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Abstract
Objective
Informed consent (IC) is an ethical process required in human subject research. Primary objective was to determine
factors associated to poor knowledge of IC content (PK) in patients from an early rheumatoid arthritis cohort.

Methods
The cohort initiated in 2004, had assistant and research purposes (NCT03389711). At inclusion, each patient
selected 1 of 4 options of the IC form, options ranged from broad consent (patient’s data could be used for research)
to patient denied to have his/her data used. Once enrolled, patients had regular assessments.

Up to May 2017, the cohort had 146 patients with (median, range) follow-up of 8.8 years, (4.3-11.9) and 143 agreed
to participate in a cross-sectional study, patients had scheduled rheumatic evaluations; additionally, a social worker
applied a questionnaire that addressed objective described. PK was established by the borderline performance method.
Multiple regression models were applied to investigate factors associated to PK.

Results
At cohort inclusion, patients were primarily middle-aged (38.3+13.1 years) females (88.9%), with high disease
activity (DAS28: 5.8 [4.6-6.8)] and poor quality of life (SF-36: 42 [29-59]). All the patients gave broad IC.

At study entry, 35-41.3% of them had PK; longer follow-up and lower SF-36 scores at cohort inclusion, were associated
to PK. In addition, 79.7% of the patients had DAS28-remission and 67.1% had SF-36 scores within normal range;
interestingly, only 49% of the patients considered broad re-consent and these patients had poorer SF-36 emotional

subscore than their counterpart (7923 vs. 87+1, p=0.02).

Conclusion
Poor quality of life impacts the autonomy of RA patients.

Key words
informed consent, quality of life, rheumatoid arthritis

Clinical and Experimental Rheumatology 2019; 37: 186-192.



Quality of life impacts informed consent in RA / V. Pascual-Ramos et al.

Virginia Pascual-Ramos, MD

Irazii Contreras-Ydiiez, SW, MSc
Daniel Ruiz, MD

Maria de la Luz Casas-Martinez, MD

Please address correspondence to:

Dr Virginia Pascual-Ramos,
Department of Immunology

and Rheumatology,

Instituto Nacional de Ciencias
Meédicas y Nutricion Salvador Zubirdn,
Vasco de Quiroga 15,

Colonia Seccion XVI,

Belisario Dominguez CP 14500,
Ciudad de México, México.

E-mail: virtichu@ gmail.com

Received on February 16, 2018; accepted
in revised form on April 24, 2018.

© Copyright CLINICAL AND
EXPERIMENTAL RHEUMATOLOGY 2019.

Competing interests: none declared.

Introduction

Rheumatoid arthritis (RA) is a chronic
and potentially disabling disease occur-
ring worldwide, that can affect all the
health-related-quality-of-life (HRQoL)
patient’s dimensions (1); these refer to
the impact of health/disease on indi-
vidual’s well-being, in the context of
their larger financial, social and politi-
cal environment, not all of which may
be improved when the underlying dis-
ease ameliorates (2). Primary objectives
of RA treatment are to improve and to
maintain physical and social function-
ing (3); OMERACT, the international
consensus effort that assesses outcomes
measures in rtheumatology, has recom-
mended the incorporation of generic
measures of HRQoL, in addition to dis-
ease-specific measures, when assessing
RA patients (4). The 36 item Medical
Outcome Study Short-Form survey (SF-
36) is a generic instrument that assesses
HRQoL, and the most widely used in
RA patients (5).

Longitudinal cohorts are an excellent
source of information on the causes and
outcomes of many rheumatologic dis-
eases, including RA. They contribute
to our knowledge regarding the relative
efficacy of specific therapeutic interven-
tions that are impossible or impractical
to assess using randomised controlled
trials (6). Such cohorts are clinical
healthcare instruments that provide a
basis for medical research (6, 7).

