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Abstract

Ethical standards in clinical trials are essential to safeguard human participants and ensure scientific credibility.
Despite global frameworks such as the Declaration of Helsinki and national reforms in Iran, evidence suggests ongoing
ethical deficiencies in trial documentation and conduct.

The objective of this study is to systematically examine and evaluate the ethical issues that arise in clinical trials. This
analysis aims to identify common ethical challenges, assess current guidelines and regulatory frameworks, and
propose recommendations to enhance the ethical conduct of clinical research. By providing a comprehensive
overview, the study seeks to promote greater awareness and understanding of ethical considerations among
researchers, participants, and policymakers involved in clinical trials.

This retrospective descriptive study analyzed all clinical trial proposals approved by Guilan University of Medical
Sciences between January 2018 and December 2022. Using a structured checklist, data were extracted on investigator
demographics, faculty affiliation, clinical discipline, inclusion of informed consent forms, use of placebo, and
treatment deprivation.

A total of 219 proposals were reviewed. Only 137 (62.5%) of trials included an informed consent form, 26 (11.9%)
used a placebo, and 11 (5%) involved deprivation from standard treatment, highlighting notable gaps in ethical
documentation. Most studies were submitted in 2018, 64 (29.2%), and were affiliated with the Faculty of Medicine,
146 (66.7%). Male researchers were the majority, 119 (54.3%). Nursing, anesthesiology, and obstetrics & gynecology
were the most active fields. Ethical documentation varied significantly across disciplines.

Despite national-level improvements in Iran’s research ethics infrastructure, considerable gaps remain at the
institutional level. Targeted efforts are needed to enhance ethical training, strengthen review processes, and ensure
consistent adherence to international standards across all disciplines.
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Introduction

Clinical trials are critical to advancing modern
medicine and ensuring patient care is rooted in
evidence-based interventions (1). They provide a
structured pathway for testing new treatments,
diagnostics, and preventive strategies, directly
influencing healthcare policy and practice.
However, the conduct of clinical trials demands
strict ethical oversight, as it inherently involves
risks to human participants, including physical,
psychological, and social harms. Ethical lapses in
research history, from the Tuskegee Syphilis
Study to controversial consent practices in
modern international trials, have prompted global
efforts to enforce stricter guidelines (2, 3).

Internationally recognized ethical frameworks
such as the Declaration of Helsinki, the Belmont
Report, the CIOMS guidelines, and directives
from the World Health Organization (WHO)
have been developed to safeguard participants'
rights and welfare (4). These documents
emphasize core principles, including voluntary
informed consent, scientific validity, fair
selection of participants, risk-benefit assessment,
and independent ethical review. Among these, the
role of informed consent has evolved
significantly from a one-time signature to an
ongoing ethical process that ensures participants'
autonomy is continuously respected (5).

Despite regulatory advancements, empirical
data indicate persistent shortcomings: about 30%
of randomized trials fail to obtain valid informed
consent, and risks associated with placebo use are
often inadequately disclosed (6, 7). Moreover, the

COVID-19 pandemic introduced additional

ethical challenges, including accelerated
approvals and limits on participant autonomy,
generating renewed scrutiny of established
safeguard mechanisms (8).

The translation of these global ethical
principles into local practice varies significantly,
particularly in low- and middle-income countries.
In Iran, efforts to improve ethical compliance
have intensified in recent vyears. The

20

establishment of the National Research Ethics
Committee in 2010 marked a significant
milestone in the standardization of ethical review
procedures across the country. However,
disparities remain at the institutional level.
Studies conducted in various Iranian medical
universities  have  identified gaps in
documentation, such as partial omission of
informed consent forms and vague reporting of
placebo or treatment withholding protocols (9-
12). These inconsistencies pose significant
ethical challenges, particularly in ensuring
transparency and  protecting  vulnerable
populations.

These inconsistencies pose significant ethical
challenges, particularly in ensuring transparency
and protecting vulnerable populations.

