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Orthobiologic therapies show significant promise to improve outcomes for patients with musculoskeletal pathology. There are
considerable research efforts to develop strategies that seek to modulate the biological environment to promote tissue regen-
eration and healing and/or provide symptomatic relief. However, the regulatory pathways overseeing the clinical translation of
these therapies are complex, with considerable worldwide variation. The introduction of novel biologic treatments into clinical
practice raises several ethical dilemmas. In this review, we describe the process for seeking approval for biologic therapies in the
United States, Europe, and Japan. We highlight a number of ethical issues raised by the clinical translation of these treatments,
including the design of clinical trials, monitoring outcomes, biobanking, “off-label” use, engagement with the public, marketing of

unproven therapies, and scientific integrity.
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The term “musculoskeletal regeneration” is widely consid-
ered to encompass therapeutic solutions for musculoskele-
tal conditions that harness the benefits of biology to
improve healing, reduce pain, improve function, and pro-
vide an environment for tissue regeneration.®® Tools to
facilitate musculoskeletal regeneration include drugs, sur-
gical intervention, physical and electromagnetic stimuli,
and biologics. Orthobiologics are biological substances
derived from the body that are used to treat musculoskele-
tal disease, injury, and disability, focusing on the growth,
replacement, and repair of cells, organs, and tissues specific
to the health needs of patients.?°

The potential application of regenerative therapies spans
the breath of orthopaedics, using approaches such as cell
transplantation, gene transfer, and tissue engineering.?!
These strategies differ significantly from most mainstream
treatments in orthopaedic practice, as they aim to treat the
underlying cause of the disease with the goal of augmenting
the native biological repair processes, preferably at an ear-
lier stage of the disease progression. Despite enormous
promise, most orthobiologic approaches remain at a very
early step along the road to widespread application.
Culture-expanded autologous and allogeneic cell therapies
and gene therapies have all entered human clinical
trials, with many patients already treated with current
Good Manufacturing Practice—produced musculoskeletal
regenerative approaches.”>%* While many regenerative

The Orthopaedic Journal of Sports Medicine, 10(11), 23259671221101626
DOI: 10.1177/23259671221101626
© The Author(s) 2022

interventions remain in preclinical phases of research, the
number of clinical studies is expected to increase rapidly in
the near future.

Despite research advances, there is growing concern
about the increasing number of centers that are marketing
stem cell-based interventions directly to consumers,
making unwarranted claims, or performing risky biologic
procedures.?® Such centers and their associated providers
have been known to recommend, prescribe, or deliver so-
called regenerative preparations, in many cases marketed
as “stem cells,” without sufficient data to support their true
content, safety, and efficacy.2”** Although the progress of
promising investigational therapies should not be
thwarted, clinicians and regulators have a duty to protect
the public from the risks associated with unproven and
uncharacterized therapies.?*33

An appreciation of the regulatory environment of ortho-
biologics and the ethical dilemmas that they raise is central
to developing future strategies to support legitimate trans-
lation. However, the regulatory environment can appear
both convoluted and cumbersome, with considerable world-
wide variation. As such, there is a pressing need for these
aspects to be deciphered and presented in a logical and
accessible form. In this narrative review, we describe the
current regulatory environment of orthobiologics and
describe the process for seeking approval for biologic ther-
apies using the United States, Europe, and Japan as exam-
ples of global variation. We highlight a number of ethical
issues raised by the clinical translation of these treatments,
including the design of clinical trials, monitoring of
outcomes, biobanking, “off-label” use, engagement with the
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public, marketing of unproven therapies, and conflicts of
interest.

CURRENT REGULATORY ENVIRONMENT
OF ORTHOBIOLOGICS

Regenerative therapies are regulated by national or
regional regulatory authorities, such as the European Med-
icines Agency (EMA), the US Food and Drug Administra-
tion (FDA), Health Canada, Australian Therapeutics Goods
Administration, or Japan’s Pharmaceuticals and Medical
Devices Agency. There is significant geographic variation
in these regulatory processes. The European Union (EU),
United Kingdom, United States, and Japan have been cen-
tral in fostering the development of biologic therapies. In
this section, we outline and compare key features of the
regulation of biologic therapies in the United States, Eur-
ope, and Japan that may affect the development and clini-
cal use of novel regenerative therapies.