In 2004, at the “Instituto Nacional de
Ciencias Médicas y Nutricion Salva-
dor Zubiran” (INCMyN-SZ), we began
assembling an incidental cohort of pa-
tients with recent-onset RA for assistant
and research purposes. The cohort is
dynamic, and the patients are followed
until their death or eventual loss to fol-
low-up (8). The cohort was approved by
the Research Ethics Committee (Refer-
ence: IRE 274). All patients signed an
informed consent (IC) form on inclu-
sion in the cohort whereby they could
choose between four mutually exclusive
options: 1) The patient authorises the
use of his/her information for scientific
research related to RA, 2) for scientific
research related or not to RA (that is,
including other diseases), 3) for either
type of research if the patient is contact-
ed in advance and accept, and 4) the pa-

tient refuses to authorise the use of his/
her data for research purposes. Consent
for biologics samples is also obtained.
IC is a process that encompasses all
actions that promote adequate commu-
nication between physician and patient
(9) and is based on the principle of au-
tonomy (of the patient) with respect to
making free and responsible decisions
regarding his/her health (10). Because
of the legal and ethical implications of
IC, the IC form is often written in legal
prose (11) and difficult to understand
for many patients, who in addition may
find themselves in a vulnerable state be-
cause of their illness (12, 13). Similar
to any dynamic process, IC is subject
to change. In longitudinal research pro-
jects, the validity of IC has been ques-
tioned because patients a priori cannot
agree to future use of their data and/
or the samples they provide when they
sign the IC form (14). In these cases, re-
consent may be an approach that helps
improve communication (15).

Patients with recent-onset RA who ac-
cept to participate in a cohort for as-
sistance and research purposes are vul-
nerable because of the diagnosis of the
disease itself. This vulnerability may
lead them to sign the IC form thinking it
will enable them to receive medical care
sooner. Longitudinal cohorts involve
long-term patient follow-up, during
which clinical improvement frequently
occurs (8), without any regulations re-
quiring researchers to revisit the topic of
patient participation in research, an area
that differs from medical care.

The objective of this cross-sectional
study was to determine the degree of
knowledge regarding the content of
their IC among a cohort of patients with
recent-onset RA and to associate that
knowledge level with sociodemographic
characteristics (e.g. patient age and edu-
cation), disease activity, patient-reported
outcomes and follow-up time. As a sec-
ondary objective, the value the patients
place on their IC and their preferences
regarding re-consent were assessed.

Materials and methods

Study population and intervention
maneuver

All the patients of the cohort who were
actively followed and had at least six
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months of cohort follow-up (n=146)
were invited to participate in the study.
A total of 143 agreed. A female social
worker administered a questionnaire
during a personal and structured inter-
view (see Supplementary information
1). The social worker was involved in
the cohort design and follow-up, and is
a candidate to a PhD in Health Scienc-
es. In addition, on the same day as the
interview, the patients were subjected
to a complete rheumatologic evalua-
tion, as described in the literature (8).

Development of the evaluation

instrument

(Supplementary information 1)

Three researchers familiar with the co-

hort developed a questionnaire, which

included four dimensions: 1) Degree/
level of knowledge regarding the con-
tent of one’s IC, 2) the value placed by
the patient on his/her IC, 3) patient’s
preferences regarding re-consent and

4) patient’s knowledge regarding the

principle of autonomy. We report the

results for dimensions 1, 2 and 3 ac-
cording to the described objective.

To integrate dimension 1, the research-

ers reviewed the IC form provided to

each patient on inclusion in the cohort
and individually identified the issues
they considered the patient should

comprehend. Issues with at least 80%

agreement were retained. Dimension 1

included the following:

* A question that assessed whether the
patient remembered having signed
the IC form on inclusion in the co-
hort, and a patient self-evaluation on
how the patient rated his/her knowl-
edge regarding the IC (Likert scale:
poor, average and superior); and,

* Eleven consecutive items that evalu-
ated the dimension “Level/degree
of knowledge regarding one’s I1C”
in the form of true (T) or false (F)
questions.

