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PART I
SPECIAL NOTE REGARDING FORWARD-LOOKING STATEMENTS

This Annual Report on Form 10-K contains “forward-looking statements” within the meaning of Section 27A of
the Securities Act of 1933, as amended, or the Securities Act, and Section 21E of the Securities Exchange Act of 1934, as
amended, or the Exchange Act. These statements include statements made regarding our commercialization strategy, future
operations, cash requirements and liquidity, capital requirements, and other statements on our business plans and strategy,
financial position, and market trends. In some cases, you can identify forward-looking statements by terms such as “may,”
“might,” “will,” “should,” “believe,” “plan,” “intend,” “anticipate,” “target,” “estimate,” “expect,” and other similar
expressions. These forward-looking statements are subject to risks and uncertainties that could cause actual results or
events to differ materially from those expressed or implied by the forward-looking statements in this Form 10-K, including
factors such as our ability to raise substantial additional capital to finance our planned operations and to continue as a going
concern; our ability to execute our strategy and business plan; our ability to obtain regulatory approvals for our products,
including the Neuro-Spinal Scaffold™; our ability to successfully commercialize our current and future product candidates,
including the Neuro-Spinal Scaffold; the progress and timing of our development programs; market acceptance of our
products; our ability to retain management and other key personnel; our ability to promote, manufacture, and sell our
products, either directly or through collaborative and other arrangements with third parties; and other factors detailed under
“Risk Factors” in Part I, Item 1A of this Form 10-K. These forward looking statements are only predictions, are uncertain,
and involve substantial known and unknown risks, uncertainties, and other factors which may cause our actual results,
levels of activity, or performance to be materially different from any future results, levels of activity, or performance
expressed or implied by these forward looking statements. Such factors include, among others, the following:

2 2 & » « » «

e our limited operating history and history of net losses;

e our ability to raise substantial additional capital to finance our planned operations and to continue as a going
concern;

e the length and impact of the ongoing COVID-19 pandemic;

e our ability to complete the INSPIRE 2.0 Study to support our existing Humanitarian Device Exemption, or
HDE, application;

e our ability to execute our strategy and business plan;

e our ability to obtain regulatory approvals for our current and future product candidates, including our Neuro-
Spinal Scaffold implant;

e our ability to successfully commercialize our current and future product candidates, including our Neuro-
Spinal Scaffold implant;

e the progress and timing of our current and future development programs;

e our ability to successfully open, enroll and complete clinical trials and obtain and maintain regulatory
approval of our current and future product candidates;

e our ability to protect and maintain our intellectual property and licensing arrangements;
e our reliance on third parties to conduct testing and clinical trials;
e market acceptance and adoption of our current and future technology and products;

e our ability to promote, manufacture and sell our current and future products, either directly or through
collaborative and other arrangements with third parties; and

e our ability to attract and retain key personnel.
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We cannot guarantee future results, levels of activity, or performance. You should not place undue reliance on
these forward looking statements, which speak only as of the date of this Annual Report on Form 10-K. These cautionary
statements should be considered with any written or oral forward looking statements that we may issue in the future.
Except as required by applicable law, including the securities laws of the United States, we do not intend to update any of
the forward looking statements to conform these statements to reflect actual results, later events or circumstances, or to
reflect the occurrence of unanticipated events.

As used herein, “we,” “us,” “our,” or the “Company” means InVivo Therapeutics Holdings Corp., together with
our wholly owned subsidiary InVivo Therapeutics Corporation, unless otherwise noted.

Risk Factor Summary

e The COVID-19 pandemic has delayed and may continue to delay our ability to complete our ongoing
INSPIRE 2.0 clinical trial or may delay the initiation of future clinical trials, disrupt regulatory activities, or
have other adverse effects on our business and operations. In addition, this pandemic has caused substantial
disruption in the financial markets and may adversely impact economies worldwide, both of which could
result in adverse effects on our business and operations.

e  We have found it difficult and may continue to find it difficult to enroll patients in our clinical studies, which
could delay or prevent clinical studies of our product candidates, and due to such enrollment delays, we may
need to make a determination as to the next steps for our clinical program that could significantly impact our
future operations and financial position.

