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Purpose: This study examines covid-19 vaccine coverage among adults and describes self-reported post-vaccine adverse events and
associated risk factors in Mbuji-Mayi.

Patients and Methods: A cross-sectional study was conducted, with the study population including adults (18 years and older) who
received at least one dose of vaccine in the Bonzola health zone in Mbuji-Mayi between 27 March 2023 and 27 June 2023. The
Pearson chi-square test (¥2) and multinomial logistic regression analyses were performed using IBM SPSS Statistics 29 and Epi Info
7.2.4.0 software.

Results: A survey of 422 people showed that only 164 (38.86%) had been vaccinated, and 83.54% of these people had had bad
reactions to the vaccine. Respondents were mainly men (50.4%) aged between 18 and 25 (52.44%). The most common vaccine was
the Johnson & Johnson vaccine (43.8%), followed by the AstraZeneca vaccine (40.1%). The most frequent side effects after
vaccination were moderate (fever and vomiting) and least frequent (cough and headache). The results of the multivariate analysis
showed that age and sex (respectively 2,946 times (95% CI: 2,946-197,279), 10,019 times (95% CI: 1,214-82,660) and 55,489 times
(95% CI: 5,742-536,248) higher than that of men) were associated with the occurrence of self-reported post-vaccination side effects,
as well as fever, headache and cough.

Conclusion: In view of the sub-optimal rate of vaccination coverage, it is evident that the prevailing circumstances have not been
immune to the occurrence of adverse events reported by stakeholders following vaccination against the new coronavirus (Covid-19).
This underscores the necessity for rigorous safety monitoring. The dissemination of these findings, in conjunction with the results of
vaccine clinical trials, has the potential to contribute to the reduction of mistrust, which is a persistent challenge in the context of
vaccine hesitancy.
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Introduction

Coronavirus disease 2019 (Covid-19) is an infectious disease caused by the severe acute respiratory syndrome corona-
virus 2 (SARS-CoV-2). In January 2020, the SARS-CoV-2 virus was identified as the causative agent of an outbreak in
China. The disease rapidly disseminated globally, prompting the World Health Organization (WHO) to declare it
a pandemic in March 2020."
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As of March 2022, the global tally of cases stands at over 445 million, with 6 million deaths reported. Of these, over
327 million cases (74%) have been reported in the WHO surveillance database, of which 255 million (57%) are
disaggregated by age and sex.'*

The initial case of coronavirus disease 2019 (Covid-19) in the Democratic Republic of Congo (DRC) was identified on
10 March 2020, involving an individual who had recently travelled from Europe. By 2 January 2022, the Democratic
Republic of Congo had recorded a total of 72,108 positive cases of the disease, including 9,641 cases (17.0%) during the first
wave, 16,643 cases (25.0%) during the second, 24,172 cases (15.3%) during the third and 21,652 cases (13.2%) during the
fourth. There was a notable decline in the case fatality rate, from 5.1% to 0.9%, between the first and fourth waves.?

The ongoing global health crisis, caused by the novel coronavirus (SARS-CoV-2), has resulted in the implementation
of a range of preventive measures on a global scale.” These measures have been implemented to varying degrees across
the globe and have demonstrated varying degrees of efficacy in controlling disease transmission, due to the presence of
a number of challenges.*

In consequence of the urgent public health need, the development of vaccines against the novel coronavirus (2019-
nCoV) has been achieved in an exceptionally short period of time. As of 13 August 2021, only 21 vaccines out of 138
candidates have been approved worldwide for emergency use.

The vaccine is regarded as the sole means of returning to a state of pre-pandemic normality in the context of the
ongoing global pandemic caused by the SARS-CoV-2 virus.” The initial administration of a vaccine for the novel
coronavirus (SARS-CoV-2) outside of a clinical trial occurred on 8§ December 2020. The primary objective was to
achieve a vaccination coverage of 20% by the end of 2021, as defined by the Access Mechanism Vaccines against
CoronaVirus Disease (COVAX) and the WHO.® In order to achieve the aforementioned goal, the WHO has established
a global strategy with the objective of reaching 70% coverage in all countries by mid-2022. The interim target is 40%
coverage by the end of 2021.°

Their mode of action relies on the immune response to their integral parts (DNA, RNA or protein.'®!" The despite the
efficacy and numerous advantages conferred by the latter, namely the reduction in rates of hospitalisation and mortality,'? they
are also likely to induce mild to moderate adverse events following vaccination. These events are expected to be moderate,
transient and short-lived.* As is the case with all other vaccines, the potential adverse effects include flu-like symptoms (eg
headache, fatigue and myalgia) and injection site reactions.'* > It is worth noting that, although rare, some more serious
symptoms have been reported, including anaphylaxis, coagulation, myocarditis, thyroiditis and even death.'®!”