The dimension ‘“Value the patient

placed on his/her IC” (i.e. did the pa-

tient retain the IC form?; did the pa-
tient share the information that he/she
had provided his/her IC?; does the pa-
tient remember where his/her IC form
is?) was addressed using six questions:
three true (T) or false (F) questions,
two multiple-choice questions with
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four possible answers each and one
open-ended question.

Dimension 3 on preferences regarding
re-consent included three questions:
one true (T) or false (F) question, one
multiple-choice question with four
possible answers and one open-ended
question.

Pilot test

A pilot test was performed using a
convenience sample of 20 consecutive
patients. The phrasing of the questions
and the survey administration time
were assessed. The characteristics of
these patients displayed no significant
difference from those of the cohort
population (data not shown).

Questionnaire scoring

For the dimension “Level/degree of
knowledge regarding one’s IC”, two
scores were integrated as follows. The
first score (Overall Knowledge) con-
sidered items 3 to 13 (Supplementary
information 1). For each correct an-
swer, one point was awarded, and the
average was calculated to a decimal
scale. This exercise was repeated con-
sidering only items 4, 7, 8, 9, 11 and
13 (Specific knowledge). The remain-
ing items were discarded (identified
with * in Supplementary information
1) because they contained information
explained during the patient’s follow-
up in the cohort, that was not necessar-
ily specified during the visit in which
patient was admitted to the cohort.
Immediately after administering the sur-
vey, the surveyor determined the degree
of knowledge regarding one’s IC (Lik-
ert scale: poor, average and superior).
This evaluation was used to establish the
cut-off point for defining the degree of
knowledge regarding IC as poor.

The dimensions “Value the patient
placed on his/her IC” (items 15-18 and
20) and “Preferences regarding re-con-
sent” (items 21-23) were not scored.

Statistical analysis

The sample size was calculated using
the formula for cross-sectional studies
to estimate a prevalence. Based on the
pilot study results, we assumed a 40%
prevalence of poor knowledge in the
146 RA patients with active follow-up,

a level of confidence of 95% and a pre-
cision of 0.10, resulting in a sample size
of 94 patients. However, in order to ad-
dress potential associations of patients
and disease characteristics with poor
knowledge, all the patients actively fol-
lowed in the cohort were invited to par-
ticipate. In addition, due to the ethical
implications of exploring re-consent, it
was deemed convenient to extend the
invitation to all the patients.

The descriptive statistical analysis was
expressed as percentage, mean + stand-
ard deviation (M%SD) and median
(quartile 25 [Q25] — quartile 75 [Q75]).
Poor knowledge was defined based on
a cut-off point established using the
borderline performance method (16).
The questionnaires of the patients
scored by the rater as average (or bor-
derline) for the dimension “Degree/
level of knowledge regarding one’s
IC” were selected, and the mean score
of each dimension was calculated. Any
value lower than the mean was consid-
ered poor knowledge.

SF-36 norm was considered if =80
on a scale from O to 100. The cut-off
was derived from data obtained from a
healthy Mexican population (17).

The variables of interest were compared
between the groups of patients for over-
all and specific knowledge regarding
their IC, both poor and sufficient, using
the %2 and Mann Whitney U-tests.
Logistic multiple regression models
were used to establish the associations
between the possible explanatory vari-
ables and the degree/level of knowl-
edge regarding the content of one’s
IC. The selection of the variables to be
included was based on their statistical
significance in the bivariate analysis
(p=<0.11). In addition, the number of
variables to be included was established
a priori in order to avoid over-fitting of
the models. Variables considered were:
baseline sociodemographics, baseline
disease-associated outcomes, baseline
patient-reported-outcomes and follow-
up in the cohort (up to interview). Fi-
nally, comorbid conditions were in-
cluded as confounder variables. Collin-
earity between variables was ruled-out.
The construct validity of the instru-
ment in assessing the degree/level of
knowledge regarding the content of
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one’s IC was established by compar-
ing the mean scores of the instrument
between patients with average vs. poor
knowledge (Student’s t-test) and by
comparing the distribution of patients
classified according to the Likert scale
as possessing poor, average and superi-
or knowledge between the quartiles of
the scores of the instrument assessing
this dimension ()2 test).

