experience
many difficulties related to both the severity of the disease
and the lack or low availability of appropriate treatment. When
combined, these factors infringe on the right of such patients
to receive qualitative medical care and thereby exacerbate
inequality and vulnerability of affected patients, which is
unacceptable from the perspective of medical ethics. Cystic
fibrosis (CF) is an example of such a disease. CF is a chronic,
progressive autosomal recessive disorder associated with
impaired transport and secretion of chlorine ions, which leads
to a change in the electrolyte composition and dehydration
of the secretion of the endocrine glands. CF is characterized
by damage to all exocrine glands and other vital organs and
systems. Currently, one in 9,000 newborns in the Russian
Federation (RF) is diagnosed with CF and, according to the
registry, there are about 4,000 patients with this pathology in
the RF [2].

The disease is developed due to mutations in the gene
of the Cystic Fibrosis Transmembrane Conduction Regulator
(CFTR) protein. More than 2,000 types of mutations have been
currently identified. The most prevalent mutation in the RF
is a deletion within the reading frame, leading to the loss of
phenylalanine at position 508 in the CFTR — F508del protein.
This mutation occurs in 52.79% of cases and, according to
some data, at least one copy of it has been registered in about
90% of patients with cystic fibrosis [3]. This mutation belongs
to type Il mutations and results in abnormalities in protein
processing, localization and transport to the apical membrane
of cells [3, 4].

Conventional approaches of CF therapy are mainly
focused on addressing the underlying symptoms. Pancreatic
insufficiency is well compensated by enzyme substitution
therapy and adherence to a specialized high-calorie diet [5].
The bronchopulmonary process is treated with antibacterial,
including inhaled kinesitherapy methods, used to improve the
drainage of secretions in the distal parts of respiratory tract,
mucolytic drugs, inhaled bronchodilators, and in some cases —
hormonal therapy with glucocorticosteroids are also used. The
discovery of molecules that modulate the CFTR activity marked
a new era in the treatment of CF, since this is the first option
to therapeutically target a defective CFTR protein, rather than
treating complications caused by the absence or reduced
CFTR function [6].

The combination of CFTR modulators ivacaftor and
lumacaftor belongs to the drugs of pathogenetic therapy
of CF. Ivacaftor, which is a CFTR potentiator, increases
the activity of the protein delivered to the cell surface,
which enhaces ion transport. Lumacaftor, which is
a CFTR corrector, facilitates cellular processing and CFTR
transportation that increase the amount of protein on the cell
surface. The combination should lead to a sufficient level of
protein on the cell surface and increase in its activity. Thus,
these effects are intended to correct disorders caused by the
F508del mutation. It is believed that if the combination has
a sufficiently strong effect on F508del, then the presence of
at least one such allele will be sufficient to obtain a significant
clinical benefit [7].

Pathogenetic therapy is aimed to address the unmet needs
of patients with cystic fibrosis. However, ethical concerns
emerge due to excessively high prices of novel drugs for
orphan diseases, making life-saving medicines inaccessible

to patients [8]. Although high prices may be justified by the
cost of new drug development and the limited market size
in case of rare diseases, this circumstance is associated
with a decreased adherence to treatment and leads to
significant inequalities in access to the drugs. This violates
the fundamental principle of medical ethics that consists in
ensuring equality and justice in the provision of medical care.
Like patients with more common diseases, patients with
rare diseases benefit from lower prices for medicines due to
appearance of generics. Generic drugs are about 80-85%
cheaper than innovative ones, so their proper administration
by clinical specialists can significantly reduce the cost of
treating patients in need [9]. However, generic drugs will
be affordable only if a sufficient number of drugs enter the
market to ensure strong price competition. According to
previous researches, introduction of one generic competitor
to the market leads to a reduction in the price of drugs by
about 10-15%. At the same time, in order to reduce the
price by 50 percent or more, 4 or more generic drugs should
be available on the market [10]. Drugs for the treatment of
orphan diseases may not sufficiently compete with generics,
since manufacturers of reproduced drugs often prefer drugs
for the treatment of more common diseases. In this regard,
development of as many generic drugs as possible to treat
rare diseases makes a significant contribution to solving the
ethical problem of limited patient access to therapy.

In addition, there is no need in an extensive program of
preclinical and clinical trials (CT) similar to those conducted
with respect to the original drug in order to register reproduced
drugs. This approach is more ethical, as it reduces the
number of subjects required for the study and duration of their
participation in CT. Also, the reduced number of the conducted
CT is justified from the perspective of economic efficiency. It
ensures the maximum reduction of time required for registration
and market launch of the drug. This makes it possible to ensure
and maintain rapid access of patients to effective and safe
therapy. It also reduces the risks associated with the possible
termination of the original drug supply in the case of foreign
manufacturers.

GP30511 tested in this study belongs to the reproduced
drug (generics) containing ivacaftor and lumacaftor as
active pharmaceutical substances. Today, patients and
representatives of the medical community have prejudices
about the lower effectiveness and safety of generic drugs
in relation to original ones, and manufacturing companies
sometimes use unethical ways to promote original drugs on
the market. Despite this, the reproduced medicines can help
meet existing medical needs by increasing the availability of
drugs, which is correct from an ethical point of view [11, 12].
Increased access to effective and safe medicines will lead to
an increase in the number of patients receiving appropriate
treatment, earlier initiation of therapy in accordance with
clinical recommendations, and a more reliable continuity of
treatment.

The aim of this study was to investigate the comparative
pharmacokinetics and bioequivalence of drugs containing
ivacaftor and lumacaftor in healthy volunteers. Additionally,
safety and tolerability of the studied drugs were evaluated as
part of the study.

Clinical research is necessary to develop medical knowledge
and improve the quality of patient care. By publishing the
results of clinical trials, researchers contribute to the collective
understanding of treatment methods and the results of
their application. This sharing of information allows other
researchers to rely on the existing knowledge and improve the
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overall standards of research and patient care. Publishing the
results of clinical trials is an ethical imperative that supports
development of medical science, promotes transparency and
prioritizes patients safety and well-being.

PATIENTS AND METHODS
The study population

Since the main objective of this study was to study the
pharmacokinetic parameters of the tested drugs in order to
prove their bioequivalence, a homogeneous population of
healthy volunteers was selected to ensure the experimental
purity and to obtain the most reliable data. The study
population included healthy male and female volunteers aged
18-45 years with a body mass index of 18.5-29.9 kg/m?, who
agreed to comply with adequate method of contraception
and restrictions imposed by the study protocol. Compliance
with the criteria was established based on the collection of
a medical history, physical examination and instrumental and
laboratory examinations, which included electrocardiography,
complete blood count, biochemical blood assay, urinalysis and
serological tests for hepatitis C (antibodies) and hepatitis B
(surface antigen and antibodies), HIV (antibodies to HIV-1/2) and
syphilis (antibodies to Treponema pallidum). Also, all subjects
underwent tests for pregnancy (for female participants), alcohol,
cotinine, drug use and abuse of potent medicinal substances.
During their stay at the research center, the volunteers had
a monotonous diet. No strenuous activities, nicotine-containing
products, medicines and bioactive additives, vitamins, foods
and beverages that can affect metabolism were allowed during
the entire study period. Before being included in the study, all
subjects were explained all the restrictions imposed by the
study and their rights, the volunteers were familiarized with the
information sheet of the study subject and signed an informed
consent form.