There are a number of regulatory processes and chal-
lenges to overcome in the journey from scientific concept
to approval of new regenerative treatments. The first step
in this pathway is to accurately define the product, as this
will determine how it is classified by the regulatory author-
ity of each country and dictate the subsequent regulatory
pathways that this product must follow.?® In the United
States, Europe, and Japan, there is a broad legal frame-
work covering a wide range of chemical and biological sub-
categories. Correct classification of the product will
influence the regulatory guidelines that apply.

Regulatory Oversight in the United States

The agency that governs the use of orthobiologics in the
United States is the FDA. As part of the federal Food, Drug,
and Cosmetic Act (1938)32 and the Public Health Services
Act of 1944 (PHS)?2, the FDA oversees the Code of Federal
Regulations (CFR), and Part 1271 Title 21 applies to the
use of human cells, tissues, and cellular and tissue-based
products (HCT/Ps).32 Additionally, in 2017, the FDA pub-
lished a comprehensive guidance'® to improve stake-
holders’ understanding of the regulatory criteria for
human biologic therapies in the United States, and while
these are nonbinding, they reflect the FDA’s current think-
ing on CFR Part 1271. As part of this framework, the FDA
provided finalized guidance on how preparations should be
classified. HCT/Ps encompass most novel orthopaedic
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regenerative products and are defined as products contain-
ing or consisting of human cells or tissues that are intended
for implantation, transplantation, infusion, or transfer into
a human recipient.®

The utilization of orthobiologics and the process by
which some new biologic products become approved treat-
ments in the United States is complex. Before embarking
on clinical trials, an investigator must understand the
regulatory framework and if the HCT/P requires premar-
ket approval and, thus, an Investigational New Drug
(IND) application toward a Biologics License Application
(BLA) or an investigational device exemption application
for device products.

The FDA employs a tiered approach to the regulation of
HCT/Ps based on their assessment of patient risk and pub-
lic safety.®® The first group comprises products that are
considered of lowest risk and require no HCT/P oversight
(Table 1). A second grouping comprises products that are
considered lower risk and are regulated under Section 361
of the PHS, with a further grouping of products that are
considered higher-risk products that are regulated under
Section 351. Additional regulatory pathways for Regenera-
tive Medicine Advanced Therapies (RMAT), 510(k) and pre-
market approval devices, and other biologic products have
been incorporated into this framework.

Products in the first group are those considered to be low
risk and, although still regulated as HCT/Ps, do not require
Premarket Approval (PMA) /Biologics Licence Application
(BLA).?> Examples include whole blood, blood-derived pro-
ducts, bone marrow, human organs for transplantation,
and extracted human products such as collagen. These bio-
logic agents must be minimally manipulated, used in a
homologous fashion, and not combined with any other
agents. Platelet-rich plasma (PRP) and bone marrow aspi-
rate concentrate are the most widely used products under
this classification. Physicians who use these products need
to follow current good tissue practices.?85°

The second grouping, comprising lower-risk products,
falls under Section 361 of the PHS, and those HCT/Ps
require only minimal oversight.>*"%® For an HCT/P to be
regulated under Section 361, the product must (1) be
“minimally manipulated,” (2) intended for homologous use,
(3) not a combination product, and (4) have no systemic
effects. These category 2 lower-risk products are not subject
to formal premarket approval before marketing but
do require (1) registration with the FDA, (2) donor screen-
ing and testing, (3) good tissue practices and labeling,
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TABLE 1
Summary Interpretation of FDA Classification and Regulatory Oversight for Orthobiologics®
Product Category HCT/P Oversight Examples
Category 1 (lowest-risk product) None PRP and BMAC equipment, fat grafts

Section 361
Section 351

Cellular bone matrix, demineralized bone
Cultured chondrocytes, amniotic products, cultured mesenchymal cells,
adipose-derived stem cells

Category 2 (low-risk product)
Category 3 (higher-risk product)

“BMAC, bone marrow aspirate concentrate; FDA, United States Food and Drug Administration; HCT/P, human cells, tissues, and cellular

and tissue-based product; PRP, platelet-rich plasma.