A two-tailed p-value =0.05 was con-
sidered significant. All tests were per-
formed using the statistical package
SPSS v. 18.

Ethical considerations

The study was approved by the Research
Ethics Committee (REC) of the INC-
MyN-SZ (Reference 2199) and by the
REC of the School of Medicine, “Uni-
versidad Panamericana” (Reference
E1702). Both RECs granted a waiver to
request only verbal consent (18). Good
practice guidelines for medical research
were followed during the study.

Results

Patients’ characteristics

At cohort inclusion, patients were pri-
marily women (127 [88.9%]) with
medium-low socioeconomic status (128
[89.5%]). The mean (£SD) age was 38.3
(£ 13.1) years, and the mean education
was 114 (£ 3.8) years. Most patients
exhibited a rheumatoid factor (122
[85.3%]) and antibodies against citrul-
linated proteins (128 [89.5%], one miss-
ing data) and a Disease Activity Score
(DAS28) (19) of 5.8 (4.6-6.8) (median,
interquartile range). The patients report-
ed a visual analogue scale (VAS) of pain
of 50 mm (28-73), an overall VAS of
53 mm (30-76), significant disability as
defined by the Health Assessment Ques-
tionnaire (HAQ) (20) of 1.4 (0.6-2) and
a poor quality of life score as defined by
SF-36 (5,17, 21) of 42 (29-59).

At the time the questionnaire was ad-
ministered, the mean (+ SD) patient
age was 46.9 (+ 13.6) years, and the
median (interquartile range) cohort fol-
low-up was 8.8 (4.3-11.9) years. Most
patients were in remission according
to the DAS28 (114 [79.7%]), 115 pa-
tients (80.4%) showed no disability and
96 patients (67.1%) had SF-36 scores
within normal range.
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Table I. Comparison of characteristics at cohort entry between patients with poor vs. average
level of specific knowledge regarding one’s IC (primary objective).

Variables Poor knowledge ~ Average knowledge p-value
Sociodemographic

Female, n. (%) 54 (91.5) 73 (86.9) 0.433
Age in years! 372+ 132 39.1+13.1 0.384
Education in years! 10.7+ 3.5 12+39 0.034
Medium-low socioeconomic status, n. (%) 56 (94.9) 72 (85.7) 0.099
Disease-specific

ESR, mm/H? 21 (13-45) 19 (9-39) 0.351
DAS28 (0-10)? 5.9 (4.6-6.8) 5.8 (4.5-6.8) 0.492
n. of inflamed joints (0-28)? 13 (7-18) 13 (8-17) 0.908
Patient outcomes

Pain VAS (0-100)? 54 (28-73) 49 (33-73) 0.931
Overall VAS (0-100)? 57 (33-86) 52 (28-76) 0.391
HAQ (0-3)? 1.5 (0.5-2.3) 1.3 (0.8-2) 0.534
SF-36 (0-100)? 33 (22.4-57.5) 46 (33.6-59.9) 0.027

! (mean + SD); 2 median (interquartile range).

IC: informed consent; ESR: erythrocyte sedimentation rate; DAS28: disease activity score; VAS:
visual analogue scale; HAQ: Health Assessment Questionnaire, SF-36: Short-Form 36; n: number.

Table II. Variables associated with average overall and specific knowledge regarding one’s

IC.

Variables OR 95% CI ~ p-value R?
Overall knowledge regarding IC ~ Follow-up time (years) 0.89  0.81-0.97 0011  0.065
Specific knowledge regarding IC ~ SF-36 score 1.02  1.001-1.04 0.035 0.043

OR: odds ratio; CI: confidence interval; IC: informed consent; R2: squared correlation coefficient.

Table III. Concurrent validity between the degree of overall (O) and specific (S) know-
ledge regarding one’s IC, based on the Likert scale and a questionnaire assessing the cor-

responding dimension of the survey.