Investigational drugs

The investigational drug GP30511, containing ivacaftor and
lumacaftor in the dose of 125 and 200 mg consequently
as film-coated tablets, was produced by GEROPHARM
LLC, Russia. The reference drug was the same dose of
Orkambi®, produced by Vertex Pharmaceuticals Limited,
Ireland. The investigational drugs were taken orally by
subjects at a dose of 250+400 mg (2 film-coated tablets
each) after a standardized high-calorie breakfast with
200 ml of still water at room temperature. Administration
of the investigational drugs at the indicated doses is safe
for subjects, does not exceed the maximum single and
therapeutic doses and allows to provide the concentrations
of ivacaftor and lumacaftor necessary for assessment of
pharmacokinetic profiles with a minimal risk for healthy
volunteers. This correlates with the literature data on
already conducted studies of the combination and does not
contradict the instructions for medical use of this drug [13].

Trial design

The bioequivalence study was an open-label, randomized,
2-period crossover study involving a single intake of the drug
in each period (test or reference drug) in fed conditions. The
study was conducted in one research center (Clinical Hospital
No. 3, Yaroslavl). After hospitalization of the subjects and
before the first administration of the drug, randomization was
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performed using the IWRS electronic system. The subjects
were randomized into two groups: group 1 (TR) received
the tested drug during the 1st period of the study and the
reference drug during the 2nd; group 2 (RT) received the
reference drug during the 1st period and the tested one during
the 2nd period.

All hospitalization procedures were identical in all study
periods. Hospitalization of the subjects started approximately
12 hours before each drug intake and lasted approximately
36 hours. After hospitalization, the researchers collected
complaints, the subjects were interviewed to ensure compliance
with the limitations of the study, a physical examination and
assessment of vital signs were performed, alcohol breath
tests were performed using an alcometer, drug and cotinine
tests in urine were done using test strips, female volunteers
also had a pregnancy test. On the day of hospitalization,
subjects had a standard dinner according to the hospital’s
meal schedule followed by a restriction of the food intake. On
the day of the drug administration, the volunteers were given
a high-calorie breakfast, which they had to eat completely.
The next meal was no earlier than 6 hours later. Before blood
sample collection, vital signs were evaluated at =10 min and
an intravenous peripheral catheter was placed in the ulnar
vein to take blood samples for up to 12 hours after taking
the drug, inclusive, with blood sampling at subsequent time
points by direct venipuncture. The subject’s hospitalization
was completed following blood sampling at 24 hours after
the drug was administered. Subsequently, the subjects were
invited to outpatient visits at 48 and 72 hours after taking
the investigational drug. During the outpatient visit, blood
samples were taken for a biochemical blood test 72 hours
after taking the drug in period 1. In the 2nd period of the
study, a blood sample was taken for clinical and biochemical
blood analysis and a urine sample was taken for urinalysis
72 hours after administration of the drug during the outpatient
visit. Throughout the study, safety parameters were evaluated
and adverse events were recorded.

The washout period in this study was 14 days, during it,
the subjects continued to comply with all the limitations of
the study. The total duration of this study was no more than
36 days for each volunteer.

Study endpoints

The pharmacokinetic parameters were evaluated in accordance
with the purpose of the study. The total area under the plasma
concentration of active drug -time curve (AUC) from zero to
the collection of the last blood sample with the determined
concentration of active substances of drugs at time point
t (AUC,,) and the maximum observed concentration of
active substances in the blood plasma of subjects during
the observation period (C,,) were selected as the primary
pharmacokinetic endpoints. Bioequivalence was assessed
based on the data obtained.

Assessment of pharmacokinetic parameters

To assess the pharmacokinetic parameters during the study,
blood samples were collected from subjects at 21 point in
each period: =10 min predose and at 15 minutes, 30 minutes,
45 minutes, 1 hour, 1 hour 30 minutes, 2 hours, 2 hours
30 minutes, 3 hours, 3 hours 30 minutes, 4 hours, 4 hours
30 minutes, 5 hours, 5 hours 30 minutes, 6 hours, 8hours,
10 hours, 12 hours, 24 hours, 48 hours and 72 hours
postdose.
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Quantative determination of the concentrations of the active
substances of the investigational drugs in blood plasma was
performed using high-performance liquid chromatography
with tandem mass spectrometric detection (HPLC-MS/MS)
according to a developed and validated technique. Validation
was performed in accordance with the OECD, the Principles
of Good Laboratory Practice (GLP), national and international
standards. Validation was carried out according to the main
characteristics of the technique: the degree of extraction of
compounds from plasma, the matrix effect, the Lower Limit of
Quantification (LLQ), calibration curves, precision and accuracy,
selectivity, stability of compounds and sample transfer.

Safety assessment

The safety parameters were evaluated from the moment of the
investigational drug first intake until participation in the study
was completed. The assessment was carried out according to
the occurrence and dynamics of adverse events, registered on
the basis of complaints from subjects, according to physical
examination, vital signs (blood pressure, heart rate, RR and
body temperature) and laboratory and instrumental methods
(complete blood count and biochemical blood tests, urinalysis
and electrocardiography).

Statistical analysis

After completion of the study, the pharmacokinetic parameters
were evaluated. The drugs were considered bioequivalent if
90% of the CI of the geometric mean AUC and C,,, for both
active substances were in the range of 80-125%.

The data analysis was performed using R Statistical
Software (v 4.2.2). Statistical analysis of the main PK parameters
was performed assuming their lognormal distribution. After the
logarithmic transformation, an analysis of variance (ANOVA)
was performed for the parameters AUC,, and C,, of the active
substances of the investigational drugs. Descriptive statistics
were calculated for primary and secondary pharmacokinetic

parameters, as well as for safety parameters. To assess
comparability, a PP population was analyzed, which included
all volunteers who completed two study periods in accordance
with the protocol. The safety assessment was carried out on
the SAF population, which included all volunteers who received
at least one dose of the drug.

THE RESULTS OF THE STUDY
Demographic data

A total of 60 subjects, TR (n = 30) and RT (n = 30), were included
and randomized in the study. All participants completed the
study in accordance with the protocol and were included in
PP population. Not a single subject dropped out of the clinical
part of the study. No serious deviations from the study protocol
were observed (Fig. 1). The baseline characteristics of the study
participants are presented in Table 1.

Pharmacokinetics

The analysis of pharmacokinetic data was carried out on
the PP population. The obtained data on pharmacokinetic
parameters for the investigational drugs are presented in Table
2. No significant differences were found between the tested
and the reference drugs. A graphical representation of these
concentrations of ivacaftor and lumacaftor demonstrates the
matching shapes of the averaged pharmacokinetic profiles of
the tested drug and the reference drug (Fig. 2, 3).

