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ABSTRACT

Introduction and aims: Periodontitis, the main cause of tooth loss in adults, is a public health
concern, its incidence increases with age, and its prevalence increases with increasing life
expectancy of the population. Innovative therapies such as cell therapy represent promis-
ing future solutions for guided tissue regeneration. However, these therapies may be asso-
ciated with fears and mistrust from the general public. The aim of this study was to
estimate the acceptability of an advanced therapy medicinal product combining allogeneic
mesenchymal stromal cells from adipose tissue with a natural fibrin hydrogel in the treat-
ment of periodontitis.
Methods: The methodology was based on a qualitative study conducted through semi-struc-
tured interviews with patients followed for periodontitis in the Oral Medicine Department
of the Toulouse University Hospital, Toulouse, France. Qualitative studies are essential
methodologies to understand the patterns of health behaviours, describe illness experien-
ces, and design health interventions in a humanistic and person-centred way of
discovering.
Results: Eleven interviews (with 4 men and 7 women) were required to reach thematic satu-
ration. Analysis allowed 4 main themes to emerge: (1) perception of new treatments, sci-
ence, and caregivers; (2) conditions that the treatment must meet; (3) patient perception of
the disease; and (4) factors related to the content of the treatment.
Conclusions: Patients find cell therapy for periodontitis to be acceptable. If they express a
need to be informed about the benefit/risk ratio, they are not particularly worried about
side effects of the treatment, for either allogeneic or blood-derived products. Periodontitis
is a prototypical model of chronic inflammatory pathology and is multitissular, with hard-
and soft-tissue lesions. In a patient-centred approach, the success of cell therapy will
require a bilateral, informed decision, taking into account potential therapeutic effective-
ness and patient expectations for regeneration.
© 2024 The Authors. Published by Elsevier Inc. on behalf of FDI World Dental Federation.
This is an open access article under the CC BY-NC-ND license
(http://creativecommons.org/licenses/by-nc-nd/4.0/)
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in the incidence of age-related diseases.’ Chronic inflamma-
tory age-related diseases (ARDs; eg, -cardiovascular,
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rheumatic, dermatologic, digestive, oral pathologies) are
associated with multitissue disruptions leading to functional
loss. These diseases usually silently settle over time; tissues
lose their ability to regenerate, and lesion irreversibility and
function failure evolve.” Tissue damage has particularly dis-
abling consequences, significantly impairs patients’ quality
of life (eg, chronic pain, disabilities, aesthetic alterations, loss
of self-confidence), and represents a significant burden for
families, caregivers, and the medical-economic system,3
which can ultimately lead to dependency.*”

Amongst the therapeutic strategies, transplantation of
cultured mesenchymal stromal cells (MSCs) to recover opti-
mal tissue structure/function relationship is a promising
strategy for ARD therapy.®’ Based on grafted MSCs’ pleiotro-
pic trophic capacities driving, amongst others, antidysbiotic,®
immunomodulation,’ angiogenic support,’® and antifibrotic
effects,'’ these cells control the critical first steps of tissue
repair required for regeneration.’” These effects explain the
popularity of the use of MSCs in many pathophysiologic con-
texts, in particular the use of allogeneic MSCs from adipose
tissue (ASCs) in immunodysregulatory contexts.”** To date,
more than 300 clinical trials using MSCs are reported as com-
pleted in ClinicalTrials.gov, of which only about 20 are in
phase III. The clinical use of MSCs still appears to be safe,
with no association between MSC treatment and the develop-
ment of acute toxicity, death, infection, organ systemic
failure, or malignancy.'* *® However, if intravascular/intrave-
nous injection of MSCs seems safe and a therapeutic advan-
tage for some diseases,”” therapeutic utility may be limited
due to insufficient homing to the target site.'® For many ARD
tissue defects, local administration of allogeneic MSCs is
appropriate to support tissue repair by in situ paracrine factor
delivery.’® Moreover, tissue engineering investigations
highlighted the importance of materials supporting 3D bio-
mechanics in MSC proregenerative activities and to enhance
retention and survival of MSC.'®* Indeed, MSC delivery in
appropriate biomaterial carrier, such as platelet lysate hydro-
gel, has been reported to exert effects at several levels,
including fibrin clot maintenance resulting from postsurgical
coagulation, neovascularisation, immunomodulation, and
the recruitment of the endogenous progenitors leading to tis-
sue regeneration.”’"?* Such an association of a carrier hydro-
gel and ASCs is classified by the European Medicines Agency
as a combined advanced therapeutic medical product.

