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THE ACTIVITIES OF THE LOCAL ETHICS COMMITTEE TO IMPROVE THE QUALITY OF BIOMEDICAL
RESEARCH OF YOUNG UNIVERSITY STAFF
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The article is devoted to the issues of clinical research: their ethical and legal regulation at the present time, the history of ethical expertise in the Russian Federation
and at Kazan State Medical University. The role of ethical committees as a structure responsible for quality of scientific research and a guarantor of compliance
with the principles of ethics, protection of the rights, safety and well-being of research participants is considered. The article presents the working experience
of the local ethics committee of Kazan State Medical University on ethical examination of research projects with human participation and analysis of the most
common mistakes in preparation of research documentation made by young scientists of clinical departments. The digital information showing typical errors and
inaccuracies in the formation of a package of documents for ethical examination, based on the analysis of 284 initiative papers of PhD candidates from clinical
departments: every fifth protocol required revision in accordance with the ethical and legal framework adopted in the Russian Federation, in 1.5% of cases the
documentation was submitted for already conducted studies (i.e. ost factum), when no changes to its design are possible anymore. Typical mistakes were the
following: inability to form research and control groups, calculate a representative number of participants, write an information sheet for a participant in a clinical
trial and a sheet of informed consent, going beyond the specialty, desire to prescribe drugs beyond the scope of registered indications, etc. The ways of increasing
both the awareness of young researchers and quality of ethical expertise by specialists of the ethics committee are proposed.
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OEATENIbHOCTb JIOKAJIbHOIMO 3TUHECKOIO KOMUTETA MO MOBbILLEHNIO KAHECTBA
BUOMEOULIMHCKUX UCCNEAOBAHUA MONOABIX COTPYAHUKOB YHUBEPCUTETA

M. 3. Typbinesa =
KagaHckuin focypapctBeHHbI MeguumHekuii YamneepeunTeT, Kagdarb, Pecnybnuka TatapctaH, Poccust

CraTbsi NOCBSILLIEHA BOMPOCAM KIIMHWUHYECKMX WUCCNEeLOBaHWA: X STUKO-MPaBOBON pernaMeHTauyin B HacTosiLLee BPeMsi, UCTOPUM CTaHOBIEHWUS STUHECKOW
aKcnepTn3bl B Poccuiickor Peaepavim n B KazaHCKOM rocyfapCTBEHHOM MEAULIMHCKOM YHMBEPCUTETE. PacCMOTPEHA POSb STUHECKIMX KOMUTETOB Kak CTPYKTYPbI,
HecylLLiei OTBETCTBEHHOCTb 3a OOecrneveHne kadecTBa HayYHbIX MCCNefOBaHWn 1N rapaHTa COOMOAEHWS MPUHLMNOB 3TVIKW, 3alluTbl npas, 6e30macHoCTy
1 6naronofy4mns y4acTHUKOB WCCnepoBanns. B ctaTbe npedcTaBneH OnbiT paboTbl SIOKANIbHOMO 3TUHECKOro KommuTeTa Kal3aHCKOro rocynapCTBEHHOMO
MEOVUVMHCKOrO yHVBEpCUTETa MO STUHECKOW 9KCMEpPTU3e MCCNeaoBaTeNbCKMX MPOEKTOB C y4acTheM YenoBeka 1 pa3bop Hambonee 4acTo BCTPEHatOLLMXCH
OLLMBOK MK 0OPMAEHNN [OKYMEHTALMN K UCCNEA0BAHMNIO, KOTOPbIE AOMYCKAOT MOSoAble yHeHble KNMHUYeckUx kadenp. MNMpeacTasneH umdpoBoi Matepuan
CBUAETENBCTBYIOLLMIA O TUMMHHOCTU OLLMOOK 1 HETOYHOCTEN MPK (hOPMUPOBaHUM MakeTa AOKYMEHTOB AN STUHECKON SKCMEepTU3bl, OCHOBaHHbIA Ha aHanu3e
284 yHUUMAaTVIBHBIX PaboT AMCCEPTAHTOB KIIMHNHECKMX Kadeap: KaxkablA NATbIA NpoTokon TpeboBan AopaboTky B COOTBETCTBUN C 3TUKO-MPaBOBOW 6a30i,
npuHsToln B Poccuiickon ®eneparin, B 1,5% cnyvaes AOKyMeHTaLWs Obina npeacTaBneHa Ha y>ke NpoBeAeHHbIe 1ccrnenoBaHns (T.e. post factum), korpa Hrkakve
VN3MEHEHWS1 ero amsaiHa y>Ke HEBO3MOXHbI. TUMMYHBIMK OLLMOKaMK SIBUAMCE CReayloLlve: HeyMeHe (DOpMUPOBaHKS MCCNefoBaTeNbCKON M KOHTPOMBHOM
rpynn, pacyera pPenpes3eHTaTmBHOMO 4Y1cna Yy4aCcTHUKOB, HamvcaHve amcta WMHPOPMaLWOHHOMO IMCTKA YYaCTHUKA KIMHUYECKOrO WCCNeAoBaHUs 1 nucTa
MHOOPMUPOBAHHOIO COMfackisl, BbIXOL 3@ PaMKM CreumanbHOCTW, XKenaHne Ha3HadeHUst mpenapaToB 3a pamkamy 3apervcTprpOBaHHbIX MoKasaHuii 1 ap.
MpeanoxxeHbl MyTV MOBbILLEHNS Kak MHOPMUPOBaHHOCTI MOSIOABIX UCChefoBaTeNel, Tak U ka4ecTsa MpPOBeLeHNsT STUHECKON SKCMepTu3bl creLpanmctamm
3TUHECKOro KoMmUTETa.

