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Abstract

Obtaining timely data in clinical trials (CTs) is critical for drug registration. This depends directly on the speed
atwhich patients are recruited. This paper provides an overview of selected scientific works and literature from
different countries about patients’ mativators and barriers to participating in CTs From 55 articles retrieved
from PubMed, 5 were selected for the analysis. Additionally, 6 publications, including 2 by Polish authors,
were reviewed. As a result, we identified 10 factors for further investigation: altruism, hope for personal
benefit, access to better care, the role of a doctor, the opinions of close friends or relatives, financial com-
pensation, side effects, the patient’s role as a quinea pig, effort and time, and the use of placebo. Regardless
of the therapeutic area, health status, study phase, country, geographic area, economic situation, or healthcare
system, patients indicated very similar reasons when deciding to participate in a CT. Even if patients as a group
had similar motives and concerns, there are individual elements or unusual factors that need to be better
understood and evaluated to accelerate the recruitment process in order to avoid certain drugs or therapies
being overlooked or underestimated. In this way, investigators can help patients make the best decisions
and more effectively support the process of registering a new drug. Future research on factors influencing
patients” decisions is still necessary: We do not know how the COVID-19 pandemic may have influenced
patient motivation, how new requlations on CTs are changing patients” perceptions of CTs, and what may
be important depending on the study, country, therapeutic area and other factors.
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Background

The critical aspect of every clinical trial (CT) is the re-
cruitment of a planned number of participants. The speed
and efficiency of recruitment often determine the success
of a study. Understanding the volunteers’ motivations for
participating in a study has been the subject of numerous in-
vestigations and analyses over the years. The diversity of CTs
due to different phases, therapeutic areas, criteria, and types,
such as platform or basket trials, is not the only complica-
tion. There are also cultural, social and ethical differences,
as well as the changing awareness and knowledge of societ-
ies in different regions of the world over time.!? Particularly
notable is the change in the perception of the significance
of CTs in the last 3—5 years, primarily due to the COVID-19
pandemic® and the rapid progress in developing modern
drugs and therapies used in cancer and rare diseases treat-
ment as well as other diseases. In many therapeutic areas like
oncology or rare diseases, patient needs are still inadequately
met. In 2019, according to data from the report of the Na-
tional Cancer Registry, over 176,000 new cancer cases and
more than 100,000 deaths related to cancer were recorded
in Poland, making malignant neoplasms the 2" leading cause
of death in the country (25.7% of male deaths and 23.2% of fe-
male deaths in 2019).%> The issue of potential participants’
consent to participate in a study or to decline is of utmost
importance from social, economic and healthcare perspec-
tives and directly impacts the wellbeing of each individual.

According to the current state of knowledge, the factors
positively influencing patients’ decisions regarding par-
ticipation in CTs include altruism, hope for improvement
in health and better medical care related to participation
in the study. In turn, the elements that evoke fears and
negative reactions include the risks related to the safety
of treatment with a new investigational product, require-
ments regarding the patient’s time and effort, and the pos-
sibility of being treated as a guinea pig. The studies also
paid attention to other factors affecting patients in differ-
ent ways, such as trust in the doctor, the opinion of rela-
tives and financial compensation. The review of selected
works shows that the process of providing information
to patients does not raise serious objections and that doc-
tors and patients are appropriately informed, regardless
of the country or therapeutic area. In some papers, there
are less typical observations depending on the specificity
of the examination or the disease. This article provides
an overview of selected scientific works and literature from
different countries about consent to participate in CTs and
related barriers.

Objectives

The aim was to select universal factors influencing pa-
tients’ decisions and identify variables that may modify
them. Finally, it was assumed that a possible way to achieve
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this goal would be a selection of publications from differ-
ent geographic areas, concerning very different therapeu-
tic areas and different types of CTs, including CT phases
from 1 to 3. This publication may contribute to the design
of further scientific research aimed at better understand-
ing the issues of participation in CTs and lead to the de-
velopment of tools and methods to enhance recruitment
effectiveness in CTs.