Amongst ARDs, chronic periodontitis exerts a significant
burden on our societies. Periodontitis, a tooth-supporting tis-
sue (or periodontium, including gingiva) disease, results from a
breakdown of the balance between the microbiota and the
host, inducing an inadequate and exacerbated immune
response along with the development of dysbiosis.”* Disease
extends as a vicious circle, with an extension of the inflamma-
tory infiltrate from gingiva to deep periodontium (periodontal
ligament, cementum together with bone resorption). With dis-
ease progression, destruction of deep periodontium leads to
formation of complex 3D morphology lesions—called peri-
odontal pockets—and results in irreversible defects.”> Age acts
as a risk indicator of periodontitis, accounting for a substantial
part of the variance of periodontitis in the population.”® With-
out appropriate and effective management, periodontitis leads
to tooth loss, which confers a significant impact on quality of

life. The latest epidemiologic data reported chronic periodonti-
tis prevalence to be around 50% of adults older than 45 years.”’
Periodontitis can also affect systemic health, further increasing
all health costs.”® Unfortunately, despite clinical results, cur-
rent therapies fail to sustainably restore periodontal tissue
homeostasis and regeneration.

However, use of allogeneic ASCs surgically delivered in a
suitable vehicle, including blood plasma derivatives, inside
diseased deep periodontium seems to be a promising peri-
odontitis therapy.”” While it is undeniable that regulatory
authorities do everything possible to ensure the safety of cell
therapy products, it is fundamental to anticipate patients’
expectations, sources of information, and fears, especially in
a context of mistrust towards new therapies. Studies have
suggested that some patients may be misinformed about the
science, safety, and efficacy of stem cell therapy.**? The
perception of health treatment is a complex and personal
phenomenon, and traditional quantitative tools—such as
questionnaires—are not sufficiently personalised, especially
in the case of new therapies. Qualitative studies are thus
essential and suitable methodologies to understand patterns
of health behaviours, describe illness experiences, and design
health interventions in a humanistic and person-centred
way.*® These approaches often require a small number of
participants because the objective is not to quantify but to
understand the diversity of themes. The inclusion of partici-
pants is stopped when thematic saturation is reached, that is,
when no more new themes emerge. Nevertheless, these
approaches are lacking in the field of cell therapy.>*

The objective of this work is to consider the general public’s
acceptance of tissue engineering procedures using allogeneic
MSCs derived from adipose tissue via qualitative analysis.

Methods
Research design

A descriptive qualitative research design was followed based
on semi-structured interviews. Qualitative methodologies
are particularly suited for exploring opinions, habits, or
beliefs.*>*® The questions are open-ended to give participants
more freedom to express their ideas and thus to address points
that may not have been anticipated by the investigator.’” The
use of semi-structured interviews for data collection leads to
the development of knowledge, allowing for an interpretative
approach. This approach emerges in constructivist paradigms
because it proposes to study socially constructed realities.*®

Sampling strategy

Participants whose characteristics were most similar to those
who will benefit from the periodontal regenerative proce-
dures being studied were selected/included. Considering that
these procedures will be reserved for hospital settings,
recruitment was carried out in the Oral Medicine Department
of the University Hospital of Toulouse, Toulouse, France.
Lesions must be severe and refractory to conventional thera-
pies. Participants should have already benefitted from an ini-
tial periodontal therapy and have residual periodontal
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lesions (periodontal pocket depth of >6 mm with bleeding on
probing) on at least 2 different teeth. Recruitment for new
interviews was stopped when data saturation (“the point at
which additional data does not improve understanding of the
phenomenon under study”®) was reached; that is, no new
themes emerged during the interviews.