Nevertheless, a number of myths, fears, rumours and misconceptions persist, particularly in relation to adverse post-
vaccination events.'®'? It is imperative that the safety profiles of vaccines are monitored in order to enhance public confidence
and improve the safety of the vaccines in question. The WHO International Pharmacovigilance Program offers a vaccine for
the novel coronavirus.'®%° The safety of the COVD-19 vaccine has been demonstrated in clinical trials, yet there is a paucity of
evidence comparing post-vaccination events in the Congolese context. This study examines covid-19 vaccine coverage among
adults and describes self-reported post-vaccine adverse events and associated risk factors in Mbuji-Mayi.

Materials and Methods

The present descriptive cross-sectional study was conducted via a pre-tested questionnaire with the aim of assessing vaccination
coverage and adverse effects of the SARS-CoV-2 vaccines in individuals who have received at least one dose of a vaccine
approved by the Ministry of Health and Public Hygiene. The study was conducted in the health zone (HZ) of Bonzola.

The Bonzola HZ (code in the normative framework: 11020201) is an urban health zone situated to the south of the
city of Mbuji-Mayi in the Democratic Republic of Congo (DRC), within the commune of KANSHI (Figure 1).

In order to achieve this objective, a survey was conducted between March and June 2023. A probability sampling
technique was employed in order to obtain a representative sample from the target population, which consisted of
individuals residing in HS Bonzola who had received either a full course of vaccinations or a single dose. The sample
size was calculated using the following formula:*!

n= 272° B4, with the sample size of 422 participants. Only subjects over the age of 18, residing in the study health zone
were included in the study.

All of our respondents were submitted to a questionnaire.
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Figure | Mapping of the Bonzola health zone (Source Bonzola HS).

The data were entered into an MS Excel 2016 spreadsheet and subsequently analysed using IBM SPSS Statistics 29
and Epi Info 7.2.4.0 software.

The comparison of the proportions of adverse post-vaccination events according to demographic data and the type of
vaccines administered against SARS-CoV-2 was conducted using the Pearson chi-square () test. A multinomial logistic
regression model was employed for the purpose of evaluating the suggested risk factors for self-reported adverse post-
vaccination events. A confidence level of 95% and a significance level of <0.05 were employed.

The quality of the logistic regression model is determined by following the classification proposed by Landis and
Koch:*? < 0 Disagreement; 0-0.20 Very poor agreement; 0.21-0.40 Weak (fair) agreement; 0.41-0.60 Moderate
agreement; 0.60—0.80 Strong agreement (good) and 0.81-1.00 Almost perfect agreement (very good).

Ethical Considerations

In order to safeguard the privacy of respondents, they were approached and provided with comprehensive and transparent
information regarding the purpose of the study and the intended use of the data collected. The respondents were informed of their
right to decline participation in the survey. All participants gave their informed consent. In accordance with the fifth chapter of the
Declaration of Helsinki, which stipulates that “every precaution must be taken to protect the privacy and confidentiality of
personal information concerning the persons involved in research in the research”, the individual data of all those who agreed to
take part in the study remained completely anonymous and were treated in the same way throughout the study. The requisite
research authorisation was obtained from the management of the University of Mbuji-Mayi (reference number 089/F.MED.PH.
SP/UM/KLN/2022).