Materials and methods

Between May and July 2023, the PubMed database was
queried using the following search terms: “patient*” [ti]
AND “clinical trial*” [ti] AND (“motivation” OR “deter-
minant*” OR “element*”) AND “decision*”. We excluded
articles of the “Review” or “Systematic review” type, and
as a result, 550 publications from 1990-2023 were ob-
tained. After the initial elimination of papers whose titles
indicated analyses in areas other than those of interest
to the authors, the abstracts of 16 publications were re-
viewed, of which 5 publications were included in the analy-
sis.®~1% The main reasons for excluding articles from this
review were: analysis of matter not aligned with the pri-
mary objective of our publication; specifically focused,
tailored or bespoke studies; very specific or narrow patient
population represented; and mismatched aspects regard-
ing consent for study participation. In addition, based
on reviews of other publications and reports, including
references in the previously mentioned articles, another
4 publications were selected.''"!* Due to the special inter-
est in the observations resulting from the Polish works,
2 publications in Polish have been added.!>'® Works pub-
lished before 2006 were excluded from the analysis. Finally,
11 papers were selected for analysis and are presented and
characterized in Table 1.

Results

The authors of the selected publications used various
methods and techniques for collecting and analyzing in-
formation from respondents, e.g., multiple choice ques-
tionnaires, closed questions or free text, semi-structured
interviews done by trained investigators, self-administered
questionnaires, semi-structured telephone interviews,
etc. These methods have been classified and compiled
in Table 2. Following an exhaustive review of 11 research
studies, repeatable factors influencing patients’ decisions
were identified. These factors are outlined below.

Altruism was the most common factor affecting the pa-
tient’s consent to participate in a CT; it was mentioned
in 10 out of 11 analyzed studies. In some works, altruism
appears directly>>'%; in others, it is presented descriptively.
For instance, there is an understanding that the trials will
contribute to scientific knowledge,® and the knowledge
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gained will help others in the future!? or benefit others
directly.!® Of patients participating in palliative studies
(lymphoma and gastrointestinal), 25—62% indicated altru-
ism as the main reason for their consent to participate, and
84-96% noted that it was a factor that influenced their
decision positively.l® Godskesen et al. reported similar
findings: although altruism is mentioned as the most im-
portant decision factor by 28% of the respondents, it is also
highly expressed as the median for agreement, reaching
the value of 9.7 on a 10-point scale. Altruism as a motivator
appears in every study, independently of the therapeutic
area, phase, population, or country. Sometimes, altruism
appeared spontaneously as a motive for trial participation
in the pilot test.!!

Hope for personal benefit was another common motiva-
tion for respondents. This category includes hope itself,
medical benefits, hope for a cure, and the desire for the best
available treatment or access to medical care. Hope is usu-
ally ranked high in terms of frequency and it also stands
out when the question concerns the most important moti-
vator. For example, in a study by Catt et al., 21% of people
indicated that their primary motivation for participating
in the study was that “the trial offered me some medi-
cal benefit.” Furthermore, 15% said that “joining the trial
would give me hope.” The frequency of agreement reached
77% for the 1% statement and 85% for the 2"4.'* The same
inseparable link between participation in the trial and hope
is mentioned in the study from the USA, where the use
of a new chemotherapeutic drug had a positive effect on pa-
tients’ outlook.!?

Personal benefit was also mentioned in the study among
German patients with urinary tract infections (UTI); they
perceived the benefit as being able to handle future UTI
treatment themselves without doctor consultation and
avoiding “harmful” antibiotic treatment.® In the Kotows-
ki’s study, hope was defined as “an opportunity for a new
drug” and was indicated as the reason for consent to join
a CT by 78.6% of non-oncological and 67.0% of oncologi-
cal patients.!> Another analysis from Poland showed that
“access to innovative therapies” was a motivator for 50%
of patients previously participating in CTs and 74.6% with
no such experience.!® This factor is, therefore, extremely
important regardless of the therapeutic area, patient expe-
rience, health condition, or geographic location.

Access to better care covers access to better or extra
examinations, investigations or medication. Compared
to hope for personal benefit, this motivation is distin-
guished by a more measurable and real, material nature,
e.g., more tests or access to a test that the patient would
not have had if he had not participated in the study. This
factor also includes access to certain drugs.