Data collection

Two experienced interviewers collected data between March
and June 2021 through in-depth, semi-structured interviews.
The interviews lasted between 10 and 20 minutes each and
were digitally recorded and later transcribed.

Researchers used an interview guide previously developed
with the help of a panel of 7 experts in the fields of periodontal
regeneration, cell therapy and tissue engineering, cancer, or
cell metabolism, comprising both public and private actors.
The interview guide therefore addresses the following con-
cepts: (1) new treatments in the context of therapeutic
impasses, (2) the notion of stem/stromal cells, (3) the stem
cells’ origin (adipose tissue) and donor (allogeneic/autologous),
(4) the administration of the therapeutic product (local graft
and biomaterial of biological origin), and (5) the notion of thera-
peutic cost. According to a deductive methodology, questions
were formulated to allow exploration of unanticipated but rele-
vant emerging topics. Data obtained in this research will be
shared on reasonable request to the corresponding author.

Data analysis

Thematic analysis has been carried out for identifying, analy-
sing, and reporting patterns (themes) within data.*® The anal-
ysis was carried out following these steps:

1. Debriefing and writing reports of the interviews.

2. Transcribing interviews.

3. Coding data with the NVivo 12 software (QSR Interna-
tional, Massachusetts, USA) and data aggregation affiliated
with the same code.

4. Clustering the different codes into general themes.

5. Delineating the themes (modifications, mergers, and/or
deletions).

6. Hlustrating the themes with data citations.

7. Reporting, interpreting, and discussing the analysis.

8. Submitting the results to some of the participants so they
could compare and contrast these with their own experi-
ences and look for similarities and consistencies. Other
investigators verified the report and the external validity
of the results analysis.*

Ethical concerns

The interviews did not expose patients to any stressful situa-
tions, interventions, or risks. All patients provided consent to
reproduce the quotations in extenso; the codes were then
consolidated into different themes. The study was conducted
according to the guidelines of the Declaration of Helsinki. The
study is covered by the reference methodology defined by the
French National Commission for Informatics and Liberties

(CNIL). Toulouse University Hospital signed a commitment of
compliance to the reference methodology MR-004 of the CNIL
(number: 2206723 v0). This study adheres to the Standards for
Reporting Qualitative Research.

Results and discussion

As previously mentioned, 11 interviews (with 4 men and 7
women, of different socioeconomic levels, aged between 38
and 71 years) were required to reach thematic saturation.
Analysis allowed 4 main themes to emerge: (1) the perception
of new treatments, science, and caregivers; (2) the conditions
that the treatment must meet; (3) the participant (ie, pt) per-
ception of the disease; and (4) the factors related to the content
of the treatment. All themes and subthemes are summarised
in the Figure, which is inspired by Aiyegbusi et al.>** As the
term MSC therapy was not known by the participants, the
term “adult stem cell therapy” was used during the interviews.
Excerpts from the interviews are presented in the Table.

Theme 1: the perception of new treatments, science, and
caregivers

The acceptability of a new treatment will depend on the
patient’s view of the medical community and research in
general. Some will be rather wary of novelty (pt8: “I don't
want to be a guinea pig,” pt5: “just don’t want to be the first
one tested”), whilst others will see it as an opportunity to con-
tribute to scientific progress (pt10: “I told myself that I can
make things progress,” pt7: “medicine advances and we have
to take everything that there is, that’'s how we progress”).
Acceptance also depends on the relationship the patient has
with their health care team and the trust they have in them.
Participant 1 would be willing to try this treatment if an office
dentist offered it to him, but not in a hospital setting, express-
ing a loss of confidence in the medical team. This lack of con-
fidence in both medical innovation and caregivers may be
linked to the various previous public health crises, from the
thalidomide tragedy to contaminated blood or vaccines,* ™
which may carry a heavy weight in decision-making. Fear
may be further reinforced with the use of blood derivatives
for cell culture or as a carrier biomaterial. The latter, is often
a pooled products to minimise interdonor variability.**
Improving awareness amongst the general public, as well as
amongst health care professionals, of new therapeutic
approaches and implementing communication tools for the
general public regarding innovative therapies may lead to
increased social acceptance.