Results

Vaccination Coverage Covid-19 and Undesirable Post-Vaccination Events

As illustrated in Table 1, In the sample of 422 participants, only 164 people (38.86%) were vaccinated. The self-reported
adverse post-vaccination events were observed in 83.54% of participants, predominantly manifested as moderate adverse
events following immunization, including fever and vomiting, which were reported by 32.12% and 32.12% of partici-
pants, respectively. Additionally, less common AEFIs, such as cough and headache, were observed in 16.06% and
14.60% of participants, respectively. The majority of participants (96.95) indicated a willingness to receive the covid-19
vaccine, despite the potential for adverse effects.
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Table | Covid-19 Vaccination Coverage, Self-Reported Post-Vaccination Adverse
Events and Willingness to Be Vaccinated in the Near Future Among Those

Vaccinated
Variables n=422 %
Vaccinated
Yes 164 38.86
No 258 6l.14
Self-reported adverse post-vaccination events n=164
Yes 137 83.54
No 27 16.46

Types of self-reported adverse post-vaccination events (n=137)

Fever 44 32.12
Swelling of the vaccinated area 7 5.11

Headache 20 14.60
Cough 22 16.06
Vomiting 44 32.12

Despite self-reported adverse post-vaccination events, willingness to be
vaccinated soon (n=164)

Yes 159 96.95
No 5 3.05

Risk Factors Associated With COVID-19 Self-Reported Adverse Post-Vaccination Events
Table 2 presents an illustration of the predictive factors of adverse post-vaccination events. Of the participants, 50.4% were
male, resulting in a sex ratio of 1.01. The majority of participants (46.6%) identified as members of revival churches, with the
largest proportion of respondents falling within the 18-25 age range (52.44%). With regard to the level of education, 49.6%
were enrolled in tertiary education, while 45.3% had completed secondary studies. The majority of participants were single
(49.6%), followed by those who were married (39.02%). The most prevalent type of the vaccine administered for the
prevention of the effects of the virus known as SARS-CoV-2, also known as the Coronavirus, was the Johnson & Johnson
vaccine (43.8%), followed by the AstraZeneca vaccine (40.1% versus the Moderna vaccine at 16.1%).

Table 2 presents the distribution of self-reported adverse post-vaccination events according to the sociodemographic
factors of the study. Significant variations were observed in the distribution of participants according to sex, age group,
religion, profession, marital status and type of vaccine administered (p < 0.001).

A multinomial logistic regression model was constructed in order to ascertain the existence of self-reported adverse
post-vaccination events. The model was expanded to incorporate the variables of the vaccines administered, the subjects’
sex, and their age (Table 3).

The independent variables yielded a substantial amount of information, as indicated by a likelihood ratio %2 value of
251.57 and a p-value less than 0.001. The results of the tests based on the three predictive variables could account for
78.4% of the variance in the presence of self-reported adverse post-vaccination events, as indicated by the Nagelkerke R?
statistic of 0.814.

The results of the multivariate analysis indicated that age and sex were associated with the occurrence of self-reported
adverse post-vaccination events. For fever, the values 2 = 24.820, p < 0.001 and x> = 8.805, p = 0.003 were observed; for
headache, ¥> = 11.626, p < 0. For cough, the results were ¥2 = 6.957, p = 0.008 and y2 = 12.042, p < 0.001 for sex. The
likelihood of females presenting with fever, headache, and cough was, respectively, 24.107 times, 10.019 times, and
55.489 times higher than that of males.
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Table 2 Bivariate Analyzes Between Self-Reported Adverse Post-Vaccination Events and Sociodemographic Parameters

Settings n (%) Undesirable Post-Vaccination Events p
Fever Swelling of the Headache Cough Vomiting
n=44 (%) Vaccinated Area n=20 (%) n=22 (%) n=44 (%)
n=7 (%)
Sex
Feminine 68 (49.6) 33 0 8 19 8 <0.001*
Male 69 (50.4) I 7 12 3 36
Age range (years)
18-25 68 (49.6) 34 7 8 0 19 <0.001*
2640 34 (24.8) 8 0 12 14 0
>40 35 (25.5) 2 0 0 8 25
Religion
Catholic 18 (13.1) 15 0 0 3 0 <0.001*
Revival Church 68 (49.6) 28 7 8 8 17
Kimbaguiste 21 (15.3) [ 0 12 0 8
Protestant Il (8.05) 0 0 0 11 0
Jehovah’s witnesses 19 (13.9) 0 0 0 19
Level of study
Primary 7 (5.1) 7 0 0 0 0 <0.001*
Secondary 62 (45.3) 14 0 4 19 25
University 68 (49.6) 23 7 16 3 19
Marital status
Bachelor 68 (49.6) 26 7 16 0 19 <0.001%*
Divorced 534 | 0 4 0 0
Bride 47 (34.3) 16 0 0 14 17
Widower 17 (12.4) [ 0 0 8 8
Vaccines administered
AstraZeneca 55 (40.1) 16 7 12 11 9 <0.001*
Johnson & Johnson 60 (43.8) 14 0 8 3 35
Moderna 22 (l6.1) 14 0 0 8 0

Notes: *< 0.05.