This motivation was expressed by patients from differ-
ent countries and different care systems, including those
from Sweden,!! Italy,® Poland,'>1¢ USA,!® UK, and South
Africa.” Discussing this factor, the authors point to vari-
ous grounds for justifying such a choice. In South Africa,
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“access to medication” was mentioned by 81% of respon-
dents (“agree” or “strongly agree”) and “access to investi-
gations” by 80%. The study drugs used in trials in South
Africa are often already registered in the USA or Western
European countries yet are still not available for patients
in South Africa.” The high rate (mean = 8.7 on a 10-point
scale) of Swedish respondents (n = 86) agreed that “access
to extra exams” was the reason they had decided to partici-
pate in randomized CTs!! A Polish study showed that both
oncological (76%) and non-oncological (63.3%) patients
indicated easier access to additional tests.!®

An additional motivation was the role of a doctor, which
included trust in the doctor, the relationship, the doctor’s
advice, any pressure from the doctor, and the doctor’s
reputation. In various studies, this element always refers
to the doctor who is the investigator; it can be a special-
ist like an oncologist working at a university hospital
or a general practitioner, as in the study from Germany.
In one study, 97% of patients from the UK confirmed that
they trusted the doctor who treated them; for 1%, it was
even the most important factor in the decision to join
a CT.™ In a separate study, authors from South Africa
asked patients about being under pressure from the staff,
and 94% of participants confirmed they did not feel any.
In the same study, 67% of participants strongly agreed
or agreed that they had received advice from the doctor
to take part in the study.” In the Swedish study, 70% re-
ported that they did not sense the doctors’ expectation
that they would agree to participate in the trial. The mean
value for the opinion that patient participation was based
on the doctor’s expectation (expressed by the statement
“my doctor thought so”) was 4.1 on a 10-point scale. Ac-
cording to the authors, half of the respondents preferred
to share the responsibility for making the decision by seek-
ing consultations with a doctor or relatives.!!

A similarly important and positive role of a doctor
is the trust the doctor builds with patients. In the study
from the USA related to an active drug, trust was the mo-
tivation for 60% (one of the top 3 most often indicated
factors), while in the palliative study, it was the motiva-
tion for 49% (also in the top 3).!° In another American
study from 2006, the authors reported that only 7% felt
moderate or significant pressure from the study’s clinical
researchers.!?

A different scenario was observed within the subgroup
of emergency medicine patients in the study by Kurt et al.
They were less likely to be influenced by the doctor’s repu-
tation or their relationship with the investigator, but these
patients, due to the emergency, may have lacked the oppor-
tunity to establish a relationship or learn about the investi-
gator’s reputation.'? Overall, studies showed that the doc-
tor’s role is crucial, and investigators should appropriately
balance positive communication about the study without
exerting pressure in order to recruit patients. However,
there are situations where the doctor’s significance might
not be as pronounced.



Adv Clin Exp Med. 2025;34(6):1053-1064

Several studies also analyzed the influence of close indi-
viduals on a patient’s decisions.”1°~!> In the case of close rela-
tives, their influence on decisions was primarily examined
in terms of what level of pressure they exerted on the patient;
however, according to results, patients did not generally feel
pressure from their loved ones. In a Swedish study, the opin-
ion that “those close to me thought I should agree to partici-
pate” only reached a mean of 2.4 on a 10-point scale. These
results were too low to conclude that the patient was under
the pressure or significant influence of close relatives.!!

Almost half of all patients from South Africa claimed
that they were influenced by their family or friends, and
the remaining 50% confirmed that the opinion of friends
or relatives was significant for them.” In a paper from
the UK, a questionnaire revealed that 51% of patients
agreed with the statement “Others (e.g., family or friends)
wanted me to join the trial”; however, there was nothing
included about the strength of such an influence.!* This
suggests that not only in Scandinavia, where autonomy
is a fundamental ethical principle, patients do not per-
ceive pressure from their families or friends as a primary
motivating factor. Additionally, in an American study
from 2006, the authors explained that only 9% of patients
in phase 1 oncological study felt a moderate or significant
amount of pressure from their families.!?