The general public’s concerns regarding scientific rigour
should be considered when communicating to the patient
that multiple clinical trials throughout the world have already
proven the safety of MSCs in humans, whether by systemic
injection’®** or by local delivery.*®

Theme 2: The conditions that the treatment must meet

The need for results
One idea that came emerged from these interviews was the
need to experience results: “I am receptive to it as soon as it
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4 — Factors related to the content
of the treatment

Believing in
caregivers

1 - Perception of new treatments,
science and caregivers

Believing in

science

2 - Conditions that the
treatment must meet

3 - Subject’s perception
of the disease

Risks
Side effects

Effectiveness

Expectation
about cell
therapy

Look for

innovation Perception

of the
disease

Healthcare
priority

Fig-Themes and subthemes that emerged during the interviews.

heals me” (pt8) or “I am interested in its effectiveness” (pt11).
Nevertheless, some patients specified that they wanted to
know all the risks and side effects before accepting a treat-
ment, like pt2: “I should have all the necessary information,
both good and bad, and so I can summarise it.”

Cost and effectiveness

The price, and more particularly the cost/effectiveness ratio,
is also necessarily important in the decision (pt8: “It depends
on the price, I don’t want to pay a fortune”).

Cell therapies are amongst the most expensive therapies
available, and health care systems are not yet prepared to
assume the cost of the development of those therapies.”’ It is
also necessary to fight against misinformation and unproven
stem cell-based interventions.’” One the one hand, many
developments are necessary throughout the production pro-
cess to achieve scale economies.”® Allogeneic therapy seems
to be the most cost-effective method, by optimising the pro-
duction process (bioreactor, culture medium),***° allowing
standardisation of the product. Unlike with other body areas
such as the brain,*® patients in this periodontitis research did
not appear to be worried about potential side effects of the
treatment; they just wanted to be properly informed about
the benefit/risk ratio.

The development of potency assays and retrospective
analysis of multidimensional clinical trial data using artificial
intelligence would also allow selection of the most efficient
cell batches for a given patient and disease, thus increasing
the cost/efficiency ratio.”” On the other hand, given their

high prevalence and systemic health and quality-of-life
impacts amongst ageing populations, periodontal diseases
weigh heavily in direct and indirect health costs. For exam-
ple, related expenditures almost doubled in the United States
from 1997 to 2006 ($81 billion in 2006), which is higher than
for heart diseases or cancer.”> A study performed in the
United Kingdom demonstrated that for each tooth preserved
an additional year, and each millimeter of attachment loss
avoided, the incremental cost-effectiveness ratios were of
217€ and 1130€, respectively.” Thus, future medicoeconomic
studies will have to take into account both the direct and indi-
rect costs of periodontitis in comparing them with the costs
of cell therapy, which are expected to decrease.

Theme 3: patient perception of the disease

Awareness of the personal and collective impact of periodontitis
Acceptance of new treatments depends on patients’ percep-
tion of their disease. Some participants are not waiting for
new therapies. They may not consider themselves to be dis-
abled by the disease or find that their condition does not jus-
tify the use of such a treatment (pt3: “I think it is a lot for the
teeth, this is my questioning,” pt5: “I would have cancer, I
might not have the choice,” and pt8: “If it is to save a life, we
are always tolerant, we should not ask ourselves the ques-
tion. But if it’s just for personal pleasure, stem cells from a
person, that bothers me”).

On the other hand, others are looking for innovations (pté:
“I could try it, it’s very important for the teeth” or pt9: “there
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Table - Excerpts of interviews of the 11 participants (pt1 to pt11).