e  We will need additional funding before achieving potential profitability. If we are unable to raise capital
when needed, we could be forced to delay, reduce, or eliminate our product development programs or

commercialization efforts, engage in one or more potential transactions, or cease our operations entirely.

e  We anticipate that we will continue to incur substantial losses for the foreseeable future and may never
achieve or maintain profitability.

e  We are wholly dependent on the success of one product candidate, the Neuro-Spinal Scaffold implant. Even if
we are able to complete clinical development and obtain favorable clinical results, we may not be able to

obtain regulatory approval for, or successfully commercialize, our Neuro-Spinal Scaffold implant.

e If we cannot protect, maintain and, if necessary, enforce our intellectual property rights, our ability to develop
and commercialize products will be adversely impacted.

e  We will depend upon strategic relationships to develop, exploit, and manufacture our products. If these
relationships are not successful, we may not be able to capitalize on the market potential of these products.

e  Our success depends on our ability to retain our management and other key personnel.

e We may face, and in the past have faced, lawsuits, which could divert management’s attention and harm our
business.

e The price of our common stock has been and may continue to be volatile, which could lead to losses by
investors and costly securities litigation.
Item 1. BUSINESS
Overview
We are a research and clinical-stage biomaterials and biotechnology company with a focus on treatment of spinal

cord injuries, or SCIs. Our mission is to redefine the life of the SCI patient, and we seek to develop treatment options
intended to provide meaningful improvement in patient outcomes following SCI. Our approach to treating acute
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SCIs is based on our investigational Neuro-Spinal Scaffold implant, a bioresorbable polymer scaffold that is designed for
implantation at the site of injury within a spinal cord and is intended to treat acute SCI. The Neuro-Spinal Scaffold implant
incorporates intellectual property licensed under an exclusive, worldwide license from Boston Children’s Hospital (BCH)
and the Massachusetts Institute of Technology (MIT). We also plan to evaluate other technologies and therapeutics that
may be complementary to our development of the Neuro-Spinal Scaffold implant or offer the potential to bring us closer to
our goal of redefining the life of the SCI patient.

The current standard of care for acute management of spinal cord injuries focuses on preventing further injury to
the spinal cord. However, the current standard of care does not address repair of the spinal cord.

Market Opportunity

Our clinical program is intended to address the lack of successful treatments for SCIs, which can lead to
permanent paralysis, sensory impairment, and autonomic (bowel, bladder, and sexual) dysfunction. The current
management of acute SCI is a surgical approach consisting of spine stabilization and an external decompression procedure
of uncertain value. We believe the market opportunity for our Neuro-Spinal Scaffold implant is significant. It is estimated
that approximately 285,000 people are currently living in the United States with paralysis due to SCI (chronic SCI), and
approximately 15,000 individuals in the United States will become fully or partially paralyzed each year (acute SCI). We
are pursuing regulatory approval from the U.S. Food and Drug Administration, or FDA, through the Humanitarian Device
Exemption, or HDE, pathway. When this pathway was initiated for the Neuro-Spinal Scaffold implant, it was limited to
populations of 4,000 or less patients per year. We were granted a Humanitarian Use Device, or HUD, designation for the
Neuro-Spinal Scaffold implant, which includes thoracic and cervical patients afflicted with complete (no motor or sensory
function in the lowest sacral segments) SCI, such as paraplegia or tetraplegia, and excludes gunshot or other penetrating
wounds. The 21st Century Cures Act increased the upper population limit for an HDE from 4,000 to 8,000, which allows
us to potentially request an expansion of our current HUD to include additional SCI patients, i.e., incomplete (partial
sensory or sensory/motor function below the injury site, including the lowest sacral segments) SCI patients. Future
products, which may include use of stem cells or drug ingredients, may enable the treatment of a broader population such
as patients with chronic paralysis and would require separate regulatory approval.