The study by Kurt et al. identified family concerns
as a significant barrier to agreeing to participate in a CT
for patients in the emergency medicine group (mean re-
sponse = 2.4). The authors explain that this is a result of dif-
ficulties associated with involving loved ones in the patient’s
decision-making process during emergencies. Often, they
are not present or near the patient, or they may also be under
significant stress.!? This example shows that the specificity
of the trial should always be taken into consideration.

Financial compensation as a motivation was analyzed
in 5 studies.”1%1315 [nvestigators, bioethicists and ethics
committees usually regard this as essential information.
Based on the included studies, this factor does not appear
to be particularly significant in patients’ decision-making
process. In a study from South Africa, 80% stated that
money had little importance in their decision to partici-
pate in a CT. On the other hand data showed that almost
5.5% strongly agreed, 8% agreed and 7% partly agreed with
the statement that trial was an “easy way to obtain money.””

In a Polish study, reimbursement of travel costs ranked
7th out of 8 factors determining respondents’ potential par-
ticipation in clinical study.’® This element was mentioned
by 22.2% of previous CT participants and 23% of those
who had not participated yet. In a study from the USA,
motivation for all patient subgroups (emergency medicine,
family medicine, infectious diseases, obstetrics/gynecol-
ogy) seemed to be minimally influenced by the money
offered for participation.!? The mean response for financial
compensation (value: 1.77-2.17) was low, but not as low
as for the category “the doctor conducting the research
is the same race/ethnicity as me” (value: 1.02-1.56).
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In another study from the USA, the financial costs of par-
ticipation were deemed unimportant in patients’ opinions:
information about participation costs was most useful for
only 1% of patients.!?

In yet another American study, the compensation or re-
imbursement was somewhat relevant to the patient’s deci-
sion.? Based on quoted patient statements, the attitude to-
wards reimbursement seemed pragmatic: “Compensation
would help, but if I would not be compensated, that would
not prevent me from doing it.” Thus, while the financial
aspect was slightly important, it did not play a decisive
role in the decision-making process. The lack of cost reim-
bursement did not seem to significantly alter the percent-
age of patients agreeing to participate in the study. In most
cases, a pragmatic approach was observed among patients.

In addition to the aforementioned factors that positively
impacted study participation, some factors exerted nega-
tive influence, referred to as barriers.

First, several studies examined the potential side ef-
fects of the trials, including trial safety and drug toxic-
ity. In 1 study, 53% of Italian patients expressed concerns
about potential and lesser-known side effects.® Similarly,
in the UK study, 59% of respondents claimed, “I was wor-
ried about the side-effects of the study drug/s.”** In addi-
tion, 65% of those in an American study expressed con-
cerns about side effects.” The risk of unknown side effects
emerged as the primary barrier across all patient subgroups
from the study (mean values: 2.59-3.25).12 In the German
study on UTI treatment, many interviewees held the opin-
ion that a UTT is not a serious condition, and thus they
were willing to participate in the study. Conversely, had
the condition been more severe, they might have declined
participation.® A Polish study reported that patients were
afraid of higher toxicity of the experimental treatment,
with rates of 64.7% for oncology and 48% in case of non-
oncology patients.!®

In summary, the potential for adverse effects signifi-
cantly impacted patient decisions, acting as a notable
barrier to participation. Concerns about potential and
lesser-known side effects were widespread, influencing
willingness to engage in CTs. The perceived risk associ-
ated with unknown side effects was a primary deterrent
for various patient subgroups.