Subtheme

Excerpts

1. Perception of new treatments, science, and caregivers
Fear

Confidence

Want to advance the science

2. The conditions that the treatment must meet
Effectiveness of the therapy

Compatibility with other pathologies
Cost

Detailed information

3. The patient’s perception of the disease
Not being bothered by the disease or finding the treatment
excessive regarding the disease

Suffering from the disease or not finding the treatment exces-
sive regarding the disease

To want to keep or not to keep teeth

“I'll wait to see if it works on other people” (pt5)

“Ijust don’t want to be the first one tested” (pt5)

“There is always the risk of something unexpected” (pt7)

“Tomorrow it exists and we want to try it, I say no” (pt8)

“I don’t want to be a guinea pig” (pt8)

“It doesn’t scare me at all, it’s a progress” (pt2)

“I even think it’s a good idea” (pt3)

“I got the vaccine so you know” (pt6)

“If we ask ourselves too many questions, we don’t take care of anything anymore” (pt7)

“I got the vaccine by the way” (pt7)

“We must advance science” (pt2)

“Iam for science, I am open to everything” (pt1)

“Medicine advances and we have to take everything that there is, that’s how we pro-
gress” (pt7)

“I am for the progress of medicine” (pt7)

“I believe in science” (pt9)

“I told myself that I can make things progress” (pt10)

“My ophthalmologist, every time I see him, I tell him when you have a new thing, you
call me” (pt11)

“You have to move forward more quickly” (pt11)

“If it’s this or lose your teeth, okay” (pt3)

“As longas I am treated, I am open to it” (pt4)

“I accept if it is really effective I will not take it immediately, it must prove itself” (pt5)

“If it is effective, I am for it” (pt6)

“If it can stop everything and allow me to keep my teeth, I will do it” (pt7)

“I am receptive to it as soon as it heals me” (pt8)

“If it can allow me to keep my teeth for a while, I don’t mind going for an appointment. If
it's to keep them for 6 months and come every week, that’s a shame” (pt8)

“As long as it works” (pt9)

“I am interested in its effectiveness” (pt11)

“I would report my stroke issues and my Previscan dosages and if all is compatible I
would agree to do so” (pt2)

“It depends on the price, I don’t want to pay a fortune” (pt8)

“If you tell me 3,000 euros per cell dose, I won't do it. It depends on the price” (pt8)

“I should have all the necessary information, both good and bad, and so I can summarise
it” (pt2)

“It depends on the treatment, I will look at the side effects. Every treatment has side
effects” (pt5)

“If it’s to save a life, we are always tolerant, we should not ask ourselves the question.
But if it’s just for personal pleasure, stem cells that come from a person, that bothers
me” (ptl)

“I'think it is a lot for the teeth, this is my questioning” (pt3)

“I would have cancer, I might not have the choice. When I see some treatments and
their side effects, it’s scary” (pt5)

“It’s not a luxury, it’s really necessary. I suffer from it, sincerely” (pt1)

“I'll be willing to do it because I'll get out of this mess” (pt2)

“I've been getting treatment for 10 years, I don’t want to lose my teeth” (pt5)

“I could try it, it’s very important for the teeth” (pt6)

“I would like to be at ease, really, because I am stressed every morning” (pt8)

“If it can help us to progress and help with this disease which is really painful and long”
(pt8)

“There must be something to progress” (pt9)

“I would like to feel comfortable because I am stressed every morning” (pt10)

“I prefer that to implants that will cost me I don’t know how much” (pt5)

“I've come to terms with the idea of the removable prosthesis. I am 48 years old, what is
the point of going for a bone graft to gain 5 years with teeth but finally pull everything
out? If I am told, either we do a graft for a life-span of 10 years, or we give up, well, I
prefer to wait and replace by a prosthesis the day I will have nothing left” (pt8)

“For the same fee, if | had the choice between trying to save my molar or removing it and
putting an implant and a crown on it, I would definitely want to save it” (pt9)

“I could not bear to lose my teeth” (pt10)

(continued)
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Table. (Continued)

Subtheme

Excerpts

4. Factors related to the content of the treatment
Stem cells: does not disturb

Stem cells: drawing a parallel between cell donation and organ
donation

Donor: does not disturb

Donor: fear

“The fact that there is something alive doesn’t bother me, it is part of us” (pt3)

“Cells don’t bother me, on the contrary” (pt10)

“If you have to donate or accept to receive a kidney, in theory, if you are able to give, you
are able to receive” (pt2)

“Let’s say organ donation, I'm for it, so I think there’s no reason to be against it too” (pt8)

“I am in favour of organ donation” (pt9)

“I would be happy if they gave me cells or a heart, I am in favour of donation” (pt11)