Since 1973, the National Spinal Cord Injury Statistical Center, or NSCISC, at the University of Alabama has been
commissioned by the U.S. government to maintain a national database of SCI statistics. The financial impact of SCIs, as
reported by the NSCISC, is substantial. Direct costs, which include hospital and medical expenses, modification of the
home, and personal assistance, are highest in the first year after injury. According to the fact sheet published in 2017 by
NSCISC titled “Spinal Cord Injury—Facts and Figures at a Glance”, (i) during the first year, average cost of care ranges
from $352,279 to $1,079,412, depending on the severity of the injury, (ii) the net present value, or NPV, to maintain a
quadriplegic injured at age 25 for life is $4,789,384, and (iii) the NPV to maintain a paraplegic injured at age 25 for life is
$2,341,988. These costs place a tremendous financial burden on families, insurance providers, and government agencies.
Moreover, despite such a significant financial investment, the patient often remains disabled for life because current
medical interventions address only the symptoms of SCI rather than the underlying neurological cause. We believe our
approach could represent an important advance in the treatment of SCIs.

The American Spinal Injury Association, or ASIA, in collaboration with the International Spinal Cord Society, or
ISCoS, has developed a neurologic examination tool for assessing SCI known as the International Standards for
Neurological Classification of Spinal Cord Injury, or ISNCSCI. Results of the ISNCSCI examination are used to determine
the ASIA Impairment Scale, or AIS, classification.

Patients with complete SCI are classified as AIS A. Patients with incomplete SCI, who have partial sensory and/or
motor function below the level of injury, including the lowest sacral segments, are classified as AIS B (partial sensory
function), AIS C (partial sensory and motor function), or AIS D (partial sensory and increased motor function, i.e., can
move at least half of the muscles against gravity). Patients who have a complete return of sensory and motor function are
classified as AIS E.

These classifications are based upon the ISNCSCI examination in which an examiner performs a neurologic
examination to assess sensory function of the entire body and motor function of the upper and lower extremities.
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Our Clinical Program
We currently have 1 clinical development program for the treatment of acute SCI.
Neuro-Spinal Scaffold Implant for acute SCI

Our Neuro-Spinal Scaffold implant is an investigational bioresorbable polymer scaffold that is designed for
implantation at the site of injury within a spinal cord. The Neuro-Spinal Scaffold implant is intended to promote
appositional, or side-by-side, healing by supporting the surrounding tissue after injury, minimizing expansion of areas of
necrosis, and providing a biomaterial substrate for the body’s own healing/repair processes following injury. We believe
this form of appositional healing may spare white matter, increase neural sprouting, and diminish post-traumatic cyst
formation.

The Neuro-Spinal Scaffold implant is composed of 2 biocompatible and bioresorbable polymers that are cast to
form a highly porous investigational product:

e Poly lactic-co-glycolic acid, a polymer that is widely used in resorbable sutures and provides the
biocompatible support for Neuro-Spinal Scaffold implant; and

e Poly-L-Lysine, a positively charged polymer commonly used to coat surfaces in order to promote cellular
attachment.

Because of the complexity of SCIs, it is likely that multi-modal therapies will be required to maximize positive
outcomes in SCI patients. In the future, we may attempt to further enhance the performance of our Neuro-Spinal Scaffold
implant through multiple combination strategies involving electrostimulation devices, additional biomaterials, drugs
approved by the FDA, or growth factors. We expect the Neuro-Spinal Scaffold implant to be regulated by the FDA as a
Class III medical device.