The results of the evaluation of the ratio of geometric mean
pharmacokinetic parameters AUC ,, C ., of velpatasvir and
sofosbuvir of the studied drugs and 90% CI for these ratios
are presented in Tables 3 and 4. All parameters fell within the
specified bioequivalence limits.

Safety

No adverse events were reported during the clinical trial.

Screened subjects
N=60

Screen Failures

\

N=0

Randomized subject
N=60

Study withdrawal

\i

N=0

N=60

Subjects who completed the study

Critical protocol deviation

A

N=0

Total protocol completion
N=60

\

TR sequence
N=30

RT sequence
N=30

Bioequivalence assessment
N=30

Bioequivalence assessment

N=30

Fig. 1. Flow diagram of the distribution of subjects in a clinical trial
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Table 1. Baseline characteristics of the study participants

N=60
Parameter
Subject (% of N)/mean + SD
Age, years 34.7+6.6
Male 28 (46.7)
Gender
Female 32 (53.3)
Race (Caucasian) 60 (100)
BMI, kg/m? 24.0+1.8
Weight, kg 70.4+8.6
Height, cm 170.8+6.0
Smoking -0
—-yes - 60 (100)
-no -0
— history of smoking
f'C;’:O' -8(13.3)
Y - 52 (86.7)
-no B
history of alcohol intake
Note: BMI is for body mass index, SD is for a standard deviation, N is for the number of randomized subjects.
Table 2. The obtained pharmacokinetic parameters after taking the tested and reference drug (N = 60)
Ivakaftor Lumakaftor
Parameter | The tested drug The reference T:;eegsc:_;?;!c Parameter | The tested drug The reference | The geometric mean
(mean + SD) drug (mean + SD) (90% Cl) (mean + SD) drug (mean + SD) ratios (90% ClI)
AUC, AUC,
(ng/miy/h 15415 + 4359 15631 + 4932 1.00 (ng/miy/h 392 + 105 389 + 99 1.00
Cax NG/l 1575 + 384 1609 + 402 0.98 C.ax Mcg/ml 22+35 22 + 3.1 1.00
AUGC,_. AUC, ..
(ng/miyh 15602 + 4386 15819 + 4962 1.00 (ug/miyh 472 + 168 463 + 153 1.01
toae D 3.1+0.9 3.1+0.8 1.01 tae N 3.1+£1.0 3.1+£09 1.00
t1/2, h 8.3+2.0 8.1+2.0 1.02 tye D 27.6 £ 9.7 27.3+8.6 1.00
2000+ -»- GP30511
1800 -e- Orkambi®
16004
E
S 1400
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Fig. 2. Averaged pharmacokinetic profiles of ivacaftor in linear coordinates (mean + SD, N = 60)

DISCUSSION OF THE RESULTS combination was developed for the treatment of patients with

cystic fibrosis (CF) homozygous for the f508del-CFTR mutation
Lumacaftor and ivacaftor are oral bioavailable peroral CFTR  [14]. Lumacaftor-ivacaftor is administered per os. It has shown
modulators, and their combination is the first drug combining  effectiveness in improving the lung function and reducing the
a CFTR corrector and a potentiator. The lumacaftor-ivacaftor ~ number of pulmonary exacerbations in patients with CF. Studies
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Fig. 3. Averaged pharmacokinetic profiles of lumacaftor in linear coordinates (mean + SD, N = 60)

Table 3. The values of calculated confidence intervals for primary endpoints of ivacaftor pharmacokinetics (N = 60)

90% confidence interval ’
Parameter The geometric mean ratio T/R Estlmateg&iracrreters for Ccv
Lower limit Upper limit °
AUC,, 1.00 95.92% 103.32% 80% — 125% 12.22%
Coax 0.98 94.71% 101.65% 80% — 125% 11.61%
Table 4. The value of calculated confidence intervals for primary endpoints of lumacaftor pharmacokinetics (N = 60)
90% confidence interval Estimated parameters for
Parameter The geometric mean ratio T/R 90%/ al cv
Lower limit Upper limit °
AUC,, 1.00 97.67% 103.08% 80% — 125% 8.84%
Crax 1.00 97.89% 102.35% 80% — 125% 7.31%

have shown that combination therapy gives a greater clinical effect
compared with each of the drugs separately [15-17]. In addition,
the combination of drugs can improve the condition of liver fibrosis
in children and adolescents with CF, which indicates potential
benefits in the treatment of CF-associated liver diseases [18].

According to the results of this study, the comparable
pharmacokinetics and safety of the tested and reference drug
were proved. The open nature of the study for volunteers
and the researcher was chosen based on the fact that the
primary pharmacokinetic points are sufficiently stable and
resistant to the subjectivity of the study participants. In order
to prove the bioequivalence of the studied drugs and to obtain
the most reliable data, a population of healthy volunteers was
chosen, since such a population is the most homogeneous
one, which allows to reduce the intra-individual variability for
bioequivalence research to the optimal level. This study was
conducted in accordance with ethical principles designed to
ensure the safety of the volunteers involved and to prevent any
restriction of the rights of the subjects of the study. For this
purpose, the study had a crossover design with the inclusion
of the minimum number of subjects necessary to demonstrate
the comparability of drugs, based on published literature data
[19]. The dose of the drug, which was minimally sufficient for
a reliable assessment of PK profiles, was also selected. It was
acceptable from the perspective of safety and did not lead to
the development of adverse events in the study.

60 healthy male and female volunteers were randomized
and completed their participation in the studie according to
the protocol, the analysis of pharmacokinetic parameters
was carried out on the PP population, which included all
randomized subjects. The results showed that the confidence
intervals for the ratio of the geometric mean values of the
pharmacokinetic parameters AUC ,, and C ., of ivacaftor
and lumacaftor in the PP population fell within the established
acceptance limits of bioequivalence. Thus, this study made
it possible to prove the bioequivalence of the studied drugs
in a short time and in compliance with all requirements to
ensure the safety of CT subjects for subsequent registration
of GP30511.