(4) adverse event reporting, and (5) postmarket inspection
and enforcement. Central to this is the concept of “minimal
manipulation” of biologic products. Such manipulation is
characterized as only slight modifications of cells or tissues,
with preservation of the product’s inherent biological
properties.’! Examples include centrifugation, cutting,
antibiotic treatment, gamma irradiation, ethylene oxide
sterilization, lyophilization, and cryopreservation. Widely
used examples in current clinical practice include deminer-
alized bone without handling agents, cellular bone matrix,
and autologous chondrocytes. Producers of Section 361 pro-
ducts need to comply with current good tissue practices,
register their establishment with the FDA, provide a list
of HC'T/Ps produced each year, and label these products in
accordance with FDA guidelines.®!

HCT/P products that do not meet the above criteria are
regulated under Section 351 as higher-risk products, and a
BLA is required to certify the “safety, purity, and potency”
of a preparation.®® “More than minimal manipulation” is
defined as processing that alters the biological characteris-
tics of cells or tissues, and the FDA would include activa-
tion, encapsulation, genetic modification, or expansion of
cells or tissues under this umbrella. Other examples of
more than minimal manipulation include enzymatic degra-
dation, the addition of chemical or biological elements to a
product, and mechanical emulsification. Examples include
cultured cartilage cells, cultured mesenchymal stem cells,
and enzyme-digested fat or stromal vascular fraction.
While the Section 351 designation was created to ensure
patient safety, obtaining premarket approval is compli-
cated, costly, and time-consuming. The PMA process begins
with preclinical studies conducted using animal models to
demonstrate safety, confirm mechanism of action, and
assess efficacy. An IND application can then be made before
launching phase 1 clinical trials overseen by the local insti-
tutional review board and a BLA, toward formal premarket
approval.’* These processes are costly, and marketing can-
not begin until the product is approved. Successful phase
1 trials are followed by phases 2 and 3 trials in larger num-
bers of patients to seek stronger safety and efficacy data,
which are then included with IND as part of a New Drug
Application. Even after formal approval of the marketing
application, postapproval studies may still be mandated by
the FDA. Given that the Section 361 classification offers
more flexibility, most commercial products have targeted
the 361 designation.

The RMAT designation, introduced in 2016 as part of the
21st Century Cures Act, is a special designation for

products intended to treat serious or life-threatening con-
ditions.? This pathway mandates preliminary evidence that
the product may address unmet clinical needs.® RMATs
may follow a pathway that allows sponsors to essentially
skip phase 3 and gain premarket approval after phase 2.
The recent designation of osteoarthritis (OA) as a “serious
condition” has enabled a number of products with prelimi-
nary data supporting symptomatic and functional improve-
ment in the setting of OA to follow this fast-track
pathway.346°

Products exempt from Section 351 or 361 oversight are
considered on an individual basis, with 1 outcome being
considered via the so-called 510(k) medical device pathway.
This pathway allows FDA clearance for medical devices
that represent substantial equivalence to preexisting
devices in the market.'*5¢ In the case of PRP, the original
predicate device is a platelet and plasma separator that
produces PRP that is intended to be mixed with bone graft
materials to enhance handling properties,®” or in the case of
PRP gel, to “maintain moisture in a wound.” A system for
producing microfragmented adipose tissue has been
cleared by the 510(k) premarket notification pathway for
substantial equivalence to existing medical lipoplasty suc-
tion systems.?® At this time, it is not clear whether future
orthobiologic preparations will be regulated this way.

Regulatory Environment in Europe

Many aspects of the regulatory environment in the EU mir-
ror those in the United States. In the EU, biologic therapies
are regulated by the EMA. European policy is largely
guided by policy European Community (EC) No. 1394/
2007 and the Human Cells and Tissues Directive (2004/
23/EC).22 This framework outlined the concept of advanced
therapy medicinal products (ATMPs). ATMPs include gene
therapy products, somatic cell products, or tissue-
engineered products that are more than minimally manip-
ulated or used in a nonhomologous fashion. The EMA
defines more than minimal manipulation as processes
through which “biological characteristics, physiological
functions or structural properties are altered in a way
intended to be used for repair, replacement or regeneration.”
Similar to the US system, processes such as centrifugation,
irradiation, or antibiotic addition are not considered more
than minimal manipulation.