INSPIRE 2.0 Study

Our Neuro-Spinal Scaffold implant has been approved to be studied under our approved Investigational Device
Exemption, or IDE in the INSPIRE 2.0 Study, which is titled the “Randomized, Controlled, Single-blind Study of Probable
Benefit of the Neuro-Spinal Scaffold™ for Safety and Neurologic Recovery in Subjects with Complete Thoracic AIS A
Spinal Cord Injury as Compared to Standard of Care.” The purpose of the INSPIRE 2.0 Study is to assess the overall
safety and probable benefit of the Neuro-Spinal Scaffold for the treatment of neurologically complete thoracic traumatic
acute SCI. The INSPIRE 2.0 Study is designed to enroll 10 subjects into each of the 2 study arms, which we refer to as the
Scaffold Arm and the Comparator Arm. Patients in the Comparator Arm will receive the standard of care, which is spinal
stabilization without dural opening or myelotomy. The INSPIRE 2.0 Study is a single blind study, meaning that the
patients and assessors are blinded to treatment assignments. The FDA approved the enrollment of up to 35 patients in this
study so that there would be at least 20 evaluable patients (10 in each study arm) at the primary endpoint analysis,
accounting for events such as screen failures or deaths that would prevent a patient from reaching the primary endpoint
visit. As of February 25, 2021, 11 patients have been enrolled in the INSPIRE 2.0 Study and 18 sites are activated for
enrollment. As of February 25, 2021, 17 of the 18 clinical sites are open for enrollment, and 1 clinical site is currently not
open for enrollment due to reasons unrelated to the COVID-19 pandemic. We have found the enrollment rates for the
INSPIRE 2.0 study to be variable and inconsistent. For example, the 3 most recent patients enrolled into the study were
enrolled over the course of four weeks between early December 2020 and early January 2021. Given the recent
unpredictable enrollment patterns, we are unable at this time to estimate when enrollment for the study may be complete.
We aim to continue to provide quarterly updates regarding the number of patients enrolled into the study.

The primary endpoint is defined as the proportion of patients achieving an improvement of at least 1 AIS grade at
6 months post-implantation. Assessments of AIS grade are at hospital discharge, 3 months, 6 months, 12 months and 24
months. The definition of study success for INSPIRE 2.0 is that the difference in the proportion of subjects who
demonstrate an improvement of at least 1 grade on AIS assessment at the 6-month primary endpoint follow-up visit
between the Scaffold Arm and the Comparator Arm must be equal to or greater than 20%. In one example, if 50% of
subjects in the Scaffold Arm have an improvement of AIS grade at the 6-month primary endpoint and 30% of subjects in
the Comparator Arm have an improvement, then the difference in the proportion of subjects who demonstrated an
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improvement is equal to 20% (50% minus 30% equals 20%) and the definition of study success would be met. In another
example, if 40% of subjects in the Scaffold Arm have an improvement of AIS grade at the 6-month primary endpoint and
30% of subjects in the Comparator Arm have an improvement, then the difference in the proportion of subjects who
demonstrated an improvement is equal to 10% (40% minus 30% equals 10%) and the definition of study success would not
be met. Additional endpoints include measurements of changes in NLI, sensory levels and motor scores, bladder, bowel
and sexual function, pain, Spinal Cord Independence Measure, and quality of life.

Our Neuro-Spinal Scaffold was previously studied in The INSPIRE Study: the “InVivo Study of Probable Benefit
of the Neuro- Spinal Scaffold for Safety and Neurologic Recovery in Subjects with Complete Thoracic AIS A Spinal Cord
Injury,” under an IDE application for the treatment of neurologically complete thoracic traumatic acute SCI. Although The
INSPIRE Study was structured with an Objective Performance Criterion, or OPC, as the primary component for
demonstrating probable benefit, the OPC is not the only variable that the FDA would evaluate when reviewing a future
HDE application. Similarly, while our INSPIRE 2.0 Study is structured with a definition of study success requiring a
minimum difference between study arms in the proportion of subjects achieving improvement, that success definition is not
the only factor that the FDA would evaluate in the future HDE application. Approval is not guaranteed if the OPC is met
for The INSPIRE Study or the definition of study success is met for the INSPIRE 2.0 Study, and even if the OPC or
definition of study success are not met, the FDA may approve a medical device if probable benefit is supported by a
comprehensive review of all clinical endpoints and preclinical results, as demonstrated by the sponsor’s body of evidence.
We cannot be certain what additional information or studies will be required by the FDA to approve our HDE submission.

In 2016, the FDA accepted our proposed HDE modular shell submission and review process for the Neuro-Spinal
Scdffold implant. The HDE modular shell is comprised of 3 modules: a preclinical studies module, a manufacturing
module, and a clinical data module. As part of its review process, the FDA reviews each module, which are individual
sections of the HDE submission, on a rolling basis. Following the submission of each module, the FDA reviews and
provides feedback, typically within 90 days, allowing the applicant to receive feedback and potentially resolve any
deficiencies during the review process. Upon receipt of all 3 modules, which constitutes the complete HDE submission, the
FDA makes a filing decision that may trigger the review clock for an approval decision. We submitted the first module in
March 2017 and received feedback in June 2017. We submitted an updated first module in the fourth quarter of 2019 and
received feedback in September 2020. We expect to submit another updated module in the first quarter of 2021. The HDE
submission will not be complete until the manufacturing and clinical modules are also submitted.