CONCLUSIONS

Thus, based on the results of this study of GP30511
(GEROPHARM LLC) and Orkambi® (Vertex Pharmaceuticals
Limited, Ireland), it can be concluded that the drugs are
bioequivalent and have similar safety profiles. Entering
the generic drug market will increase the availability of the
combination of ivacaftor and lumacaftor for many patients
with cystic fibrosis, which, in turn, will allow more effective
management of the disease and improve patient survival. The
implementation of GP30511 is an important step towards
ensuring equal access of patients to modern treatment.
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MEOVNLIMHCKAA PEABUNUTALNA: NCCIEOOBAHUE MPOBJIEM 3TUHECKOIO U NMPABOBOIO
XAPAKTEPA
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B HacTosiee BpeMst MeavLMHCKas peabunmtaums HaxoamTcs B akTUBHOWM hade CBOEro pasBuTUS U SBMSETCH akTyaslbHbIM HanpasneHeM OTe4eCTBEHHOM
MeauLVHbl, O4YeHb 3HaYMMbIM [N 300POBbs YenioBeka. OHa MOMOraeT nauvieHTaM BOCCTaHOBUTLCS MOCHe [AMMTENbHON 6GOoNesHn, MocneacTsuin Tpasm
1 3aboneBaHnin ONOPHO-ABUraTeENbHOrO annapara, nepudepr4eckon HePBHOM CUCTEMbI 1 OKa3biBAET OrPOMHOE BMSIHE HA MPOrHO3 W pe3ynsTaTr Neqenuns
B uenom. [aHHasa nybnmkaums NpefactaBnser CoOON KOMMMNEKCHbIN aHanmM3 STUHECKMX acneKTOB MEAMLIMHCKOM peabunutaumm C akLEeHTOM Ha MpaBoBble
OeVHILMM B MEOVUVMHE, HYTO MO3BOMUT YNyYLMTb MOHUMaHVEe 1 PeryimpoBaHve B3avMOCBS3en Mexay peabunntauven, npohunakTykon 1 NeYeHreM.
ViccnepoBanne BKNOYAET B Ce0st M3yHeHWe OTEHECTBEHHbIX U MEXIyHapOLHbIX HOPMATVIBHO-MPABOBbIX akTOB, KaCatoLLMXCS MEeAULWHCKON peabunmtauumm,
NCTOPWIIO BO3HVKHOBEHWS CMELManbHOCTH, (HOPMYIMPOBOK, 3anOXMBLLMX (OYyHAAMEHT AN9 AaNbHEALLero pasBUTUS KOHLIENLMK, 3aKperisas KOMMIEKCHbIN
noaxof K BOMPOCY MEAMLMHCKON peabunutaumm, a Takke HayyHbiX paboT, MOCBALLEHHbIX OaHHOW npobneme. PasbsacHeHne MpUHUMNOB MeaULMHCKOM
peabunuTaLmm MOMOXKET BpadaM 13bexaTb NPaBoBbIX PUCKOB, CBS3aHHbIX C X MPOMECCHOHANBHON AEATENBHOCTBIO M MOCAYXUT OPUEHTUPOM ANS MPUHATUS
3TUHECKM OBOCHOBaHHbIX PELUEHUI B CIOXKHbBIX KITMHUHYECKMX CUTyaLmMsx, a NauueHTbl noflyyYaT Havbonee nonHoe NpeacTaBfieHne O CBOMX MpaBax B Pamkax
MEOVILIMHCKOW peabunmtaumm.
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The purpose of the study is to analyze in detail and identify
the issues related to the legal and ethical aspects of medical
rehabilitation. Differentiation between such concepts as
‘medical rehabilitation’ and ‘treatment’ promotes a more
accurate and effective understanding of medical rehabilitation
issues and allows to avoid legal ambiguities.

Explaining the concept of medical rehabilitation will help doctors
avoid legal risks associated with their professional activity, and

provide them with landmarks for making ethically sound decisions in
complex clinical situations. Understanding modern legal and ethical
standards will improve the quality of medical care, which in turn wil
increase patients’ trust in medical institutions and specialists.

Patients will receive more complete and accurate information
about their rights and opportunities within the framework of
medical rehabilitation. This will allow them to make informed
decisions about their health and treatment.
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LEGAL ASPECTS OF MEDICAL REHABILITATION

In 1946, at the Congress on the rehabilitation of patients
with tuberculosis in Washington (USA), one of the first
official definitions of ‘medical rehabilitation’ was proposed.
[t was defined as a multidimensional process in the form of
‘restoration of the physical and spiritual strength of the victim,
as well as of the victim’s professional skills’. This definition
laid the foundation for further development of the concept,
strengthening an integrated approach to the issue [1].

Over the past time, the concept of ‘medical rehabilitation’
has undergone numerous changes and clarifications. In 1980,
the World Health Organization (WHO) formulated a widely
used definition, where medical rehabilitation is understood
as an active process with the goal of achieving complete
restoration of functions impaired due to a disease or an injury,
and if this is not possible, of developing compensatory and
replacement devices (functions) [2, 3]. Most publications
on this topic, both at the Russian and international levels,
are based on this conceptual definition. The formulation
developed by the WHO also highlights the need for an
integrated approach that promotes a more complete and
comprehensive recovery of patients. The active role of the
patient in rehabilitation, development and implementation of
new rehabilitation programs, increasing patient motivation and
improving rehabilitation results is emphasized. The developed
compensatory and substitution mechanisms allow patients to
adapt to new living conditions and be as much independent
as possible.

The above definition of medical rehabilitation can be applied
mainly in specialized medical literature, where it significantly
differs from the interpretations presented in commonly used
explanatory dictionaries. This is due to the fact that the
WHO definition is highly specialized and can be used within
the professional medical community only. At the same time,
definitions in explanatory dictionaries are often more generalized
and even more simplified, which makes them accessible to
a wide audience.

For example, the Explanatory Dictionary of the Russian
language, edited by Ozhegov S| and Shvedova NYu (1992),
considers medical rehabilitation in a rather narrow sense,
focusing mainly on eliminating the consequences of severe
diseases or injuries [4]. In contrast, the definition presented in the
Explanatory Dictionary of the Modern Russian Language (2013)
reflects a broader and multifaceted approach to understanding
medical rehabilitation and designates medical rehabilitation as
a complex of medical, pedagogical, professional measures
aimed at restoring (or compensating) impaired bodily functions
and labor ability of patients and the disabled [5].

Another example is the Dictionary of Terms of the Ministry
of Emergency Situations, in which medical rehabilitation
is understood as a system of medical measures aimed at
preventing decreased and lost labor ability, early restoration of
impaired functions, prevention of complications and relapses
of diseases, and early return to a professional activity [6]. In
this case, the emphasis is made on the preventive manner
of rehabilitation measures. This approach emphasizes that
rehabilitation is required not only to restore lost functions, but
also to prevent further deterioration of health and preserve the
labor potential of patients.

As the term ‘medical rehabilitation’ is interpreted in
specialized medical literature and commonly used explanatory
dictionaries in a different way, representatives of the professional
medical community have repeatedly raised the issue of the
need to develop a unified definition of this concept and its
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consolidation in regulatory legal acts [7]. Such unification of
terminology at the legislative level is considered as an important
condition to eliminate legal uncertainty, ensure uniformity in
law enforcement practice and create a reliable legal basis for
the implementation of rehabilitation activities in the field of
healthcare.

Though the concept of medical rehabilitation has been
actively developed in the global medical practice and scientific
literature, there has been no clear definition of this concept in
the Russian legislation for a long time. The regulations adopted
before 2003 used terms such as ‘restorative treatment’ and
‘follow-up treatment’, which only partially reflected the essence
and content of the rehabilitation process.

Since 2003, the term ‘restorative medicine’ has appeared
in regulatory legal acts, namely in Order of the Ministry of
Health of the Russian Federation dated 07/01/2003 No. 297
‘On rehabilitation doctor’ and order of the Ministry of Health
of the Russian Federation dated 03/9/2007 No. 156 ‘On the
Procedure for organizing medical care in restorative medicine’
[8, 9]. According to experts, the introduction of the term
‘restorative medicine’ has become an important step towards
recognizing rehabilitation as an independent area of medical
activity. However, this concept neither fully reflected all aspects
of the rehabilitation process nor allowed for a clear distinction
between rehabilitation and other types of medical care [10].