The process by which a biologic product reaches the bedside
is analogous to the US system. Preclinical studies are per-
formed under International Conference on Harmonisation
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of Technical Requirements for Registration of Pharmaceuti-
cals for Human Use guidelines. To begin clinical trials, a clin-
ical trial authorization isrequired and is granted at a national
level. After completion of clinical trials (phases 1-3), EU-led
procedure must then be followed, with a Marketing Authori-
zation Application required to reach commercialization. For
the final approval of ATMPs, there are 2 committees within
the EMA that scrutinize the scientific justification for product
approval: the Committee for Advanced Therapies and the
Committee for Medicinal Products for Human Use (CHMP).
The former is responsible for assessing the quality of the clin-
ical trials in defining the safety and efficacy of ATMPs and
making a recommendation on whether the ATMP should be
approved, with the CHMP responsible for making the final
decision on the use of each ATMP. However, after an ATMP is
approved at a European level for use, it is then dependent
again on individual member states providing provisions to
implement these biologic therapies, thus leading to further
heterogeneity even within Europe.®

Orthobiologics that do not fulfill the definition of an
ATMP are regulated via separate legal documents pub-
lished by the EU. The clinical use of PRP is regulated under
Directive 2001/83/EC.1” This directive is then adopted by
each member country and adapted by the national commit-
tees. As the directive has not been translated into a Europe-
wide law, individual countries have interpreted the
document to suit their specific requirements. Another bio-
logic agent regulated separately from ATMPs is deminera-
lized bone, which falls under the European Directive
2004/23/EC.

There are several routes for bypassing the main EU reg-
ulatory pathway. The “hospital exemption” clause within
EC No. 1394/2007 allows for the nonroutine administration
of ATMPs manufactured and prescribed within the same
member state to individual patients.®? While the hospital
exemption creates a loophole in the regulatory system,
analogous to the “same surgical procedure exemption” in
the United States, exempt products may still be regulated
on a national level and must be manufactured in accor-
dance with good clinical practice guidelines. Conditional
marketing authorizations may also be granted by the
CHMP for products aimed at treating or preventing serious
debilitating or life-threatening diseases. These criteria are
as follows: the product must address an unmet need, the
benefit-risk balance of the product is positive, and the
benefit to public health of the products’ immediate avail-
ability on the market outweighs the risks due to need for
further data.'®

Autonomy of Individual EU Countries. While ATMPs
are centrally regulated by the EMA, individual member
countries maintain substantial autonomy in allowing dif-
ferent preparations. As such, significant heterogeneity
remains in the handling of ATMPs between countries. In
the United Kingdom, the regulatory structure follows the
same central structure as the EU. The Medicines and
Healthcare products Regulatory Agency (MHRA) oversees
the manufacturing and importation of centrally approved
ATMPs. While hospital exemptions are possible in the
United Kingdom, they are scrutinized by the British
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General Medical Council (GMC) under the Medical Act of
1983.%% The accountability resulting from the GMC over-
sight is thought to be the reason why the United Kingdom
has relatively fewer stem cell therapies performed outside
of the research sector than other countries have. Despite
also following EMA guidelines, Italy has made significant
national changes to be more permissive of cell therapies
outside of the clinical trial setting.

Effect of Brexit. After Brexit, the UK MHRA regained
full responsibility for the regulation of ATMPs. Classifica-
tion of ATMPs remains aligned with the EMA, but the pro-
cess of development, through to marketing and the final
approval of an ATMP for clinical use, is now carried out
at a national level, and ATMPs are assessed in a similar
approach to the licensing of a new medication. The United
Kingdom is the European leader for ATMP research, with
44% of all EU ATMP registered and accredited research
facilities in 2017.5* This is largely because of a large aca-
demic field predominantly focusing on the early stages
of clinical research. However, none of the current EU-
approved and -licensed therapies are manufactured in
the United Kingdom.?? The disparity in research and
manufacturing capabilities may prove troublesome after
Brexit. The MHRA is held in high regard by the EMA, as
it provides the vast majority of leading scientific experts
within the field of ATMPs to committees where decisions
are made regarding European ATMP policies. The MHRA
is also reliant on the EMA to progress with ATMP research,
as the United Kingdom often cannot provide the required
number of patients to investigate the use of ATMPs in par-
ticularly rare diseases. As such, both agencies hope that
close relationships will remain after Brexit.??