Impact of COVID-19 Pandemic

On January 30, 2020, the World Health Organization, or the WHO, announced a global health emergency because
of a new strain of coronavirus originating in Wuhan, China, or the COVID-19 pandemic, and the risks to the international
community as the virus spreads globally beyond its point of origin. In March 2020, the WHO classified the COVID-19
pandemic as a pandemic, based on the rapid increase in exposure globally. Although all our clinical sites except one are
currently enrolling patients, we are aware that a significant number of our clinical sites had previously temporarily
suspended enrollment into the INSPIRE 2.0 Study at their institution due to the COVID-19 pandemic. As such, the
COVID-19 pandemic has affected and may continue to affect the potential for enrollment in our INSPIRE 2.0 Study as
clinical sites suspend studies in order to manage the pandemic. Aside from the impact on enrollment in our INSPIRE 2.0
Study, we did not experience any significant impact from the COVID-19 pandemic on our financial condition, liquidity,
other operations, suppliers, industry, and workforce during the year ended December 31, 2020. As of February 25, 2021,
we have 17 clinical sites open for enrollment and 1 clinical site that is currently not open for enrollment due to reasons
unrelated to the COVID-19 pandemic. The full impact of the COVID-19 pandemic continues to evolve as of the date of
filing this Annual Report on Form 10-K, and we cannot be certain what future impact the COVID-19 pandemic may have
on our clinical sites and their respective abilities to enroll patients. As the pandemic continues to evolve, there may be
additional government actions or disruptions that could cause our clinical sites to suspend or alter operations in a manner
that would impact enrollment in the INSPIRE 2.0 Study. We are actively monitoring the impact of the global situation on
our financial condition, liquidity, operations, suppliers, industry, and workforce, although there remains significant
uncertainty related to the public health situation globally. Given the daily evolution of the COVID-19 pandemic and the
global responses to curb its spread, we are not able to estimate the ultimate effects of the COVID-19 pandemic on our
results of operations, financial condition, or liquidity in the future. However, as the COVID-19 pandemic continues, it will
likely continue to have an adverse effect on enrollment in our INSPIRE 2.0 Study, and may also have an adverse effect on
our results of future operations, financial position, and
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liquidity, and even after the COVID-19 pandemic has subsided, we may continue to experience adverse impacts to our
business as a result of any economic recession or depression that has occurred or may occur in the future.

Intellectual Property

We rely on a combination of patents, licenses, trade secrets, and non-disclosure agreements to develop, protect,
and maintain our intellectual property. Our patent portfolio includes patents and patent applications. We seek to develop or
obtain intellectual property that we believe might be useful or complementary with our products and technologies,
including by way of licenses or acquisitions of other companies or intellectual property from third parties.

We hold an exclusive worldwide license to a broad suite of patents co-owned by BCH and MIT covering the use
of a wide range of polymers to treat SCI, and to promote the survival and proliferation of human stem cells in the spinal
cord, or the BCH License. Issued patents and pending patent applications licensed under the BCH License cover the
technology underlying our Neuro- Spinal Scaffold implant and the use of a wide range of biomaterial scaffolding for
treating SCI by itself or in combination with drugs, growth factors, or human stem cells. The BCH License covers 6 issued
United States patents and 19 issued international patents expiring between 2021 and 2027.

The BCH License has a term of 15 years from the effective date of July 2, 2007, or as long as the life of the last
expiring patent right under the license, whichever is longer, unless terminated earlier by BCH. In connection with our
acquisition of the BCH License, we submitted to a 5-year development plan to BCH and MIT that includes certain targets
and projections related to the timing of product development and regulatory approvals. We are required to either meet the
stated targets and projections in the plan or notify BCH and revise the plan. BCH has the right to terminate the BCH
License for failure by us to either meet the targets and projections in the plan or our failure to submit an acceptable revision
to the plan within a 60-day cure period after notification by BCH that we are not in compliance with the plan. We are
currently in compliance with the development plan.