“No, I don’t mind, it’s like when you give blood, actually, I don’t mind” (pt6)

“No, I don’t mind it coming from someone else” (pt7)

“Tomorrow they tell me they are going to take out your eye and implant a new one that
works. I won’t say no because it belonged to someone else. I'm not stuck on something
like that” (pt11)

“The fact that it comes from a donor, I don’t know psychologically, it bothers me a little”

(pt2)

“It’s the fact of receiving something from another person” (pt1)

“Personally I would have preferred it to be of animal origin” (pt1)

“Is there a compatibility problem?” (pt7)

“It’s not even the side effects, but the fact that you gave me a disease that I didn’t have”

(pt8)

“I'would be afraid that the donor would have a disease and that he would transmit it to

me” (pt10)
Donor: finding it more relevant to use donor cells

“Well, I'm old, I have an autoimmune disease, well there are a lot of things that make me

not have absolute confidence in my cells” (pt3)
“If L have this disease it’s because my own cells are not very efficient” (pt9)
“If my cells are not correct” (pt9)
“If L have to go with an almost new tire, it’s better than an almost retread” (pt11)

Donor: prefer own cells

“I tell myself that with fat I would have less chance of catching something than with

blood because it is in the blood that infections circulate” (pt8)
“It’s always better if you can repair your body with your own elements” (pt11)

Way of delivering: acceptable in the mouth

“Isn’t it more effective if it's administered directly into the gum? It may have an imme-

diate effect” (pt1)
“Directly on the spot it seems more logical to me” (pt2)
“Iwould find it more logical to go directly to the gum” (pt3)
“Directly on the problem, it seems to me faster, it acts immediately” (pt7)

Way of delivering: prefer a systemic administration

“Well, considering my dental problems, it might be better in the blood” (pt6)

“In the blood, perhaps it allows to regenerate more things” (pt11)
“I have never thought about taking my own cells to repair my eyes, for example. In the
blood, I think it could be more generalised” (pt11)

must be something to progress”). Patients referred to the dis-
ability that their periodontitis generates in their daily life, for
example, pt10: “I would like to feel comfortable because I am
stressed every morning” and ptl: “I suffer from it, sincerely.”

Health care priority

Some participants may be confused by the fact that they are
being offered cell therapy for their teeth but not for a “more seri-
ous” disease they may be experiencing. This was the case for
pt3, who had nuclear scleroderma, and ptl1, who was diabetic
and visually impaired and who mentioned MSCs more for their
general effects than for their effects on his teeth: “I have never
thought about taking my own cells to repair my eyes, for exam-
ple. In the blood, I think that it could be more generalised.”

Expectations about therapy

Acceptance also depends on the desired degree of efficacy.
Some participants were resigned to the idea of losing their
teeth (pt8: “I've come to terms with the idea of the removable
prosthesis. I am 48 years old; what is the point of going for a

bone graft to gain 5 years with teeth but finally pull every-
thing out? If [ am told, either we do a graft for a life span of
10 years, or we give up, well, I prefer to wait and replace by a
prosthesis the day I will have nothing left.”).

Periodontitis affects patients beyond the oral sphere; the
main reasons for complaints are psychological discomfort,
stress, problems in social relationships, difficulties in daily
activities,”®"* and a putative association with more than 57
systemic diseases.”® Unfortunately, in its early phase, peri-
odontitis is generally painless,”> explaining the late entry into
care with severe lesions and lower regeneration potential.
This study comprised participants who were certainly eligible
for this kind of cell therapy, as they had intraosseous defects
and disease that was poorly responsive to the usual thera-
pies, and most were referred by their private practitioners.
Regardless of the therapeutic efficacy of the cell therapy per
se, practitioners must be particularly aware of the quality of
the health care relationship, which is a key area in the man-
agement of periodontitis. Indeed, the most common reason
for patient noncompliance is loss of motivation and a feeling
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of lack of importance of treatment. A variable that greatly
influences satisfaction is the patient’s understanding of their
disease and treatment plan.”® Patient understanding of cell
therapy’s mechanisms of action and advantages/disadvan-
tages, alongside appropriate psychosocial support, is a key to
therapeutic optimisation.