Patient concern about being guinea pigs appeared in 4
of the analyzed studies.®*1%1> The fear of being a “guinea
pig” emerged as a significant barrier. This concept has not
been precisely defined, but it can refer to the perceived ob-
jectification of the patient in the study. In the study by Cat-
ania et al., this concern was expressed by 36% of patients,®
and a similar result was observed in the study from the UK
(33%).* In a study by Carroll et al., 15% of the participants
communicated their fears about being a guinea pig.’
The same factor was noted in the Polish study; of the pa-
tients who would not agree to participate in the study
(n =59, 14.9% of respondents), 59.3% (n = 35) stated that
they did not agree to be an experimental “guinea pig.”*®
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Effort and time were 2 factors considered together. They
were considered in 5 studies.®®*1214 In the German pa-
tients with UTI, the authors noted that trial-related time
and effort may have kept patients from participating, which
is particularly true for employed patients.® Patients ex-
pressed that visits and phone calls were always difficult
to reconcile with work. Based on a study from the USA
involving pulmonary arterial disease (PAH) patients,
it is evident that the time demand of the trials could be
challenging for some patients and may have hindered en-
rollment.’ Patients were afraid of missing work or having
to travel to sites. Of those who were asked to participate
in 8 visits within 16 weeks, 65% of participants claimed that
this was a burden or inconvenience related to the time de-
mands. In the same study, 23% identified “duration of trial”
as an issue. Another American study showed that time
commitment was more visible as a barrier for those who
graduated college or had a higher degree in comparison
to those with less than a high school education.!?

Contrary to the above examples, patients from South Af-
rica expressed that time was not a huge issue. Only 7% of pa-
tients felt that they did not have the time required to par-
ticipate in a CT; 81% of them “strongly agreed” or “agreed”
with the statement “I have the time.” However, this response
could be related to the fact that 66.5% of the respondents
from the South Africa trial were unemployed.”

In an Italian study, 55% of patients were afraid of wasting
time, but the reason was completely different: They were
afraid of using inefficient drugs.® In a study from the UK,
16% of patients agreed with the questionnaire statement
“I thought the trial needed too much effort from me”; how-
ever, this percentage included only 6 patients and is there-
fore not a representative sample for conclusive findings.
In summary, it should be noted that the time commitment
necessary to participate in CTs can be a barrier for profes-
sionally active people.

In CTs, the issue of placebo usage can often create mis-
understandings. In the case of 1 study, the potential is-
sue of a placebo was analyzed.” The authors presented
2 hypothetical randomized CTs to the patients: One with
the continuation of background therapy and another with-
out any treatment in which only a placebo was allowed.
Based on the responses, it is evident that patients were
not interested in studies where they did not receive any
treatment. Concern about placebo was expressed by 38%
of the potential participants in a hypothetical study. This
finding may indicate that more clarification is necessary
for randomized placebo-controlled trials, emphasizing
that patients are never left without treatment.

Discussion

A review of publications shows that regardless of the ther-
apeutic area, health status, phase of the study, country,
geographic area, economic situation, or healthcare system,
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patients point to the same or very similar factors when
deciding to participate in a CT. This area is researched
in different ways, using various methods and techniques
of data collection and analysis, but regardless of the meth-
ods, similar results were obtained.

In most cases, motivations include altruism, hope for
personal benefit and access to better care. In addition,
barriers include concerns about safety, potential side ef-
fects, and the fear of being treated as a guinea pig. These
patterns are independent of the size of the study group
or the patient’s previous experience with CTs.

In some studies, patients indicate factors that do not ap-
pear in other analyses, which are most often determined
by the specifics of the study or possibly by local factors due
to socioeconomic or cultural circumstances. An example
is a study from South Africa, in which social motivation,
i.e., the desire to interact and meet other patients, was
highlighted.” In contrast, for studies conducted on dis-
eases that are not directly life-threatening (e.g., UTIs),
patients were willing to take more risks by their own choice
and were guided by individual therapeutic preferences.®
Overall, patients as a group or community were driven
by similar motives and concerns.

Analyzing the statements of individual patients cited
in the papers, there were clear differences on the individual
level in the rationale for justifying the patient’s decision.
The individual patient’s decision to participate in the study
was multifaceted and motivated by very different individ-
ual factors and circumstances. Examples of these factors
would be the severity of the disease, the level of anxiety
or concern about side effects, and the risk of losing one’s
job due to the study length and participation required.

Repeated factors in the analyzed works, which, although
they influenced patients’ decisions to a lesser extent, were
important for patients, include doctor’s advice and opin-
ions of relatives. At the same time, the data presented
showed that patients were not subjected to pressure from
the environment. A factor that turned out to be appre-
ciated by patients but did not have a decisive influence
on their attitude or decision was financial compensation.