Present Legislation for Regenerative Medicine
in Japan

There has been considerable recent change to regulation in
Japan. In 2013, the Japanese government submitted the
2 acts relating to regenerative medicine including orthobio-
logics: one is the Act on Safety of Regenerative Medicine,
and the other is the Pharmaceuticals and Medical Devices
Act.*3 The Act on Safety of Regenerative Medicine obligates
hospitals to notify the Ministry of Health, Labour and Wel-
fare (MHLW) of their regenerative treatment plans, which
in turn must be reviewed by a special committee certified by
the MHLW.2? In addition, hospitals are requested to use
the biological components prepared at certified processing
facilities to manufacture specific cellular products used in
clinical regenerative treatments. Regenerative treatments
are divided into 3 categories based on the risk of the biologic
products and different procedures. In July 2021, the num-
ber of certified processing facilities had reached 3115, and
the MHLW had been notified of 4330 treatment protocols.?
To date, orthobiologic treatments have been carried out in
>450 hospitals, and the number of patients who received
regenerative treatment including orthobiologic therapies
has reached >50,000.2% Under this act, 16 medical institu-
tions have been ordered to suspend regenerative treatment,
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and one medical institution received an improvement
order. Furthermore, one of the doctors at one of these med-
ical institutions has been convicted of violating the act.
With respect to safety, 2 deaths that are considered to be
related to treatment have been reported, and improvement
measures and safety guidelines are being considered. Via
this act, the Japanese government has been able to closely
monitor the implementation status of regenerative medi-
cine in Japan.

The Pharmaceuticals and Medical Devices Act of 2013,
which is the revised version of the Pharmaceutical Affairs
Law, defines the category of regenerative medical products
related to regenerative medicine or gene therapy.*? As
regenerative medical products are usually heterogeneous
and contain living cells, a long duration of follow-up is
required to evaluate the safety and effectiveness of the
treatments. Therefore, a conditional/time-limited approval
system was established to facilitate the early clinical appli-
cation of regenerative medical products. This system is
anticipated to facilitate the determination of more suitable
conditions for regenerative medical products and is a type
of adaptive licensing system that has been used to enhance
product accessibility to patients. In this system, acute
adverse effects can be identified from short-term investiga-
tions, and the long-term safety is evaluated in the postmar-
keting surveillance of a registry of all patients. To further
ensure the maintenance of safety measures, it is clearly
stated that doctors should provide patients with a thorough
explanation of all procedures and obtain prior informed
consent. Doctors are also obliged to keep complete records
on the use of regenerative medical products. In addition,
regenerative medical products are to be included under the
heading of the Relief Services for Adverse Health Effects. A
further revision included the generation of a new standard
(Good Gene, Cellular, and Tissue-based Products
Manufacturing Practice) for manufacturing management
and quality control in the industry to secure the quality and
safety of the products. The changes to the regulatory frame-
work for regenerative medical products may facilitate
research and development and contribute to the safety of
regenerative medicine. In fact, 7 products including ortho-
biologics have already been approved since the legislation
was enacted.

ETHICAL ISSUES IN CLINCAL TRANSLATION
OF ORTHOREGENERATIVE THERAPIES

All treatment decisions across medicine should be consid-
ered in the context of the 4 prima facie principles of medical
ethics: beneficence, nonmaleficence, autonomy, and jus-
tice.® “Prima facie” means that the principle is binding
unless it conflicts with another moral principle—if it does,
we have to choose between them.2° Respect for autonomy is
the moral obligation to respect the autonomy of others inso-
far as such respect is compatible with equal respect for the
autonomy of all potentially affected.?’ Beneficence and non-
maleficence are often considered together and aim at pro-
ducing net benefit over harm. Justice is often regarded as
being synonymous with fairness and can be summarized as
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the moral obligation to act on the basis of fair adjudication
between competing claims.?° Orthobiologic therapies raise
considerable ethical quandaries, many of which are unique.
Our ability to navigate these issues is made more challeng-
ing by our current limited understanding of these novel
treatments. Being a gatekeeper to these treatments carries
significant responsibility, and both clinicians and scientists
should not shy away from the difficult logistical and ethical
challenges that arise. A select number of these challenges
are summarized below.