While previous studies in Iran have
highlighted general ethical challenges, there is a
scarcity of detailed, institution-specific analyses
focusing on key ethical indicators over a
sustained period. This study aims to fill this gap
by providing a comprehensive, longitudinal
analysis of ethical documentation in clinical trials
at Guilan University of Medical Sciences. It
focuses specifically on three sensitive and critical
ethical  benchmarks:  informed  consent
documentation, placebo use, and treatment
deprivation strategies. By analyzing these
indicators from 2018 to 2022, this research seeks
to provide a clearer picture of ethical compliance
trends and contribute to broader efforts aimed at
strengthening research ethics and promoting
accountability in human subject research in Iran
and similar contexts (13).

This study aims to systematically examine the
existing ethical dimensions in clinical trials
approved by Guilan University of Medical
Sciences from 2018 to 2022. The main focus is on
evaluating three key indicators: documentation of
informed consent, use of a placebo, and
application of treatment deprivation. The findings
of thisresearchcan provide a  deeper
understanding of current ethical trends and
contribute to improving research policies and
ethics education at the national level.
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Material and Methods

This retrospective descriptive study was
conducted at Guilan University of Medical
Sciences and approved by the university's
Research Council and Ethics Committee (Ethics
ID: IR.GUMS.REC.1401.563). All clinical trial
proposals registered via the National Ethics
Committee’s online platform between January
2018 and December 2022 were screened for
eligibility. Proposals with incomplete data or
lacking access permission were excluded.

A structured checklist was used to extract
data. The checklist was developed based on Iran's
National Research Ethics Guidelines and core
principles of Good Clinical Practice (GCP). To
ensure clarity, consistency, and reproducibility
during the evaluation process, the following key
variables were explicitly defined for the auditors:

Informed Consent Form: This was defined as
the presence of a dedicated, signable form within
the proposal documents that explicitly outlined
the study's purpose, procedures, potential risks
and benefits, and emphasized the voluntary
nature of participation.

Placebo Use: This was recorded as 'yes' only
if the study protocol explicitly described the
administration of an inert substance or
intervention to a control group.

Treatment Deprivation: This was defined as
the intentional withholding of a known, effective
standard treatment from the control group for the
entire duration of the study, where such a
standard treatment existed for the condition under
investigation.

A structured checklist was used to extract data
on year of submission, gender, and faculty
affiliation of the principal investigator, clinical
discipline, inclusion of informed consent forms,
use of placebo, and treatment deprivation.
Faculty fields were categorized by department
(e.g., Nursing, Dentistry, Anesthesiology, and
Obstetrics & Gynecology).

To minimize information and selection bias,
two independent reviewers assessed each
proposal using a standardized checklist with clear
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operational definitions. However, a potential
limitation is that the study relied on
documentation within the proposals and did not
verify practices during the actual conduct of the
trials or in subsequent publications.

Raw data were initially entered and managed
in Microsoft Excel. Analyses were performed
using SPSS version 16. Descriptive statistics
were used for both categorical and continuous
variables. Categorical data (e.g.,, faculty
distribution, informed consent presence) were
reported as frequencies and percentages;
continuous variables as means * standard
deviations. Yearly trends were explored using
chi-square tests where applicable.

Results
Of the 250 proposals initially identified, 31 were
excluded due to incomplete data in the online
registry or lack of access permission for full-text
review. Consequently, 219 proposals met the
inclusion criteria and were analyzed. Among
these, the highest number of proposals, 64
(29.2%), were submitted in 2018. Most principal
investigators were male, 119 (54.3%), and the
majority of studies were affiliated with the
Faculty of Medicine, 146 (66.7%), followed by
Nursing and Midwifery, 38 (17.3%), Dentistry,
30 (13.7%), and Pharmacy, 4 (1.8%) (Table 1).
Only 137 (62.5%) of trials included an informed
consent form, 26 (11.9%) used a placebo, and 11
(5%) involved deprivation from standard
treatment, highlighting notable gaps in ethical
documentation.

The most active clinical fields were Nursing,
33 (15.1%), Anesthesiology and Obstetrics &
Gynecology, 24 (each 10.9%), and Surgery, 20
(9.1%), with further details provided in Table 2.