First quartile Second quartile Third quartile Fourth quartile
0-2.5 2.6-5 5.1-75 7.6-10
(6] S (6] S (6] S (0] S
Poor knowledge 6 8 4 3 0 3 3
Average knowledge 0 2 24 23 9 20 16
Superior knowledge 0 1 20 29 18 46 38

Level of knowledge regarding

one’s IC (primary objective)

The rater assessed that 51 patients
(35.7%) had intermediate knowledge,
according to the Likert scale. The mean
overall and specific scores for the di-
mension “Degree/level of knowledge
regarding one’s IC” of these 51 pa-
tients were 7.23 and 6.38, respectively.
Poor overall knowledge was defined as
a score ranging from 0 to 7.22 points
and poor specific knowledge as a score
ranging from O to 6.37 points. Fifty pa-
tients (35%) had poor overall knowl-
edge, and 59 (41.3%) had poor specific
knowledge.

Variables associated with a

poor level of knowledge regarding
one’s IC (primary objective)

Table I shows the comparison of the
following characteristics at cohort en-
try, between patients with a Poor versus
Average specific knowledge regarding
one’s IC: Sociodemographic charac-
teristics, disease specific and patient-
reported outcomes. The results for the
level of overall knowledge regard-
ing one’s IC were similar and are not
shown. The patients with poor specific
knowledge had a lower education level,
more frequently possessed medium-low
socioeconomic status and had worse
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70%

IC Re-consent

& The patient author zes infor mation’s
use for scientific research related to RA.

& The patient author zes infor mation’s
use for stientific research related or not
toRA.

[ The patient author zes information’s
use for ether type of research ¥
contacted in advance.

Fig. 1. Mutually exclusive options of the IC form provided to patients at cohort inclusion, and at re-consent.
Figure shows % of patients who selected a particular IC option at cohort inclusion (first bar), and at
study entry, when re-consent preferences were explored (second bar). Options were as follows:

1. Patient’s data could be used for research purposes only related to RA;

2. Patient’s data could be used for research purposes (without restrictions);

3. Patient’s data could be used for research purposes (related or not to RA), but the patient needs to be

previously notified.

HRQoL according to the SF-36. Treat-
ment and comorbidities exhibited no
significant difference (data not shown).
Finally, years of follow-up tend to be
longer in the patients with poor specific
knowledge: 9.3 (6.3-11.9) vs. 8.8 (3.6-
11.9) years, p=0.107.

The following variables were selected
for inclusion in the different multiple
regression models: Years of education,
SF-36 score (i.e. HRQoL), low socio-
economic status and cohort follow-up
time. The logistic multiple regression
analysis was repeated for overall and
specific knowledge (Table II). A longer
follow-up time in the cohort was asso-
ciated with a lower probability of aver-
age overall knowledge score, whereas
a better quality of life on inclusion in
the cohort was associated with a higher
probability of average specific knowl-
edge score.

Value placed on one’s IC

At the time of the survey, most pa-
tients (91 [63.6%]) did not remember
the IC-form option that they authorised
on their inclusion in the cohort. Of the
52 remaining patients, only 8 patients
(15.4%) adequately recalled the option
they selected at the time.

Most patients had shared the infor-
mation that they had provided their
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IC (105 patients [73.4%]), nearly all
(94.3%) with a family member.

Last, 79 patients (55.2%) retained the
IC form (original instead of a copy is
required in México), 6 (4.2%) did oth-
erwise, 38 (26.6%) had lost it, and 20
patients (14%) stated that they had not
received it.

Preferences on re-consent

On inclusion in the cohort, all patients
selected option 2 (for scientific re-
search related or not to RA, without the
need to contact the patient). At the time
of the survey, only 70 patients (49%)
chose their previously selected option,
55 (38.5%) chose option 3 (research re-
lated or not to RA if the patient is con-
tacted to confirm his/her authorisation),
and 18 patients (12.6%) chose option 1
(only for research on RA) (Fig. 1).
The patients were divided into two
groups. The first consisted of those
who chose a broader re-consent (option
2) when updating their IC form (n=70).
The second consisted of those who
chose a more restricted re-consent (op-
tions 1 and 3, n=73). Interestingly, the
patients who selected a broader re-con-
sent had worse HRQoL than those who
selected a more restricted re-consent:
mean (xSD) SF-36, 79+23 vs. 87+10,
p=0.02.