Clinical Trial Design

As in all areas of medicine, the use of orthobiologics should
be based on evidence demonstrating both safety and effi-
cacy. Randomized controlled trials (RCTs) constitute the
hallmark of evidence-based medicine and form the basis for
translating research data into clinical practice.*®*° These
types of studies are even more important in the field of
orthobiologics, where multiple variables can significantly
alter outcomes and preclude the scientific world from hav-
ing a clear answer to several questions about their use,
efficacy, and safety. Spieth et al®® summarized important
concepts and recommendations regarding design, conduct,
and reporting of RCTs that can improve the quality of the
trial. First, clinically relevant endpoints should be defined
a priori, and an unbiased analysis and report of the study
results should be performed. Specifically, for biologic ther-
apies, selection of a placebo or control group should be care-
fully considered. Placebo-control groups play a critical role in
the development of new therapies and in establishing a
“null” baseline upon which a proposed intervention must
demonstrate improvement to substantiate clinical use. For
example, the administration of an intra-articular saline pla-
cebo injection has been reported to yield a statistically and
clinically meaningful improvement in functional outcomes
up to 6 months after the injection in patients with knee
0A.*8 Furthermore, in the comparison of experimental treat-
ment with standard care, preplanned interim analyses dur-
ing an ongoing RCT can aid in maintaining clinical equipoise
by assessing benefit, harm, or futility, thus allowing a deci-
sion on the continuation or termination of the trial.

A structured study design and performance as indicated
in the Consolidated Standards of Reporting Trials state-
ment should be employed as well as registration in a public
trial database, reporting on significant and nonsignificant
results.*® Importantly, potential conflicts of interest and
funding sources should be disclosed in study reports or pub-
lications. In summary, well-powered and executed RCTs
are warranted to determine the real effect of biologics in
the field of orthopaedics. Remaining is the ethical issue of
utilizing substances with very low morbidity or side effects
in the absence of RCTs when a minimally important clinical
difference indicates their use may provide patients with
some relief and offer treatment options before approval.

Monitoring Outcomes and Registries

As clinicians, it is our responsibility to monitor the out-
comes and complications of treatments we provide.
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Consequently, it remains essential to collect accurate and
meaningful data. This necessity highlights the importance
of establishing standardized outcome collection systems,
ideally in the form of prospective cohorts, that could serve
as orthobiologic patient registries.!? These organized
systems may then use observational study approaches to
collect uniform data, including clinical (patient character-
istics, disease characterization, and patient-reported
outcome measures) and biologic therapy specifics. Addition-
ally, data on complications and adverse events need to be
collected. Biologic interventions including cell therapies
can remain biologically active for long periods and thus
may present risks with long latencies. Collection of these
data will allow the evaluation of specified outcomes for a
given population defined by a disease, ailment, exposure, or
treatment. Such registries will then serve multiple prede-
termined goals across different venues, including scientific,
clinical, or policy purposes, and represent “real-world
evidence” as prescribed by the FDA’s 21st Century Cures
Act.® This will allow a better understanding of the muscu-
loskeletal diseases we are treating and the clinical efficacy
or cost-effectiveness of orthobiologic treatments, and most
importantly, it will allow us to monitor safety and harm.
The successful implementation of scientifically valid, cost-
effective, and scalable data outcome collection systems will
be required via a highly collaborative effort.'>2° Finally,
the output from these unbiased orthobiologic registries will
be high-quality evidence that clinicians and patients
greatly need to become available in a timely and cost-
effective manner. As a result, product and treatment
approvals may be accelerated in a manner complementary
to ongoing RCTs. This evidence will then have the potential
to improve outcomes and determine the value of care by
determining if and which orthobiologic treatments are to
become standard of care.