The situation changed in 2011 only, when the official
definition of medical rehabilitation was fixed in Federal Law
No. 323-FZ dated 11/21/2011 ‘On the Basics of Public Health
Protection in the Russian Federation’ [11].

In accordance with Part 1 of Article 40 of the said Federal
Law, it was determined that medical rehabilitation is a set of
medical and psychological measures aimed at the complete
or partial restoration of the impaired and (or) compensation
for the lost functions of the affected organ or body system,
maintaining body functions during the completion of an acutely
developed pathological process or exacerbation of a chronic
pathological process in the body, as well as for the prevention,
early diagnosis and correction of possible violations of the
functions of damaged organs or body systems, prevention and
reduction of possible disability, improvement of quality of life,
preservation of the patients’ working capacity and their social
integration into society.

An official definition of medical rehabilitation has become
an important milestone in the development of this medical
specialty [12]. The consolidation of the legal definition at the
federal law level indicates that the state has recognized the
importance of rehabilitation in the healthcare system and the
need to create an appropriate regulatory framework to allow
its functioning.

However, this formulation does not allow for a sufficiently
clear differentiation between rehabilitation measures and other
types of medical care, such as treatment and prevention.
In addition, the wording used in the law does not fully take
into account the multidimensional nature of the rehabilitation
process, which includes not only medical and psychological,
but also professional and social components.

As such legal concepts as ‘treatment’ and ‘medical
rehabilitation” are interpreted in an ambiguous way, it
complicates not only the regulation of medical activity as such,
but also becomes the subject of discussion when solving the
problem of insurance and financing. The answer to the question
about which types of rehabilitation services should be covered
by insurance or government programs may depend on whether
rehabilitation is qualified as part of the treatment process or as
a separate category of medical services.
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Table. The main differences in interpretation of medical terms

Comparison criterion

Treatment

Rehabilitation

Prevention

Goal

It is aimed at eliminating the causes
and symptoms of the disease.

It is aimed at restoring body
functions and adapting to life after
iliness.

It is aimed at preventing diseases
and promoting health.

Time perspective

It focuses on the present and current
state of health.

It is focused on the future,
restoration and forecasting of

working capacity and quality of life.

It prevents future diseases and
improves overall health.

Patient participation

The patient may be a passive
participant.

It requires active participation and
involvement of the patient in the
recovery process.

Both medical professionals and the
patient (for example, vaccination,
healthy lifestyle) need to be active.

Diagnostic base

It is based on the nosological and
syndromological diagnosis.

It is based on a functional
diagnosis by assessing the degree
of dysfunction and possibility of
recovery.

It is based on assessment of risks
and factors contributing to the
development of diseases.

Examples

Medical treatment, surgical intervention.

Physiotherapy, speech therapy,
adaptive physical education.

Vaccination, promotion of
a healthy lifestyle, regular medical

examinations.

Treatment is aimed at combating the disease and its causes.
It includes diagnostics, appointment and implementation
of therapeutic activities to eliminate or compensate for the
disease. The treatment can be both active and passive. It
does not always require active participation of the patient. It is
focused on the present state of the body and manifestations
of the disease. Medical rehabilitation (MR), in turn, is aimed at
restoring body functions after a disease or injury. It includes
a set of measures aimed at mobilizing the body’s defense
mechanisms, restoring lost functions and adapting to life with
limitations, if any. Rehabilitation requires active participation of
the patient and is focused on the future, returning to normal
life and restoring the working capacity. While comparing
overlapping medical definitions, it is necessary to consider the
term ‘medical prevention’, which means a set of measures
aimed at preventing development of diseases, reducing their
spread among the population, as well as reducing or eliminating
risk factors contributing to occurrence and development of
pathological conditions.

In Table, the main criteria for differences in formulation of
these established medical concepts are considered.

According to Resolution No. 291 dated 04/16/2012
[13] of Government of the Russian Federation and adopted
substituting Resolution No. 852 dated 06/01/2021 [14], medical
rehabilitation is a separate service, the implementation of which
is subject to licensing. The procedure for organizing this activity
is regulated by Orders of the Ministry of Health of the Russian
Federation dated 10/23/2019 No. 878H and 07/31/2020 No.
788H in relation to children and adults respectively [15, 16].
These regulatory legal acts indicate that medical rehabilitation
is carried out in medical organizations licensed for medical
activities, including work (services) on medical rehabilitation,
and they also differentiate between early, late and supportive
rehabilitation.

An important change was that MR is now carried out at
all stages by a multidisciplinary rehabilitation team (MDRT),
which carries out its activities in accordance with the approved
procedure, and MDRT functions under the guidance of
an expert, physical and rehabilitation medicine/medical
rehabilitation doctor.

[t should be noted that these regulatory and legal provisions
have made the tasks and scope of activities of specialized
institutions related to medical rehabilitation clearer and more
specific, and have become an impetus for further rehabilitation
development.

ETHICAL ASPECTS

The foundation for the consideration of ethical issues in
medicine includes four basic principles of medical ethics such
as respect for patient autonomy, integrity, charity and justice.

Dilemmas arise due to differences in the interpretation
and application of terms in different contexts, which can
lead to conflicts between the interests of patients, medical
professionals and the healthcare system as a whole.

Disease prevention addresses issues of mandatory
vaccination, screening and lifestyle. Here, ethical dilemmas
are often related to the balance between individual freedom
and public good, so, for example, vaccination can be taken as
a violation of autonomy, though it also protects public health.
Vaccination against COVID-19 can serve as an example. On the
one hand, it saves lives and prevents the spread of the virus,
and, on the other hand, people expressed concerns about the
rapid development of vaccines and potential side effects.

In the context of treatment, an ethical choice may arise
in a situation when interests of the patient conflict with
medical standards and recommendations, or when the doctor
mainly focuses on the research process in which the patient
participates. It is important to concentrate on the patient’s
well-being trying not to ignore his interests.

The legal definition of ‘treatment’ implies active actions
aimed to eliminate or alleviate the symptoms of the disease.
However, doctors may face a situation where the patient
refuses the proposed treatment, even if it can save his life.
There is a dilemma between respecting the patient’s autonomy
and desire to act in the patient’s best interests.

In the field of rehabilitation, ethical issues are often related
to availability and necessity of services provided to the patient
by a medical institution. Rehabilitation is aimed at bringing the
patient to life, which requires an MR specialist to pay attention
not only to the physical, but also to the psychological state
of the patient. It is important to maintain a balance between
using technologies to improve the quality of rehabilitation and
maintaining a personal contact with the patient to ensure his
motivation and participation in the recovery process, which is
especially important when rehabilitation efforts meet limited
resources and the need for rational allocation hereof.

One of the main ethical dilemmas associated herewith is the
prioritization and allocation of resources between treatment and
rehabilitation. When healthcare system resources are limited,
we can invest either in expensive medical procedures that
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can prolong the patient’s life, or in rehabilitation services that
improve the patient’s quality of life.