Theme 4: factors related to the content of the treatment

Finally, acceptance of the treatment will depend on its con-
tent and the way it is delivered.

Type of cells

Some participants had never heard about MSCs and referred
to them as embryonic stem cells, cells from the umbilical
cord of newborns, or xenogeneic cells. One participant also
discussed cell therapy with his ophthalmologist for the treat-
ment of visual impairment. Surprisingly, the ethical, social,
and religious issues concerning cell therapy based on embry-
onic cells® were not mentioned by participants. The concern
essentially stems from the notion of the cell donor.

Allogeneic or autologous cells

The presence of cells does not seem to generate fear in itself.
But the fact that they come from a donor is more difficult to
accept for some patients. When participants were asked
whether they would prefer their own cells or those of a donor,
some fears were expressed about allogeneic cells (ptl: “The
fact that it comes from a donor, I don’t know psychologically,
it bothers me a little,” “It's the fact of receiving something
from another person. Why I can’t explain it to myself?”, pt10:
“I would have feared that the donor had a disease and that he
would transmit it to me”).

Conversely, some participants think that donor cells
would be more effective than their own cells (pt3: “Well, I'm
old, I have an autoimmune disease, well, there are a lot of
things that make me not have absolute confidence in my
cells” or pt9: “If I have this disease, it's because my own cells
are not very efficient”). Whether because of individual predis-
position, age, or an oral manifestation of a systemic pathol-
ogy, MSCs from patients with periodontitis may have
impaired potential for regeneration.>’~®°

Although the notion of cell rejection was not mentioned as
such, some participants compared the donation of cells with
that of organs. It is then important to specify that although
the cells will be recognised by the patient’s immune system
and will gradually disappear, there can be no rejection as in
the case of an organ transplant.®’ This concern regarding
rejection has also been observed for Parkinson disease.”

Mode of administration

Local administration of treatment on the lesions, that is, in
the mouth, was unambiguous for many patients. A compari-
son with administration by blood transfusion was men-
tioned, however. Some participants think that treatment
would be more effective if administered directly on the
lesions (pt7: “Directly on the problem it seems to me faster it
acts immediately”), whilst others would prefer a transfusion
(pt11: “In the blood perhaps it allows to regenerate more
things”).

Interestingly, there were no additional considerations
regarding either the source tissue (adipose tissue) or the pro-
posed tissue-engineered biological vehicle (blood-derived
product).

In the area of cell therapy, few studies captured patients’
experience regarding these therapeutics.’* However, a better
understanding of patients’ expectations, apprehensions, and
experiences will help to anticipate and optimise therapeutic
approaches and even to set up specific and adapted educa-
tional programmes.>*°°

Conclusions

Based on the results and inferences from this qualitative
study, participants found use of cell therapy for periodontitis
to be acceptable. If the efficacy of the treatment is expected,
allogeneic cell composition and the presence of a blood-
derived product will require discussion about what the treat-
ment entails and how it is manufactured. The interviewed
participants had advanced and refractory pathologies, with
previous failure of nonsurgical treatment. It could therefore
be interesting to carry out similar qualitative study amongst
patients with less advanced lesions, possibly in private prac-
tices. Periodontitis can be considered both as a pathology in
itself and also as a prototypical model of chronic inflamma-
tory pathology that is multitissular, with hard and soft tissue
lesions. This opens up new perspectives to consider the
acceptability of cell therapy procedures based on tissue engi-
neering (local delivery of cell therapy by an adapted carrier)
for a range of chronic age-related pathologies.

In a patient-centred approach, the success of cell therapy
will require a bilateral, informed decision, taking into account
potential therapeutic effectiveness and the patient’s expecta-
tions for regeneration. We have emphasised the importance
of information given to the patient. The creation of informa-
tion leaflets on cell therapy, taking into account the elements
mentioned herein and validated by the scientific community
and opinion leaders, will be necessary. A particular effort will
have to be made in the formulation and aesthetics of these
leaflets, with the help of humanities and social sciences to
deliver a clear scientific message that is comprehensible and
free of conflicts of interest.
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