Biobanking Cells and Tissues

A crucial aspect of the success of an orthobiologic registry in
disseminating knowledge and innovation will be deter-
mined by its ability to characterize and register the biologic
therapies delivered.!? In addition to collecting clinical
aspects of the orthobiologic therapy, such as type, fre-
quency, volume, location, and indication, among other fea-
tures, there is a critical need to further understand the
specifics of these therapies.?53%6 The heterogeneity in dif-
ferent biologic formulations is likely to be associated with
variation in clinical outcomes.'*® However, clinical and
imaging outcomes must be captured and correlated with
the composition to provide insight into the key drivers of
biologic activity and clinical efficacy of a given treatment.
Economics limit the rigor of investment in point-of-care
qualitative and quantitative characterization. However,
biorepositories can be established to collect, process, and
store biospecimens to support current and future efficiently
targeted investigations.

A biorepository requires standardized systems to pro-
cure, process, transport, and bank a specific biological sam-
ple to enable later measurement of the cellular, proteomic,
and transcriptomic content and biologic activity. Just as
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important, biospecimens must be linked to quantitative
clinical data related to patient factors, disease state, sample
source and processing, and the success of care (objective
clinical outcome). Appropriate infrastructure and incen-
tives will be required to motivate both physician and
patient participation in clinical baseline data, sample col-
lection, analysis, and outcome reporting. Rigorously
designed biorepositories have the potential to be a powerful
and generalizable tool for rigorous assessment biologic
therapies in musculoskeletal medicine.

Clearance, Approval, and Off-Label Use

It is important to consider the difference between the terms
“clearance” and “approval,” which are not interchangeable.
For example, FDA clearance allows PRP to be used for a
wide range of different orthopaedic indications.3"37%® How-
ever, clearance is not synonymous with approval for a spe-
cific indication.? As such, most of the PRP treatments
offered for musculoskeletal indications are considered off-
label use, which transfers liability from the manufacturers
of the device to the individual providing it.?"*" Similarly
FDA clearance of microfragmented adipose tissue systems
does not infer a robust evidence basis for use in a range
orthopaedic applications.

While off-label treatments are not FDA approved, it is
important to understand that their use is not necessarily
improper or illicit. Indeed, off-label prescriptions account
for roughly half of all prescriptions written today,®® and the
off-label use of certain drugs is well accepted within medi-
cal standards.®® However, it is equally important to under-
stand that off-label use is often not supported by sound
scientific evidence. This has the potential to expose patients
to ineffective care and unnecessary risks and drive up
health care costs.®®

Nevertheless, off-label use presents distinct challenges
for biologic interventions. Depending on the jurisdiction,
some biologic interventions are not authorized for a specific
use because of exemption from regulation. This can limit
physicians’ access to reliable information on validated uses.
In addition, the complex biological characteristics of these
therapies and our limited clinical experience with many of
them present uncertainties about long-term safety and
effectiveness. Physicians should therefore exercise particu-
lar care when applying biologic interventions off-label. As a
rule, off-label use should be offered only when supported by
high-quality evidence or in situations consistent with cur-
rent scientific knowledge, local legal and institutional reg-
ulations, and the standards of the international medical
community.?* In all cases, patients must be made aware
in advance when off-label use has not been evaluated for
safety and/or efficacy with respect to their specific medical
condition.

Public Engagement and Trust

Patients exhibiting pain and/or dysfunction because of ortho-
paedic pathology may rely on their primary care provider or
orthopaedic surgeon to offer biologic options for symptom
modification. Patients have implicit trust in their health care
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provider to present treatment recommendations that are low
risk and efficacious. All licensed practitioners are governed
by their respective regional and medical professional rules of
ethical behavior when utilizing these therapies. For example,
the American Academy of Orthopaedic Surgeons mandates
standards of professionalism, which state that “it is the obli-
gation of the orthopaedic surgeon to present a fair and honest
representation of services and the goals, alternatives, expec-
tations and risks associated with these services.” The UK
GMC’s Good Medical Practice states that a good doctor will
“maintain trust in you and the profession by being open,
honest and acting with integrity.”®! Unfortunately, since the
field of orthobiologics is relatively new, most health care pro-
viders never received education on this subject during their
training, and thus they must rely on self-education. While
PubMed provides easy access to published peer-reviewed
studies, it is a daunting task to keep current. To facilitate
provider and patient education, a number of academic
groups, including the Biologic Association (an international
group of musculoskeletal societies that collaborate to speak
with a unified voice about the responsible use of orthobiolo-
gics), have developed educational resources that are freely
available on their website (https:/www.thebiologicassocia-
tion.com). Despite this, there appears to be a lack of formal
training or certification in orthobiologics, and the level of
expertise and background knowledge in providers varies. It
is only when the health care provider is appropriately edu-
cated that he or she can present orthobiologic options in an
ethical and legal manner and both earn and preserve the
trust of their patients.