Figure 1 illustrates the annual trend of clinical
trial proposals from 2018 to 2022 in Guilan
province. The chi-square test for trend indicated
that this distribution was stable over time (p-value
= 0.85). This p-value confirms that there was no
statistically significant increasing or decreasing
trend in the number of proposals during the study
period.
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Variable Category N (%)

Male 119 (54.3)
Researcher’s gender

Female 100 (45.7)

Nursing and Midwifery 38 (17.3)

Public Health 1(0.5)
Faculty Medicine 146 (66.7)

Dentistry 30 (13.7)

Pharmacy 4(1.8)

Yes 137 (62.5)
Informed Consent Form (n)

No 82 (37.5)

Yes 26 (11.9)
Placebo

No 203 (88.1)

Yes 11(5)
Deprivation from Treatment

No 208 (95)

Table 1. The clinical data of the clinical trial studies (N=219)

Faculty Major / Field N (%)

Paramedicine Public Health 1(0.5)
Reproductive Health 2(0.9)
Nursing 33 (15.1)
Biotechnology 2(0.9)
Tissue Engineering 1(0.5)

Pharmacy 4(1.8)

Dentistry 30 (13.7)

Medicine ENT (Ear, Nose, Throat) 8 (3.6)
Orthopedics 4(1.8)
Urology 4 (1.8)
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Anesthesiology 24 (10.9)
Nutrition 5(2.3)
Surgery (all surgical fields combined) | 20 (9.1)
Ophthalmology 9(4.1)
Internal Medicine (all internal fields | 10 (4.6)
combined)

Psychiatry 5(2.3)
Obstetrics and Gynecology 24 (10.9)
Emergency Medicine 2(0.9)
Anatomy 1(0.5)
Physiotherapy 5(2.3)
Cardiology 11 (5.0)
Pediatrics 10 (4.6)
Neurology 4 (1.8)

Table 2. The faculty of each clinical trials study in Guilan province (N=219)
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Figure 1. The trend of clinical trials during 2018- 2022 in Guilan province
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Discussion

Phase Il clinical trials are the final stage
of medical research and play a crucial role in
scientific advancement and improving healthcare
(14-16). Adherence to ethical principles in these
studies—including honesty, justice, obtaining
informed consent, protecting participants’ rights,
and maintaining confidentiality—is essential for
preserving human dignity and scientific
credibility (17-20).
Findings from this study revealed that only
62.5% of proposals included informed consent
forms, indicating significant deficiencies in
ethical documentation. Additionally, placebo use
in 11.9% and deprivation of standard treatment in
5% of cases are issues requiring greater attention.
Possible reasons for these shortcomings include
lack of ethics training, inadequate oversight, or
cultural and organizational differences, which
merit further investigation.
Research activities were primarily concentrated
in the School of Medicine (66.7%) and Nursing
(17.3%), consistent with the overall trend
of research in Iran. The annual trend of proposals
in Guilan Province from 2018 to 2022 remained
relatively stable, which may indicate consistency
in research policies and ethical oversight.
However, stability does not imply completeness,
and continuous monitoring and evaluation are
necessary.

However, this study has several limitations. First,
it relied solely on documentation within research
proposals approved by the ethics committee. It is
possible that some researchers addressed ethical
components during the actual conduct of the trial
but failed to document them adequately in the
initial proposal. Conversely, the presence of a
document does not guarantee its proper
implementation. Second, we did not track the
subsequent publications arising from these
proposals to verify if ethical practices like
informed consent were reported in the final
articles. Third, the study was conducted in a
single university, which may limit the
generalizability of findings to other institutions in
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Iran or other countries, though it provides a
detailed institutional case study.

Conclusion

Despite national advances in ethical policies,
this study shows significant gaps in the
documentation and implementation of research
ethics at the institutional level. Lack of
transparency regarding placebo use and treatment
deprivation, along with inconsistent use of
informed consent forms, are areas requiring
immediate improvement. To enhance the
situation, it is recommended that ethics
committees be strengthened, continuous training
for researchers be provided, and structured
checklists be mandatorily applied during proposal
review processes. These actions can help increase
compliance with international standards and
foster a sustainable, ethical research culture in
clinical studies in Iran and other resource-limited
countries.
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