KniouyeBble cnoBa: 6I/IOM8,D'I/ILJ'I/IHCKVIG ncenegoBaHns, aTM4eckmne KOMUTETDI, STUYEeCKas aKCrepTn3a, NPOTOKOS KINMHNYECKOro nccnegoBaHna
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Clinical trials (CT) in the Russian Federation have been
regulated for less than a century and are based on the best
international practices. Ethical recommendations for CT were
laid down by the Nuremberg Code (1947) [1] and the Helsinki
Declaration of the World Medical Association (1964) [2]. Each
country had its own unique rules for this process and in order
to register a foreign medicinal product (MP), full-scale tests on
the territory of this country had to be conducted. The unification
of requirements to CT was initiated in 1996 with the release of
the first harmonized rules of Good Clinical Practice (ICH GCP),
which set out the agreements in Europe, USA and Japan on
the harmonization of legislation in the field of CT and elimination

of obstacles to register drugs in different countries, which led to
a cheaper product for the consumer due to mutual recognition
of the CT results [3].

After adoption of general rules, the process of harmonization
of the legislations of different countries was accompanied
by the appearance of documents of the Interparliamentary
Assembly of the Confederation of Independent States (Eastern
Europe and Central Asia); UNESCO; WHO [4-6].

Russia has actively joined the global process. In our
country, the legislative framework in the field of CT and drug
registration has been fully formed by the end of the last
century [7]. For the sake of fairness, it should be noted that
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before adoption of the ICH GCP in the USSR, there was
a pharmacovigilance system that functioned from 1969 to
1991 and regulated, among other things, the field of clinical
research, perhaps even more strictly than the international
standard [8]. A significant milestone in development of ethical
and legal support for biomedical investigations (BMI) was the
creation of a system of ethical expertise with the participation
of ethical committees (EC), whose legitimacy was recorded in
1993 in Federal Law No. 5487-1 “Fundamentals of Legislation
of the Russian Federation on public health protection”. The
first ECs at the level of hospitals and research centers (local
ethical committees, LEC) were established in the mid-90s. In
1998, the Ethics Committee at the Federal Agency for Quality
Control of Medicines under the Ministry of Health of the Russian
Federation began to function. The Central EC was actually part
of the control and licensing system of the Ministry of Health of
the Russian Federation, since in order to obtain permission
from the Ministry of Health to conduct a clinical trial, a positive
conclusion of this Committee was required. Later, this role was
taken over by the Federal Service for Surveillance in Healthcare
(Roszdravnadzor), and in 2004, a committee was established
within the body issuing approvals for the planned multicenter
research.

Since 2010, according to the law “On the Circulation of
Medicines”, permission for the entire turnover of medicines
in the country was provided by the Ministry of Health of the
Russian Federation.

Thus, a vertical appeared: federal EC — local ECs. For local
ECs, our country has adopted the European model, in which
they have a public character and advisory powers [9].

The next step in development of the system of ethical
committees was adoption of legislative acts that consolidated
the basic principles of CT, standards for planning and
conducting BMI, registration and presentation of their results
at the state level. It guarantees protection of rights, safety,
well-being of research subjects and ensures BMI quality. Today,
these ethical structures exist in all major research centers where
BMI of different levels are conducted (multicenter and local,
initiated by foreign and domestic sponsors, initiative research),
they ensure compliance with the GCP rules. The EC activities
are based on three principles:

— respect for the personality and rights of the patient;

— predominance of benefit over risk and risk minimization;

— the correct selection of patients to participate in the

study.

The first and most important right of the human involved in
scientific research represented by voluntary informed consent
is enshrined in Article 21 of the Constitution of the Russian
Federation, all principles are reflected in current Federal laws
such as Federal Law No. 323-F3 “On the Basics of Protecting
the health of Citizens in the Russian Federation” (2011), No.
61-FZ “On the Circulation of Medicines” (2010) and others [10].