We have the right to sublicense the patents covered by the BCH License and have full control and authority over
the development and commercialization of any products that use the licensed technology, including clinical trial design,
manufacturing, marketing, and regulatory filings. We also own the rights to the data generated pursuant to the BCH
License, whether generated by us or a sublicensee. We have the first right of negotiation with BCH and MIT for a 30 day
period to any improvements to the intellectual property covered by the BCH License.

We are required to pay certain fees and royalties under the BCH License. We paid an initial fee upon execution of
the BCH License and are required to pay an amendment fee if we expand the field of use under the BCH License. We are
also required to make milestone payments upon completing various phases of product development, including upon (i)
filing with the FDA of the first investigational new drug application and IDE application for a product that uses the
licensed technology; (ii) enrollment of the first patient in Phase II testing for a product that uses the licensed technology;
(iii) enrollment of the first patient in Phase III testing for a product that uses the licensed technology; (iv) FDA approval of
the first new drug application or related application for a product that uses the licensed technology; and (v) first market
approval in any country outside the United States for a product that uses the licensed technology. Each year prior to the
release of a licensed product, we are also required to pay a maintenance fee for the BCH License. Further, we are required
to make ongoing payments based on any sublicenses we grant to manufacturers and distributors. Following
commercialization, we are required to make ongoing royalty payments equal to a percentage in the low single digits of net
sales of any product that uses the licensed technology.

In addition to the rights we license under the BCH License, we have additional rights relating to the Neuro-Spinal
Scdffold implant. Together with MIT, we co-own U.S. patent No. 10,131,786 (“Poly((lactic-co-glycolic acid)-b-lysine) and
process for synthesizing a block copolymer of PLGA and PLL- (poly-e-cbz-I-lysine)”), which expires in 2033.

Government Regulation

The testing, manufacturing, and potential labeling, advertising, promotion, distribution, import, and marketing of
our products are and would be subject to extensive regulation by governmental authorities in the United States and in other
countries. In the United States, the FDA, under the Public Health Service Act, the Federal Food, Drug and Cosmetic Act,
or FDCA, and their implementing regulations, regulates biologics and medical device products. In addition, our products
under development are subject to extensive regulation by other U.S. federal and state regulatory bodies and comparable
authorities in other countries. To ensure that medical products distributed domestically are safe
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and effective for their intended use, the FDA and comparable authorities in other countries have imposed regulations that
govern, among other things, the following activities that we or our partners perform or will perform:

e product design and development;

e product testing;

e product manufacturing;

e product labeling;

e product storage;

e premarket clearance, approval, or CE marking of products;

e advertising and promotion;

e product marketing, sales, and distribution; and

e post-market surveillance reporting, including reporting of death or serious injuries.

The labeling, advertising, promotion, marketing, and distribution of biopharmaceuticals, or biologics, and medical
devices also must be in compliance with the FDA requirements which include, among others, standards and regulations for
off-label promotion, industry-sponsored scientific and educational activities, promotional activities involving the internet,
and direct-to-consumer advertising. In addition, the Federal Trade Commission, or FTC, also regulates the advertising of
many medical devices. The FDA and the FTC have very broad enforcement authority, and failure to abide by these
regulations can result in penalties, including the issuance of a warning letter directing us to correct deviations from
regulatory standards and enforcement actions that can include seizures, injunctions, and criminal prosecution. In addition,
under the federal Lanham Act and similar state laws, competitors and others can initiate litigation relating to advertising
claims.

The FDA has broad premarket, post-market, and regulatory enforcement powers. As with medical devices,
manufacturers of biologics and combination products are subject to unannounced inspections by the FDA to determine
compliance with applicable regulations, and these inspections may include the manufacturing facilities of some of our
subcontractors. Failure by manufacturers or their suppliers to comply with applicable regulatory requirements can result in
enforcement action by the FDA or other regulatory authorities. Potential FDA enforcement actions include:

e warning letters, fines, injunctions, consent decrees, and civil penalties;

e unanticipated expenditures to address or defend such actions;

e customer notifications for repair, replacement, or refunds;

e recall, detention, or seizure of our products;

e  operating restrictions or partial suspension or total shutdown of production;

e refusing or delaying our requests for 510(k) clearance on HDE or premarket approval applications, or PMA,
of new products or modified products;

e  operating restrictions;
e withdrawing 510(k) clearances on HDE or PMA approvals that have already been granted;

e refusal to grant export approval for our products; or
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e criminal prosecution.
FDA Regulation—Medical Device Products
FDA’s Premarket Clearance and Approval Requirements