Marketing of Unproven Treatments

The unwitting public is subjected to a variety of methods for
marketing orthobiologics. Regulations regarding ethical
and legal advertising vary by country. For example, the
European Parliament 2006/114/EC Directive “confer(s)
upon the courts or administrative authorities’ powers
enabling them to require the advertiser to furnish evidence
as to the accuracy of factual claims of advertising.”'® In the
United States, the Federal Trade Commission truth-in-
advertising laws state that “an ad must be truthful, not
misleading, and when appropriate, backed by scientific
evidence.”*® In a 2020 study by Kingery et al,2” the authors
identified 896 practice websites in the United States and
found that 96% of them contained statements of misinfor-
mation. Examples include “This is a curative treatment.
You can literally grow new joint tissue. Once your joint is
healed, it is healed” and “The oldest research to date shows
that 100% of recipients who benefited from stem cell ther-
apy were still pain free 4 years later.” While clinics in the
United States have been prosecuted for making unsubstan-
tiated claims, they often reappear with the same owners
under a different name using another orthobiologic. In
2019, Health Canada issued a policy position paper that
informed Canadians that all cell therapies are regulated
as drugs and present risk to the recipient, and “therapeutic
interventions pursued on the basis of anecdotal evidence
that are ultimately proved ineffective or harmful when
studied in well-controlled trials are common.”?? Despite
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legal authority, the administrative burden of policing the
marketing content of rogue stem cell clinics exceeds the
manpower of enforcement agencies. This tips the responsi-
bility to clinicians and health care organizations to protect
patients via education and awareness.

Conflicts of Interest

Conflicts of interest represent circumstances in which pro-
fessional judgments or actions of a clinician or medical
researcher may be influenced by a secondary interest, such
as financial gain or career advancement.*” The secondary
interest may be financial or nonfinancial, and the bias may
be conscious or unconscious. Conflicts of interest can
threaten professional, patient, and public trust in clinical
care and research.

A strong partnership between scientists, physicians, and
industry is integral to the development of biologic treatments
for patients. Interactions with industry representatives can
occur in the office and at professional meetings, ideally lead-
ing to collaborations for clinical research and in the develop-
ment of new treatments. While partnerships can offer
important opportunities to advance medical knowledge, they
can also introduce bias. In a qualitative evaluation of ortho-
paedic surgeons’ attitudes to orthobiologics via serial inter-
views, Niemansburg et al*! reported considerable concerns
among experts that the role of industry in surgical research
and clinical practice causes conflicts of interest that could
negatively affect the integrity of researchers and the scien-
tific validity of clinical studies.®®® The issues raised by stud-
ies evaluating bone morphogenic protein, for example,
indicate that conflicts of interest can lead to both underre-
porting of adverse events and methodological flaws in clinical
trial design.®!° Conflicts of interest can also arise from other
parties, such as universities, government agencies, and fund-
ing bodies.*® More attention to identifying and managing
nonfinancial conflicts is required in the future.

Effective means of identifying and managing conflicts are
an important element in successfully achieving the goals of
research and ensuring that patients receive the most appro-
priate treatments. Current strategies typically rely on disclo-
sure and are centered around the individual researcher or
clinician. However, this approach has substantial limitations,
and increased focus on process-oriented steps and outcome-
oriented strategies has been advocated.*”

CONCLUSION

Orthobiologics show significant promise in improving out-
comes for patients with a wide variety of musculoskeletal
pathologies. There is considerable worldwide variation in
the regulatory pathways that must be followed. Navigating
these complex pathways is challenging for both scientists
and clinicians. Understanding the regulatory pathways as
well as the logistical and ethical factors involved in the
clinical translation of orthobiologic therapies will better
equip clinicians as they seek to offer their patients the best
chance of recovery while keeping them safe.
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