The question of using the ‘medical necessity’ term in the
context of justifying the provision of rehabilitation equipment is
raised. Ethical considerations influence the definition of the
concept of medical necessity, since insurance companies can
cover the cost of medical equipment only if it is necessary to
use it for carrying out medical and diagnostic measures. This
underlines the importance of provision of a clear and objective
definition of medical necessity at the legislative level, so that
specialized rehabilitation equipment could be as accessible as
possible to those in need of it.

Sometimes, after successful high-quality treatment, patients
are discharged from medical institutions in an environment that
goes against the needs of rehabilitation. Often, the financial
and household constraints of the patient or his family, as well
as the lack of places in specialized institutions, do not allow for
proper care. Discharge to unsuitable conditions may negatively
affect health and subsequent rehabilitation of the patient. It is
necessary to increase the availability of rehabilitation and social
services, improve coordination between medical and social
services, and involve patients and their families in planning and
conducting rehabilitation activities.

Coding and billing conflicts pose a serious ethical dilemma.
On the one hand, medical professionals strive to provide
patients with the best possible care and the necessary amount
of rehabilitation services. On the other hand, they have to work
within the limits imposed by the health insurance system, the
institution’s budget and administrative rules. The need to comply
with limited number and duration of rehabilitation procedures
covered by insurance, pressure from the administration to
reduce costs and increase profits, the complexity of the rules
for coding services, which do not always show the real cost
of time and effort, significantly complicate the work of a doctor
who has to balance between these conflicting requirements.
As a result, medical professionals may face difficult choices.
For example, they have to divide one long procedure into
several short sessions in order to fit into the limits, or to
choose a treatment method that is not the most effective
for the patient, but can be considered more ‘profitable’ from
the point of view of coding. Such decisions can be in conflict
with professional ethics and personal values. It is necessary
to improve the coding and payment system for rehabilitation
services, taking into account real labor costs, develop ethical
guidelines for resolving conflicts between financial and clinical
priorities, and train how to communicate with the administration
effectively to defend the interests of patients.
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ISLANDS OF MERCY. RUSSIAN DOCTORS DURING MILITARY OPERATIONS IN THE NORTH CAUCASUS
IN THE 1990s AND EARLY 2000s

Tumakov DV &2
Yaroslavl State Medical University, Yaroslavl, Russia.

At the turn of the XX-XXI centuries, Russia had to conduct active military operations twice to suppress the hotbed of separatism, crime and terrorism in the North
Caucasus. Serious military medicine forces had to be involved. Meanwhile, the participation of medical professionals in two Chechen operations is still on the
periphery of attention of domestic researchers. In the 1990s and early 2000s, the Russian mass media wrote that military doctors were helping wounded and sick
servicemen of the federal troops directly on the front line and in rear hospitals, often informed the general public about maintaining the mental health of recent
front-line soldiers, and also never ignored the assistance to the civilian population (women, the elderly, children) of the Chechen Republic. Some press publications
described the most successful and complex operations performed by Russian military surgeons. In many publications of those years, you can also find reports
about the doctors who distinguished themselves the most during the active hostilities and were awarded high state awards, including the Gold Star of the Hero of
the Russian Federation. The practical activities of Russian doctors in the North Caucasus in the 1990s and early 2000s resulted not only in the saving of the lives
of the vast majority of wounded soldiers, but also in restoration of the Chechen health system, prevention of epidemics and successful fight against numerous
infectious diseases.
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OCTPOBKW MUIOCEPANSA. POCCUNCKUE MEAWKN BO BPEMS BOEHHbIX ENCTBUN
HA CEBEPHOM KABKAS3E B 1990 — HAYAJIE 2000-x rr.
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CeBepHoM Kaskaze. OHv noTpeboBany MPUBNEHYEHNSI CEPbE3HBIX CYN BOEHHOW MeauUMHbl. Mexay Tem y4acTie MegULIMHCKNX PabOTHUKOB B ABYX YEHEHCKMX
onepauusx 1 No celt AeHb HePeaKo OCTaeTCst Ha nepudepun BHYUMaHWst OTeHECTBEHHBIX 1ccnegoBatenein. Poccuiickne macc-megma 1990 — Hadana 2000-x rT.
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In the 1990s and 2000s, post-Soviet Russia faced a permanent
crisis in the North Caucasus region. Emergency measures were
required from the state to eliminate the hotbed of separatism,
crime, and then the terrorist threat. In those years, a turbulent
situation has developed in many national republics of the
Caucasus, but in order to restore constitutional legality, law and
order in the Chechen Republic, the federal Center conducted
two heavy military operations in 1994-1996 and 1999-2009.
Historians believe that none of the ‘hot spots’ of the USSR and
the post-Soviet space at the turn of the 1980s and 1990s required
the state to use such large forces and means [1]. Their causes, the
course of military operations, and even assessments in the Russian
society of that time have repeatedly been the subject of study by
domestic researchers in recent years, but such important aspects
of the problem as participation of Russian military doctors in military
operations in the Caucasus and their role in resolving this conflict
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are still relatively poorly studied by domestic researchers. This
publication is intended to at least partially fill in this gap. The most
important source for it is the Russian periodical press of the turn
of the XX-XXI centuries, which includes both professional (Medical
Newspaper) and many socio-political publications (Segodnya,
Ogonyok, Arguments and Facts, Independent Military Review).
Trying to emphasize the scope of achievements of Russian
military medicine in the Chechen campaigns, the authors of
publications in the Medical Gazette regularly cited certain high
quantitative indicators of the work of doctors. For example,
in the midst of the bloody battles for Grozny in August 1996,
the publication reported that a transport plane from Chechnya
arrived at Volgograd airport, carrying 80 wounded servicemen
who had previously received primary medical care in the
hospitals of Khankala and Vladikavkaz. 23 of them, who had
abdominal, chest or multiple shrapnel wounds of soft tissues,
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were in a serious condition, so 21 ambulance crews met
the wounded at the airport. According to the newspaper
correspondent Papyrin A, the flow of the wounded was slightly
inferior to that observed in winter of 1995; all 485 beds in
the military hospital of the Volgograd permanent post were
occupied again, including 192 wounded from Chechnya [2].
Another article in the same issue of Medical Newspaper did not
provide statistical data, but published photos of ITAR-TASS with
the wounded in Grozny and reported their arrival first to Beslan
airport (Republic of North Ossetia-Alania), and then to the North
Caucasian Military District hospital in Rostov—on-Don [3].

We can find similar facts in the periodical press of the turn of
the 1990s-2000s, which already narrated the events of the second
Chechen campaign. Thus, the senior lecturer of the Department
of military field surgery of the Military Medical Academy named
after S. M. Kirov, colonel of the medical service Marchuk V recalled
that when the federal troops advanced on Grozny and during the
battles for the commanding heights above it in the autumn and
winter of 1999, up to 70 wounded soldiers arrived at the hospital
daily, and the maximum number was 156 people one day [4].
These estimates cited in an interview with the Independent
Military Review (appendix to the Nezavisimaya Gazeta, one of
the most authoritative and influential Russian publications of the
post-Soviet period) were generally confirmed by an anonymous
medical instructor of a motorized rifle company, according to
whom an average of 5-6 servicemen died and 15 were injured
per day at the height of the active hostilities [5]. At the same time,
in 1999-2000, significant progress was observed in the work of
doctors compared to the military commitment of 1994-1996: the
evacuation of the wounded with the help of aviation was better
organized, there were practically no problems with supply of the
army with medicines, and almost all fighters were vaccinated
before being sent to the Caucasus [4]. To transport the most
seriously wounded to hospitals located in capitals, the federal
group actively used AN-72 and II-76 ambulance aircraft, with the
intensive care unit and operating room being located on board
the latter. The delivery time for such wounded soldiers from the
battlefield to the hospital ward was 6 hours in average [4].