Table 3 Final Results of Multinomial Logistic Regression of Self-Reported Adverse Post-Vaccination Events According to Vaccines

Administered, Sex and Age

B Standard Error %2 ddi p-value OR

Fever Constant

Age —0.252 0.051 24,820 | <0.00 | ** 0.777 (0.704-0.858)

Astrazeneca/Moderna vaccines —-17,595 2150,306 0.000 | 0.993 2.2803x10 8

Johnson & Johnson/ Moderna -21,972 2150,306 0.000 | 0.992 2.868x10 ~'°

Gender Female/Male 3,182 1,073 8,805 | 0.003* 24,107 (2,946—197,279)
Swelling of the Constant 302,469 7082.014 0.002 | 0.966
vaccinated Age ~11,474 167,596 0.005 | 0.945 1.040x10 ~* (2.287x10 ~'*¢ *73Ix10 '*7
area Astrazeneca/Moderna vaccines —12.633 5705,379 0.000 | 0.998 3.263x10 ¢

Johnson & Johnson/ Moderna —111.005 6018.155 0.000 | 0.985 6.179x10 ~*°

Gender Female/Male —89,227 1792.871 0.002 | 0.960 1.774x10 ~*°

(Continued)
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Table 3 (Continued).

B Standard Error %2 ddl p-value OR
Headache Constant 4,520 1,107 16,673 | <0.001
Age —0.151 0.044 11,626 | <0.001* 0.860 (0.789-0.938)
Astrazeneca/Moderna vaccines 1,637 1,092 2,248 | 0.134 5.141 (0.605—43.698)
Johnson & Johnson/ Moderna —2,408 0.000 - | - 0.090
Gender Female/Male 2,305 1,077 4,581 | 0.032% 10,019 (1,214-82,660)
Cough Constant 20,161 2150,307 0.000 | 0.993
Age -0.117 0.044 6,957 | 0.008* 0.890 (0.816-0.970)
Astrazeneca/Moderna vaccines —16.301 2150,306 0.000 | 0.994 8.333x10
Johnson & Johnson/ Moderna —20,749 2150,306 0.000 | 0.992 9.744x10 ~'°
Gender Female/Male 4,016 1,157 12,042 | <0.00 I *#* 55,489 (5,742-536,248)
Diagnostics
LR %2 (p-value) 251.570 (<0.001)**
R? Cox and 0.784
Snell
Fleiss Kappa 0.449 (0.495-0.504)%**
Index

Notes: The reference category is: Vomiting, vaccines (Moderna) and sex (Male). *p;< 0.05. **p;< 0.01.

The occurrence of self-reported adverse post-vaccination events was found to be negatively associated with age, with
coefficients of —0.117 for cough, —0.252 for fever, and —0.151 for headaches. Furthermore, the Astrazeneca and Johnson
& Johnson vaccines exhibited adverse effects when compared to the Moderna vaccine, with coefficients of —16,301 and
—20,749 for cough and —17,595 and —21,972 for fever, respectively.

Table 4 presents the confusion matrix, which allows for an evaluation of the capacity to accurately categorise
the data. It can be observed that the observations of self-reported adverse post-vaccination events vomiting were
correctly classified at 100% (44 observations well predicted out of 44), and then cough at 45.5% (10 observations
well predicted out of 22). This indicates that the logistic regression model has an overall accuracy of 63.4%, with
a Kappa index of 0.499 (95% CI: 0.495-0.504), which can be considered to represent moderate agreement
(Table 4).