The history of the EC emergence in the Republic of
Tatarstan, a subject of the Russian Federation, is as follows:
in 1998, the republic adopted its own law “On the protection
of Citizens’ Health”, where article 14 referred to the possibility
of creating an ethics committee (commission) in the healthcare
system, which gave rise to the development of a package of
documents related to the creation of the EC, and in 1998,
by order of the rector of the Kazan State Medical University,
the first EC appeared in the Republic of Tatarstan, which was
given the republican status in 2003. This committee set goals
not only for the ethical examination of BMI conducted at its
bases, but also for the protection of patients’ rights in the
practical healthcare system, under conditions of compulsory
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medical insurance and availability of the private medical
services market (in fact, it combined tasks and functions of the
research and hospital committee based on the experience of
foreign countries), and also pursued the task of uniting ethical
structures in the republic, personnel training according to GCP
standards adopted by our country. In 2006-2008, our EC
successfully passed the accreditation procedure by the World
Health Organization with a three-stage program “Recognition”
(Inspection WHO and program the recognition for the ethics
committee), which included both an educational component by
WHO experts, and an audit of internal documentation (standard
operating procedures), an inspection of the work of the EC
and its certification. It should be emphasized that we have
become the first ethics committee in the Russian Federation
to receive such recognition. Later, when Russia broke into the
international Cl market, with the increase in the number of BMI
at the bases of the Kazan State Medical University, committees
were divided by functions into republican and newly created
local ones (2009) [9].

We are proud to note that Kazan State Medical University
was one of the twenty most involved in international
multicenter clinical trials (IMCT) research centers in Russia
(fourth in 2015, third in 2016 and 2017, fifth in 2018 and 18th
by the end of 2019). Even during Covid 2020 pandemic, our
republic demonstrated an increase in the number of studies
of new IMCTs (101 in 2020 against 71 in 2019, an increase
of 42%) conducted on its territory, and the Republican Clinical
Oncology Dispensary of the Ministry of Health of the Republic
of Tatarstan (Kazan) took the 11th place in the TOP 20 medical
organizations in terms of the activity of participation in the
IMCT approved in 2020. In recent years, due to the difficult
geopolitical situation in the Russian Federation, multicenter
clinical trials of foreign sponsors have practically not been
conducted, the BMI market has been reoriented to local
research, mainly represented by bioequivalence studies of
generics and biosimilars, which is implementation of the state
import substitution program announced by the president of
the country. The relevance of initiative research has increased
many times. In this regard, the activities of the LEC of the
Kazan State Medical University are largely reoriented towards
them [11].

Over the 15 years of our EC work, the number of initiative
research projects has not changed significantly and amounts
to an average of 60-75 projects per year. A significant failure
occurred only during the Covid 2020 pandemic, which was due
to restrictions in contacts between researchers and patients.
Most of the university’s initiative research is traditionally
carried out by young researchers during the postgraduate
training, which provides for the acquisition of research skills
by applicants. In preparation for the exam in the history and
philosophy of science, where bioethics issues are discussed,
students at our university are taught questions of research
ethics — the ethics of working with an experimental animal
(mainly for postgraduate students of theoretical departments)
or with a human participant in a clinical study (for postgraduate
students of clinical departments). Young scientists are taught
to choose the design of the study, calculate the number of
participants in the experiment so that the results obtained
could be representative and meet the requirements of
evidence-based medicine, choose methods and strategies for
data collection, draw up a protocol, issue patient information
sheets and informed consent sheets for study participants,
select statistical analysis methods according to the tasks and
features of scientific material, ensure the quality of research,
identify key procedures, work in a team, manage the data
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obtained, prepare reports and publications, properly prepare
documentation at all stages, etc. Writing a research protocol
with discussion and defense in a group of colleagues is part of
the training. We are experienced in interacting with researchers
in the framework of additional professional education under the
GCP (Good Clinical Practice) and Good Biomedical Research
Practice (GBRP) programs, organized by WHO, the Regional
Training Center for Scientific Research in Healthcare (RC NIH,
Astana, Kazakhstan) and the Kazan State Medical University
(Russia). We offer the best available practices to young
scientists [11].

After approval of the topic of the dissertation research and
graduation, postgraduate students bring their research projects
to the LEC, which examines the package of documents for
the planned research and approves or justifiably rejects it. The
results of internal quality control of the educational process
showed 89% satisfaction of postgraduates with this issue.