It is important that regular publications of major media about
the attempts of the Russian medical community to overcome the
severe consequences of active military operations in the North
Caucasus in the 1990s and early 2000s were not impersonal. On
the contrary, a significant role among them was played by relatively
extensive materials about the most distinguished Russian military
doctors who were awarded high state awards for feats in the
Caucasus region. The most famous of them was the Hero of
Russia, commander of the medical company of the 27th Brigade
of Airborne Troops, Guard major of the medical service Belov AA,
who participated in the capture of Grozny and Argun as part of
the surgical medical center of the consolidated regiment in the
first quarter of 1995. In the mass media of the mid-1990s, he was
actually compared to front-line doctors of the Great Patriotic War
era. So, in one of the notes in the Medical Gazette, published
in 1996 on the eve of Victory Day, it was reported that Belov’s
grandfather was also a military doctor and died at the front in
1941 [6]. It is very noteworthy that apart from Belov VA, three
other heroes of the same publication were doctors awarded the
Gold Star of the Hero of the Soviet Union for rescuing wounded
Red Army soldiers or partisans in 1941-1945.

A year and a half after the entry of federal troops into the
rebellious republic and the beginning of large-scale hostilities, in
an interview with the correspondent of the Medical Newspaper,
reserve Colonel R. Chekmarev, Belov laconically recalled that
during the storming of the Chechen capital at the beginning of
the 1994-1996 campaign, ‘days and nights were mixed for us.

And the wounded kept coming’ [7]. Then he together with his
colleagues rescued hundreds of wounded Russian soldiers [6].
On the contrary, the capture by federal forces of the third largest
city of Chechnya, Argun, on March 23, took the lives of 5 soldiers
of a combined airborne regiment, and very few wounded were
received at the medical center [7]. It should be noted that the
above information about the losses of the federal group completely
coincided not only with the official estimates of the army command,
but also with those of the metropolitan journalists who were very
critical about the military solution of the Chechen crisis [1].

In the same interview, Guards Major Belov emphasized the
high professionalism and personal courage of his colleagues.
Pugachev V, Lukonin V, Kirh A. Noskov R, Germanov V, Chaplygin
A and Barinov B [7]. With reference to unnamed Russian soldiers,
they were also provided a specific example of his work in the war
zone. In winter of 1995, in Grozny, senior lieutenant of the medical
service Leonenko E. came under fire from militants, barely got out
of a burning armored personnel carrier, but fell into a sewer well
and almost died, as Chechen separatists threw a hand grenade
there. The seriously wounded medical officer was able to reach
the place where the Russian troops were located only three days
later. Leonenko was given primary care at the medical center and
sent to the hospital, where he was diagnosed with ‘contusion,
multiple shrapnel wounds, and thermal burns [7]'. His further fate
was unknown to Belov VA.

Russian doctors had to act in no less difficult circumstances
during the second campaign in Chechnya. Comparing the
two operations in the North Caucasus, military surgeon, Hero
of Russia, Lieutenant Colonel of the medical service Milyutin
IA considered the events of 1999-2000 to be a more difficult
test due to frequent movements across the territory of the
rebellious republic [4]. During the fighting in the Novolak district
of Dagestan in September 1999, enemy snipers and mortars
tracked the movement of medical workers and fired heavily at
them. To avoid death or injury, it was necessary to use armored
vehicles, which blocked the visibility of snipers and helped to pull
wounded Russian servicemen from the battlefield [4]. According
to the memoirs of the head of the surgical department of
Vishnevsky A. Central Military Clinical Hospital, Lieutenant Colonel
of the Medical Service Filippov AV, transfer to another location
occurred about 1-2 times a week. Each time, the military field
hospital was deployed from scratch, in the bleak steppe, with no
electricity, water supply and communications around. According
to the military doctor, his colleagues ‘were mid leg deep in the
mud’, worked and lived in tents measuring 30 by 10 meters [8].

The main author of another large essay published on the
pages of the Medical Newspaper in summer of 1996 was the head
of the microsurgery department of the 3rd Central Clinical Military
Hospital named after Vishnevsky A (the city of Krasnogorsk,
Moscow region), Lieutenant Colonel of the Medical Service
Kuzin V. According to the author of the publication, journalist
Golovenko A, the mentioned surgeon annually performed up
to 200 complex operations, which resulted in recovery of even
hopeless wounded. It is noteworthy that Golovenko himself
was a witness to one of them. It lasted about 8 hours. He later
told readers about the fate of some military personnel who
became patients of the Krasnogorsk hospital. For example, the
18-year-old sergeant of the Russian army Semakin A, aimost lost
his right arm after being hit by a burst of a large-caliber machine
gun in a battle with terrorists from S. Raduyev’s gang in the
Dagestan Pervomaiskoye village (January 1996). However, the
military doctor Kuzin cut out the fibula from the shin and fixed it
to the shoulder, which saved the fighter’s limb. A veteran of the
Afghan war and some hot spots in Transcaucasian countries,
the foreman of the reconnaissance company Emelyanov Yu had
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‘his stomach... full of fragments’ during the storming of Grozny
in winter of 1995, as a result of a close shell explosion. However,
the doctor cut out a thin muscle from the thigh and carefully
applied a ‘patch’ to the stomach. Moreover, Kuzin was even
able to transplant Yemelyanov’s finger from his foot to his hand.
The case of common soldier Kolomnin | was also mentioned
in the article. He almost lost his right leg below the knee as
a result of the explosion of his BMP on a radio-controlled land
mine near Argun. The soldier also avoided amputation due to the
highest professionalism of Kuzin, who transplanted a fibula with
a muscle from the left leg to the soldier’s right leg [9].

The central mass media promptly reported that doctors
of some provincial military medical institutions also achieved
notable professional results during the first Chechen campaign of
1994-1996. So, only 3 wounded servicemen died in the surgical
department of the Volgograd Military Hospital during the capture
of Grozny in winter of 1995, although two planes with wounded
arrived daily from the Chechen capital to Volgograd airport, and
‘soldiers, officers arrived directly with equipment, and machine
guns, in burnt, dirty pea jackets’ [10]. After the escalation of the
situation in Grozny in spring of 1996, 90 more wounded and sick
Russian servicemen were taken to the same hospital. The heroic
work of doctors has not been ignored by the state and society.
For successful professional activity, doctors Bryzgunov A, Asimov
A, as well as the operating nurses Vasilyeva | and Sharai S were
awarded government awards, and the lead surgeon Goncharov
A even described own experience in his report at a meeting of
the regional society of surgeons [10].