Finally, 32 patients (22.4%) selected
six months later as the ideal time to re-
discuss their participation/inclusion in
the cohort, 82 patients (57.3%) chose
12 months, and 13 patients (9.1%)
chose 24 months. The other patients
expressed no preference.

Validity and concordance of the
questionnaire on the degree/level

of knowledge regarding one’s IC

The patients with average or superior
overall and specific knowledge accord-
ing to the Likert scale had higher (mean
+ SD) scores for the dimensions that
corresponded to their instruments than
their counterparts: 3.9+3.5 vs. 7.6+1.8
(p<0.0001) and 3.0+3.3 vs. 6.8+2.3
(p=<0.0001), respectively.

Table III shows that a higher number
of patients with average and superior
knowledge were concentrated in the
quartiles with the highest scores for the
dimension “Degree/level of knowledge
regarding one’s IC” (p<0.0001).

Discussion

This longitudinal study was conducted
on a cohort of patients with recent-onset
RA for assitant and research purposes.
The cohort included several methodo-
logical recommendations to ensure data
quality (6). A questionnaire, whose con-
struct validity was examined, was ad-
ministered to all patients. Its results were
analysed using a robust method (16).
The questionnaire was administered by
a social worker trained in research to
avoid biases and attending-physician ef-
fects (22). Relevantly, the study adopted
a distinctly ethical approach to the con-
text of rheumatology, an area in which
several authors have noted a lack of
(ethical) discourse (23-26).

The primary objective of the study
was to determine the patients’ level of
knowledge regarding their IC. This ob-
jective was consistent with the philo-
sophical perspective of Beauchamp and
Childress on IC, which they regard as a
continuous process between the physi-
cian and the patient (27) in contrast to
its legal perspective, which is (over)em-
phasised by the act of signing a docu-
ment. We found that slightly more than
one third of our patients had poor knowl-
edge regarding the content of their IC.

Clinical and Experimental Rheumatology 2019
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The literature reports similar results for
both clinical (28) and research (29, 30)
contexts, albeit outside the context of
rheumatology field. In addition, in this
medical specialty, certain researchers
have suggested that signing the IC form
before each clinical procedure not only
does not guarantee correct patient infor-
mation but may also transform the med-
ical intervention into a bureaucratic act,
thus distancing it from the Hippocratic
ideal, which is based on a relationship
of trust between the patient and the at-
tending physician (15).