Table 4 Confusion Matrix

Observed Forecasts
Fever Swelling of Headache | Cough | Vomiting Percentage
the Vaccine Correct
Area

24 0 0 0 3 0 88.9%
Fever 18 15 0 6 | 4 34.1%
Swelling of the vaccine area 0 0 7 0 0 0 100.0%
Headache 6 0 0 4 2 8 20.0%
Cough 9 0 0 0 10 3 45.5%
Vomiting 0 0 0 0 0 44 100.0%
Overall percentage 348% | 9.1% 4.3% 6.1% 9.8% 36.0% 63.4%

Abbreviations: COVID-19, Coronavirus disease 2019; SARS-CoV-2, severe acute respiratory syndrome coronavirus 2; WHO, World Health
Organization; DRC, Democratic Republic of Congo; HS, health zone.
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Discussion

The objective of this study was to examine the extent of vaccination coverage against the virus in adults and to describe
self-reported adverse events following vaccination, along with the associated risk factors in Mbuji-Mayi.Vaccination has
been widely regarded as a key preventive measure in controlling infection, eradicating the disease and reducing mortality
and morbidity rates.”* 2*Vaccination against the virus has been the main strategy employed by most countries to limit the
spread of the virus. In the context of the global pandemic of the Coronavirus, the COVAX initiative was established with
the initial objective of achieving 20% vaccination coverage by the end of 2021. This target was subsequently revised to
70% for all countries by mid-2022. However, the uptake of the vaccine has been low in some European countries and
particularly in Africa.?®2” In the present study, the vaccination coverage among adults was found to be 38.86% during the
specified study period (in 2023). This figure is almost half the proportion reported on a global scale (69%) at the
conclusion of 2022, yet it approaches the figure reported in low- and middle-income countries (25%).%*

The most common reasons cited for non-compliance included perceived risks versus benefits, religious beliefs, lack of
knowledge and awareness, fear of the effects of the vaccine, and cultural factors.?? >3

The ongoing risk of severe acute respiratory syndrome (SARS) due to the highly infectious nature of the virus, the probability
of resurgence and the appearance of new variants, even in regions where vaccination programmes have been implemented, is
a salient concern.*® The decline in immunity and the emergence of new variants will shape the burden and long-term dynamics of
the disease. Improving vaccination coverage is necessary for public health in the Democratic Republic of the Congo, particularly
in Mbuji-Mayi, and its introduction into the Expanded Programme on Immunisation is not yet effective.

The safety of the COVD-19 vaccine has been demonstrated in clinical trials, yet there is a paucity of evidence comparing
post-vaccination events in the Congolese context. The results of this study demonstrate that 83.54% of respondents
experienced self-reported post-vaccination manifestations of Covid-19 in the community. This result is consistent with
those reported in other studies conducted among healthcare workers in Ghana (80.7%),%” Nigeria (90.0%)’® and Germany
(88.1%).* In the Polish community, the prevalence was 96.5%.* Conversely, the prevalence of self-reported adverse post-
vaccination events reported was higher than that reported in studies conducted in India (65.9%)*' and in the Ivory Coast
(57.4%).** The discrepancy in prevalence can be attributed to a number of factors, including methodological approaches, such
as data collection, methodology, study environment and sample size. Furthermore, the aforementioned studies on satisfaction

3739 and the community.*’

rates were conducted in disparate settings, including healthcare workers

The primary mechanism underlying the development of systemic symptoms following vaccination is the presence of
inflammatory markers in the bloodstream. These markers signal at the blood-brain barrier, thereby inducing symptoms
that are characteristic of influenza.*® The occurrence of symptoms subsequent to vaccination may result in apprehension
regarding injections, the formation of adverse attitudes and non-compliance, which ultimately undermines the efficacy of
vaccination programmes.*> The results of this study demonstrated that the most prevalent adverse effects following
vaccination against SARS-CoV-2 were fever and vomiting, occurring in 32.12% and 32.12% of participants, respectively.
Less common adverse effects included cough (16.06%) and headaches (14.60%). Additionally, other authors'®** have
observed that headaches, 38.8%,45 and 21.1%,® while fever™ was reported in 19.1% of cases.’’

Nevertheless, the occurrence of localised oedema at the vaccination site was infrequently documented (5.11%), which
contrasts with the findings of several researchers who identified pain at the injection site as the most prevalent adverse post-
vaccination events.’’~%%43 It is a common phenomenon that vaccines, irrespective of their composition, induce a degree of
inflammation at the injection site during the initial hours following administration. This is postulated to contribute to the
symptoms of pain, redness and swelling. The release of pyrogenic factors into the systemic circulation stimulates a cascade of
crosstalk between the immune system and the nervous system, which can result in the onset of systemic flu-like symptoms,
including an increase in body temperature. There is mounting evidence to suggest a correlation between systemic inflamma-
tory mediators and the onset of systemic symptoms following vaccination.*’