The example of the Volgograd Military Hospital was not the only
one cited in the major media in those years. For example, in another
issue of the Medical Gazette it was mentioned that the head of the
department of traumatology of Inpatient military hospital No. 358 of
the Volga Military District (the city of Samara) Colonel of the Medical
Service Fedoseev MM, who served in Afghanistan in the 1980s,
developed and implemented several operations into daily practice.
They included plastic ligaments of a traumatically damaged knee
joint and a dielectric insert into the llizarov apparatus, which
reduced the time of fusion of limb fractures by more than a month.
Moreover, as stated by a journalist of the Medical Gazette, no single
case of death among wounded servicemen had been recorded in
the department of traumatology of the Samara Hospital by summer
of 1996 [11]. Meanwhile, during the first Chechen campaign, 1,900
wounded soldiers passed through the Samara hospital, with 120
of them staying in the intensive care unit [12].

Russian military doctors tried to save not only physical, but
also mental health of their patients. In a large article in the Medical
Newspaper, the famous military journalist Colonel Karpov BV
mentioned the participant of the Great Patriotic War of 1941-1945,
Candidate of medical sciences, psychotherapist Perevalov IP
from the sanatorium of the Ministry of Internal Affairs in Kislovodsk
(Stavropol Territory). During a year and a half of active hostilities in
Chechnya, he and his colleagues provided a full 24-day course of
treatment to more than 400 wounded officers and soldiers of the
Airborne Forces, whereas other 100 soldiers obtained treatment
within the 12-day program [13]. To do this, doctors at the resort
had narzan baths, physical therapy, hydro, acupuncture and
aromatherapy courses. They also attended a phytobar, a sauna
and a swimming pool. However, as the author of the publication
noted, the main indicator of highly effective treatment in Russia
sanatorium were excerpts from letters of the vacationing Russian
military themselves. N., a soldier of the Ministry of Internal Affairs
of the Russian Federation, who had previously served in the ‘hot
spots’ of Transcaucasia, expressed gratitude to Perevalov for
having ‘become different’ after treatment in the sanatorium, that
is, he felt the urgent need to continue life. In turn, Colonel V.,
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a veteran of the war in Afghanistan, wrote that after Perevalov’s
rehabilitation, he ‘returned to normal human life’ and stopped
alcohol abuse. It should be noted that the medical experience
gained during the military operations in the North Caucasus was
analyzed long before the formal end of this armed conflict. Thus,
rehabilitation departments were created in sanatoriums and rest
homes of the Ministry of Internal Affairs of Russia, and freelance
military medical commissions were established directly in military
units to refer front-line soldiers to rest, treatment and rehabilitation
in a sanatorium. With the support of officers of the Military Medical
Directorate of the Government Apparatus Perevalov IP was
preparing a memo for participants of military conflicts [13].

Russian doctors provided assistance not only to wounded
or sick servicemen and representatives of other law enforcement
agencies, but also to the civilians of the Chechen Republic. In
the above-mentioned interview with the Guards Major Belov VA
it was claimed that residents of Grozny, especially the elderly,
women and children, repeatedly became his patients. They
were either receiving the necessary medicines or emergency
assistance from army doctors for free. The military doctor
recalled that in winter and early spring of 1995, he and his
colleagues often gave their own combat rations to ‘people
who were starving, huddled in basements and tumble-down
houses’ [7]. His point of view was shared by Prokofieva N, the
correspondent of the ‘Ogonek’ magazine that was popular in
the late Soviet and post-Soviet years, who repeatedly visited
Chechnya at the height of hostilities. In her opinion, largely thanks
to the efforts of Russian military doctors in the republic during
the war years, it was possible to prevent a repeat of the cholera
outbreak; the fight against polio, plague, diphtheria, anthrax,
dysentery and hepatitis was successful. Thanks to the efforts of
the Deputy Chairman of the State Committee for Sanitary and
Epidemiological Supervision Onishchenko GG, the restoration
of the sanitary and epidemiological service destroyed during the
years of the separatist regime began in Chechnya [14].

A similar point of view about the relationship between doctors
and Chechen civilians was shortly expressed before the end of
hostilities in 1996 by director of Protection All-Russian Center
for Disaster Medicine, Major General of the Medical Service,
Goncharov SF. According to him, there was a ‘very good
atmosphere, a friendly atmosphere’ around the hospital in the
village of Staraya Sunzha in the suburbs of Grozny in 1994-1996,
because the local population ‘helped the doctors very well’. For
the residents of Chechnya, the very existence of a medical facility
was something like a barometer. They regularly asked the doctors
if the hospital would leave and whether they need to leave the
settlement as well. At that time, the team of the Zashchita Hospital
included 23 highly qualified specialists such as neurosurgeons,
traumatologists, pediatric surgeons, anesthesiologists from
leading clinics in Moscow [15]. The importance of their assistance
to civilians could not be overestimated. During the battles for
Grozny in August 1996, over 370 people turned to them for help,
including 117 wounded [15]. As Professor Goncharov reported,
his subordinates provided support to numerous women who
received penetrating wounds to the thoracic, abdominal and
cranial cavities, and the vast majority of patients were rescued
and later evacuated to hospitals in Vladikavkaz, Mozdok and the
Znamenskoye district center. Russian doctors failed to save only
two seriously injured people [15].

Another important event directly participated by Russian
doctors during the military operations in the North Caucasus
was the ‘Frontline Children of Chechnya’ charitable social and
medical program, launched in 1995 by the Russian Children’s
Fund (RDF). Its main goal was to organize the rehabilitation
and treatment of disabled children in the new ‘hot spot’ of the
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post-Soviet space. In more than a year, up to 250 Chechen
children were sent to medical institutions in the neighboring
national republics of the North Caucasus (Ingushetia, Dagestan,
North Ossetia-Alania), and another 22 children were sent to
hospitals in Moscow. Obviously, these indicators were a drop in
the bucket as only in the first weeks of March 1996 and only in
Grozny, the RDF staff identified more than 70 more children and
adolescents who could not be cured in Chechnya and had to be
urgently taken to special clinics in large cities of the country for
rehabilitation. Personal accounts in rubles and foreign currency
were opened for each child affected by the military activities, and
later the RDF asked public and private organizations, commercial
structures, banks and ordinary citizens of the country to organize
assistance to seriously injured children [16].

It is also very important that the standard of living of most
Russian military doctors in those years was quite low: in the
mid-1990s, 20 out of 35 employees of the Volgograd Hospital
mentioned above did not have their own housing, their lack for
new surgical equipment was acute [10]. In the midst of the second
Chechen campaign, doctors from St. Petersburg also recognized
the fact that they did not have expensive anti-shock suits or
vacuum stretchers, which were commmon abroad [4]. At the same
time, it should be noted that, despite the difficult socio-economic
situation and permanent political instability in Russia of those
years, the same Volgograd hospital as a whole was not deprived
of attention and care of the authorities and community. He was
assisted by the city and regional administrations, which allocated
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