We found that worse HRQoL on inclu-
sion in the cohort was associated with
poor knowledge regarding one’s IC in
subsequent years. Interestingly, the pa-
tients who at the time of the survey had
worse HRQoL (as per SF36 emotional
subscore) opted for a broader re-con-
sent option. That is, they did not place
restrictions on the use of their data for
research. Last, and as previously de-
scribed, we observed that all patients
selected a broad IC option on admission
to the cohort, when they first received
the RA diagnosis and had high disease
activity, substantial disability and poor
HRQoL. However, years later, when
the clinical situation and the outcomes
reported by the patient had markedly
improved, more than half (51%) chose
a more restricted re-consent option.
Ideally, the provision of IC requires
that the patient analyse the clinical situ-
ation, understand the consequences of
the proposed diagnosis and treatment
(including alternatives) and the future
implications of the treatment as well as
integrate all the information into a de-
cision (31). This process should occur
within an ethical framework of respect
for patient autonomy, whose possibility
may be questionable for certain chronic
diseases (32). In addition, one should
note that in research and clinical prac-
tice, the ideal procedure may be com-
promised in the name of meeting spe-
cific legal requirements (11) and when
considering patient vulnerability.
Vulnerability is an anthropological di-
mension of human beings and intrinsic
to human life (12). It is defined as the
(relative or absolute) inability to protect
one’s own interests (33, 34) and may be
fundamentally classified into two types:
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extrinsic (due to external circumstanc-
es, such as low socioeconomic status,
lack of education and resources or lack
of access to healthcare) and intrinsic
(determined by the characteristics of
the individual, such as suffering from
serious disease or psychological prob-
lems) (33). The patients included in
this study exhibited both types of vul-
nerability. Most were of medium-low
socioeconomic status (8), had limited
education (8) and were recently diag-
nosed with RA, a chronic, potentially
progressive disease that changes the
lives of affected patients (35) and their
relatives, all of which factors raise spe-
cific ethical issues (13, 36). Addition-
ally, the patients in the cohort were
seeking health care while playing a role
in research; the World Medical Asso-
ciation has identified such patients as
particularly vulnerable (30). It should
be noted that a patient-reported out-
come, i.e. (worse) HRQoL evaluated by
a robust and widely used instrument in
RA (SF-36) (3,37), was associated with
poor knowledge and a broader (re)con-
sent; however, although a high and sig-
nificant correlation was identified be-
tween the SF-36 and the DAS28 scores
on inclusion in the cohort (rho=0.88,
p<0.0001), other measures considered
as more objective in determining the
disease activity status were not. In the
literature, the impact of specific disease
activity statutes (such as remission) on
HRQoL has also been variable (38).
Importantly, the SF-36 is an instrument
that assesses the physical, psychologi-
cal (or emotional) and social impact of
RA and has been recommended for in-
clusion in patient evaluation as a meas-
ure of (self-) reported quality of life (4).
A notable result is that the patients ap-
parently placed little value on their IC.
Most could neither remember the option
they had selected nor retain the copy of
the form provided to them. Allen et al.
(29) reported similar data, on patients
who were even unable to remember
having provided a blood sample. In our
study, the time elapsed between signing
the IC form and administering the ques-
tionnaires was substantial. In fact, the
follow-up time was the only variable
associated with average overall (but not
specific) knowledge. However, given

the cohort’s prospective character, the
long-term retention of biologic samples
and the importance of the bioethical
debate regarding withdrawing IC, the
ability to remember key aspects of the
research is particularly important (29).
In its absence, we should use instru-
ments to minimise bias.

The study has limitations. For one, it
was conducted at a single centre and on
a population with specific characteris-
tics (39), which limits the generalisation
of the results. In addition, the question-
naire on the level of knowledge regard-
ing one’s IC content was not formally
validated although an exercise was con-
ducted to establish its construct validity.
The study was conducted on an obser-
vational cohort and therefore has the
limitations of such cohorts, particularly
follow-up losses and lack of standardi-
sation and control with respect to certain
variables and outcomes (7).

Today, the law, medical ethics and soci-
ety demand that physicians incorporate
the current ethical discourse into their
practice. Paradoxically, only a minor-
ity of rheumatologists consider that the
ethical literature on this matter is useful
in daily practice (23, 26). In this study,
we found that worse HRQoL on inclu-
sion in the medical care and research
cohort was associated with poorer
knowledge regarding the IC content.
Complementarily, patients who chose a
broader IC were rated worse. We pro-
pose that in similar clinical contexts,
re-consent, as a continuous instrument
of communication between the physi-
cian and the patient, may help increase
respect for patient autonomy over time.
This proposal has been previously de-
scribed although it has not been estab-
lished when or based on what aspects
to apply it (15). For patients diagnosed
with RA (and likely any chronic disease
that affects patient quality of life), we
propose that the re-consent process be
applied when adequate control of the
disease is achieved and when the patient
perceives this fact. Despite nearly two
decades of debate, there is no consensus
on the conceptual level of the IC model
that best enables us to reduce the tension
between patient and research interests
(40). The “broad IC” model has been
adopted by several biobanks and can be
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incorporated in clinical contexts, such
as the one described (41, 42). In addi-
tion, it has been shown that although
subjects have a limited understanding
of the character of the research, the IC
process provides them some degree of
control and self-determination, both of
which are of substantial value to those
involved (29).
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