It can be observed that both extrinsic and intrinsic factors have the potential to impact the self-reported adverse post-
vaccination events profile of a given individual. Host characteristics, such as age (including both older and younger
individuals, due to low immunity or a lack of a well-established immune system, respectively), sex, general health status,

and pre-existing immunity, as well as vaccine administration and composition factors are among the extrinsic and intrinsic
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factors that can impact the self-reported adverse post-vaccination events profile in a given individual.** In our study, all
sociodemographic characteristics, including gender, age, occupation, marital status, and type of vaccine administered, were
identified as risk factors associated with post-vaccination events (p < 0.001). This contrasts with the findings, who reported age
as the only risk factor.*

The multinomial logistic regression model revealed that age and gender are the two factors associated with the
occurrence of self-reported adverse post-vaccination events, including fever, headache and cough, in Mbuji-Mayi town,
as reported.*” However, this was not influenced by the type of vaccine, contrary to the results reported.'**® Indeed,
women tend to have a higher incidence of injection site reactions compared to men, but not systemic symptoms after
vaccination.**>? In our study, women were more likely to report the occurrence of side effects than men, a finding that is
consistent with those reported.*’**

It is possible that the observed differences are attributable to genetic or hormonal factors.® For example, anatomical
differences in skin thickness, blood flow, and nervous system structure between men and women may contribute to the
development of injection site inflammation in women.>® Moreover, sex hormones have been demonstrated to modulate immune
responses and cytokine levels, with androgens and high doses of estrogens exhibiting immunosuppressive properties.>*>>

The experience of pain and distress at the time of vaccination represents a significant clinical issue for individuals of all age
groups who undergo an injection. The failure to treat pain at the time of vaccination may result in vaccine hesitancy and
potentially influence future health-seeking behaviours and healthcare decisions.** The physiological functions of the immune
and nervous systems undergo changes throughout the lifespan. These changes have implications for the ability to defend
against infectious diseases at different ages and may also influence susceptibility to adverse reactions to vaccination. Although
infants and toddlers exhibit a reduced incidence of injection site reactions following vaccination in comparison to adults, they
are more susceptible to episodes of fever resulting from vaccination or other incidental infections.*

The incidence of adverse events following immunization increases during childhood and adolescence as the immune
system matures. The incidence of self-reported adverse post-vaccination events declines during adulthood, potentially
reflecting greater tolerance to pain and disease symptoms acquired through life experience and/or a decline in innate immune
defence mechanisms. This is corroborated by the observation that older adults exhibit reduced systemic levels of IL-6, IL-10
and CRP following vaccination,*® which may contribute to their proclivity to report fewer systemic AEs, particularly fever.

The utilisation of this model as part of the research process resulted in the attainment of a commendable overall precision for
the variables, with a range of 63.4% and moderate Kappa Fleiss indices based on the classification proposed.”*>” While the
majority of the explanatory variables, namely the type of vaccines administered, were not found to be significant in these models,
this differs from the results reported,'? which were associated with the types of vaccines. The marginal probabilities associated
with each variable and each modality exhibited an intriguing trend that appeared to align with the logic of post-vaccination events
in our study environment.

Conclusion

The low vaccination coverage rate has resulted in a high incidence of adverse reactions following vaccination against the new
coronavirus (Covid-19), highlighting the crucial need for vigilant safety monitoring. In order to develop evidence-based
intervention strategies that can be adapted to local and national contexts, it is essential to understand the factors associated with
the occurrence of self-reported post-vaccination adverse events. Adverse events following vaccination (AEFI) linked to the
new coronavirus (Covid-19) have been reported during the vaccine clinical trials, and the dissemination of this information
could assist in the reduction of vaccine hesitancy, a persistent challenge, particularly among the Congolese. The enhancement
of surveillance systems and the refinement of policy frameworks to ensure optimal post-vaccination follow-up are also
imperative. The enhancement of such surveillance systems and the refinement of policy frameworks will facilitate the
deployment of other vaccines that are required to manage both current and future emerging health problems. Furthermore,
it will allow for consideration to be given to the introduction of the COVD-19 vaccine into routine immunisation programmes.

Data Sharing Statement
The original contributions to this study are presented in the article, and the database supporting this manuscript is
provided in (DOI: 10.6084/m9.figshare.28474052).
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