Unfortunately, unlike commercial research projects written
and verified by professionals, initiative research often reveals
certain inconsistencies with the ethical and legal standards of
this field of activity. In 2023, we analyzed 284 initiative works
of PhD candidates of clinical departments of the Kazan State
Medical University, identified errors and shortcomings in the
documents and established the following: every fifth study, or
rather 21.1% of the packages of clinical research documents
submitted to the LEC, planned at the university as theses, does
not meet the requirements accepted in our country. About
1.5% of the work is submitted to the EC after completion of the
study, when no changes to its design are possible. Among the
works reviewed during the specified time period, LEC rejected
one work on this basis.

According to experts, when conducting an ethical
examination of initiative projects, the same type of errors was
encountered. The most frequent comments of EC experts
were related to the fact that the presented protocol does
not substantiate or insufficiently substantiates the sample of
patients, comparison groups are carelessly formed (according
to the analyzed parameters — age, gender, social status,
etc.), which reduces the value of the work and significantly
affects its conclusions. Researchers often describe their
work as non-interventional trials, but actually work with the
documentation of a medical institution retrospectively and/
or their research is purely observational/non-interventional.
And conversely, a young scientist has a great desire to test
a well-known medicinal product off-label, in a dose or in
a mode different from that prescribed in the leaflet.

Although such a study may pose a danger to its participants,
such initiative projects, as a rule, do not provide insurance for
Cl subjects and strict reasonable health monitoring. In fact,
this is a phase Il Cl, and strict GCP requirements are imposed
onit[12]

Errors are often found in the registration of the patient’s
informed consent to participate in the study. The young
scientist does not share the standard of medical care provided
in a medical organization (MO) and his clinical investigation (Cl),
believing that if he needs standard hematological or biochemical
health indicators of the observed patient for analysis, then
this is all about the research work. At the same time, when
hospitalized in the MO (inpatient) or during an outpatient visit
(polyclinic), the patient signed an informed consent for standard
medical care, and repeated consent is not necessary.

About 6% of young researchers believe that if blood
sampling for their project is combined with the collection
of biomaterials (for example, blood) of a patient according
to a standard treatment protocol, then the consent of the

participant to take an additional sample is not required. The
standard of treatment of a patient in a medical institution and
participation in scientific research are different things. Each
participant in a clinical trial should be clearly understand that he
is offered the procedures that are not included in the standard
of medical care, and that he agrees to them voluntarily, without
coercion, understanding the value of this research for himself
and the development of science. Accordingly, the information
sheet of the Cl participant should contain in an accessible form
all information about the planned work and clearly prescribe
each step of the study, and informed consent should contain
only information that relates to this initiative study, and not to
all procedures that await the patient/patient at this stage of
receiving medical care.

In a number of works, the researcher decides to cross
the threshold of his competence and, being, for example,
an obstetrician and gynecologist, decides to investigate
the cognitive functions of the patient. As a result, he makes
a judgment about the presence of the disease and even
suggests its correction [12], which is fundamentally wrong and
unacceptable.

It is particularly noteworthy that every year more and more
comments relate not to the substance of the work, but to
its design: negligence in writing documents, when different
numbers of expected participants are indicated on adjacent
pages of the same document or in different documents of the
same package; the criteria for including and excluding patients
from the study do not match; in protocols and information
leaflets, manipulations with biomaterial are described in different
ways, etc. We can also see that postgraduate students have
a formal attitude to obtaining LEC approval: they copy other
people’s documents without understanding the essence,
which results in comments from experts and request to finalize
documentation. But this is no longer a question of knowledge
of principles, rules and standards, but a question of attitude to
the work performed [12].

Thus, the local ethics committee sees its mission in
improving the quality of research conducted on the territory of
its supervision in the education of young people (educational
component) and in protecting the rights of patients (thorough
examination of submitted projects). The first is carried out
by improving the quality of teaching bioethics and medical
law at the pre-graduate stage, research ethics issues at the
postgraduate stage, involving students in the process of
participating in Olympiads, grant events on medical ethics
and biomedical research. The second is to improve the
skills of the experts of the ethics committees both through
internal training based on the materials of clinical databases
and external training based on GxP cycles. In the last year, it
has become extremely useful to conduct the School of Ethics
of Scientific Research, an initiative non-profit educational
project for young Russian researchers and members of
ethical committees aimed at creating a high level of research
culture necessary to achieve national goals and scientific and
technical development of the Russian Federation, initiated by
the Rector of the Yaroslavl State Medical University Kokhlov
AL and Chairman of the Interuniversity Ethics Committee,
Chairman of the Independent Interdisciplinary Committee for
the Ethical Examination of Clinical Trials Volskoy EA on the
basis of the National Research Institute of Public Health named
after Semashko NA” The project has not been completed, it
will continue during the next academic year. It is attended
by leading experts in the field of clinical research, and their
recorded lectures are invaluable material for the younger
generation.
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