Based on a review of the literature mentioned above, the de-
terminants of consent can be divided according to several
categories, regardless of the phase of the study, therapeutic
area, patient population, etc. The following are 3 classifica-
tions of motivators developed based on selected literature.

1) All factors influencing patients’ decisions to partici-
pate in the study can be assigned to 1 of the following
2 categories:

1. Factors motivated by personal benefit, satisfying
the individual needs of the patient as an individual, such
as hope for improvement in health, absence of the occur-
rence of adverse symptoms, financial compensation, and
the sense of belonging to a group.

2. Factors based on benefit and good for the community
such as altruism, acting for the world, science, and medi-
cal progress.
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2) Motivators for participation in a CT can also be ar-
ranged using the criterion of frequency and universality:

1. Common, standard factors: e.g., hope for personal
benefit, better medical care, altruism, willingness to sup-
port science, fear of side effects, burdensome procedures,
medical risk, and safety

2. Atypical and unique factors that depend on the project
and the specifics of the study. These factors could include
project-specific requirements such as procedures required
in the study (e.g., number of biopsies), treatment prefer-
ences (antibiotic compared to non-antibiotic treatment),
patient’s situation (e.g., employment or lack of work), time
commitment and effort required (e.g., missing work as ad-
dressed in a study from the USA compared to the opportu-
nity for unemployed patients in the South African study),
and the investigator’s gender in gynecology studies.

The factors mentioned in the first point appear in ev-
ery study regardless of the therapeutic area, phase or re-
search method (interview, questionnaire, others). They
play a role in each patient’s decision regardless of previous
study experience or knowledge of the study, and they affect
the patient’s final decision. Atypical factors should be kept
in mind when analyzing study specificity, cultural differ-
ences and unique study procedures. Often, these factors are
less studied due to their rarer occurrence in studies, and
it is easier to overlook them or underestimate their role.

3) Criterion of importance/significance:

1. Critical: Primary factors or direct motivations/bar-
riers, e.g., personal benefit, lack of other treatment op-
tions, individual treatment preference, prior experience,
and altruism.

2. Major: Secondary factors or supporting motivations/
barriers, e.g., opinion of loved ones, doctor’s advice, faith,
and fear of side effects.

3. Minor: Other factors, e.g., sense of belonging
to the community, reputation of the center or trust in the in-
stitution, financial compensation, and race of investigator.

In the case of these factors, their assignment to different
groups may overlap; in other words, the same motivator
may appear in different categories, transitioning among
adjacent groups rather than transitioning from extreme
minor to critical categories. For example, doctor’s advice
might appear in both the minor and critical categories,
although it is generally assigned to the major category.
In contrast, a sense of belonging to the community (minor)
will not be observed in the critical category.

Limitations

Limitations of this review are due to methodological
differences and different sizes of patient groups, as well
as various therapeutic areas and phases of trials. In some
publications, the respondents were participants in CTs,
while in others, they were not. In addition, papers that ad-
dressed patient participation in hypothetical, non-existent
CTs were included in the analysis.®!® The data presented
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in this review were collected by authors from 2005 to 2015
(note: There was a lack of information in Polish papers
about collection time). Thus, all of these studies were per-
formed before the outbreak of the COVID-19 pandemic.
This period may have significantly affected the level
of knowledge about and attitudes towards CTs, and thus,
the factors motivating patients to participate may have
altered. Additionally, in recent years, 2 extremely impor-
tant regulations have appeared in European Union coun-
tries, affecting the way CTs are conducted.'”!® Therefore,
it is necessary to analyze and determine the motivations
and barriers to patient agreement to participate in a CT.

Conclusions

Based on the conducted review, it is evident that there
are various correlations between the examined factors and
the patient’s decision to participate in a CT. It is recom-
mended to examine which dependencies exist between
the type of clinical study, the characteristics of the study
participant candidate, and the final decision of the pa-
tient regarding their participation in the CT. Future stud-
ies on factors influencing patients’ decisions regarding
participation in CTs should include more diverse groups
of patients examined using similar methods. It would also
be worthwhile to conduct such studies to see how the CO-
VID-19 pandemic may have affected patient motivation.
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