Unless an exemption applies, each medical device commercially distributed in the United States requires one of
the following: (i) approval of a de-novo classification petition; (ii) clearance under a 510(k) premarket notification; (iii)
approval under a PMA application; or (iv) approval under an HDE. During public health emergencies, FDA also may grant
emergency use authorizations to allow commercial distribution of devices intended to address the public health emergency.
Under the FDCA, medical devices are classified into one of three classes—Class I, Class II or Class III—depending on the
degree of risk associated with each medical device and the extent of manufacturing and regulatory control needed to ensure
its safety and effectiveness.

Class I devices include those with the lowest risk to the patient and are those for which safety and effectiveness
can be reasonably assured by adherence to the FDA’s “general controls” for medical devices, which include compliance
with the applicable portions of the FDA’s Quality System Regulation, or QSR, facility registration and product listing,
reporting of adverse medical events and malfunctions through the submission of Medical Device Reports, or MDRs, and
appropriate, truthful and non-misleading labeling, advertising, and promotional materials. Some Class I or low risk devices
also require premarket clearance by the FDA through the 510(k) premarket notification process described below.

Class II devices are moderate risk devices subject to the FDA’s general controls, and any other “special controls”
deemed necessary by the FDA to ensure the safety and effectiveness of the device, such as performance standards, product-
specific guidance documents, special labeling requirements, patient registries or post-market surveillance. Premarket
review and clearance by the FDA for Class II devices is accomplished through the 510(k) premarket notification process,
though certain Class II devices are exempt from this premarket review process. When required, the manufacturer must
submit to the FDA a premarket notification, or 510(k), submission demonstrating that the device is “substantially
equivalent” to a legally marketed predicate device, which in some cases may require submission of clinical data. If the
FDA determines that the device, or its intended use, is not substantially equivalent to a legally marketed device, the FDA
will place the device, or the particular use of the device, into Class III, and the device sponsor must then fulfill more
rigorous premarket approval requirements.

Class III devices include devices deemed by the FDA to pose the greatest risk, such as life-sustaining, life-
supporting or implantable devices and devices deemed not substantially equivalent to a predicate device following a 510(k)
submission. The safety and effectiveness of Class III devices cannot be reasonably assured solely by general or special
controls. Submission and FDA approval of a PMA application is required before marketing of a Class III device can
proceed. The PMA process is much more demanding than the 510(k) premarket notification process. A PMA application,
which is intended to demonstrate that the device is reasonably safe and effective for its intended use and must be supported
by extensive data, typically including data from preclinical studies and clinical trials. A Class III device may qualify for
FDA approval to be distributed under an HDE rather than a PMA. HDEs are very similar to PMAs but are not required to
demonstrate a reasonable assurance of effectiveness. Rather HDE applications require demonstration of “probable benefit.”
Devices marketed under an HDE must also first be designated as a HUD. Our Neuro-Spinal Scaffold implant is a Class ITI
device, and we are initially seeking HDE approval. Following our receipt of HDE approval, we intend to pursue a PMA for
our Neuro-Spinal Scaffold for use in a broader patient population.

Premarket Approval Pathway

Class III devices that do not qualify as HUDs require a PMA before they can be marketed, although some
pre-amendment Class III devices for which the FDA has not yet required a PMA are cleared through the 510(k) process. In
addition, HDE approved Class III devices require a PMA if the manufacturer desires to expand indications for use or
patient populations, or to otherwise treat more than 8000 patients per year and avoid the other limitations imposed on HDE
approved devices. The PMA process is more demanding than the HDE and 510(k) processes. In a PMA, the manufacturer
must demonstrate that the device is safe and effective, and the PMA must be supported by extensive data, including data
from preclinical studies and human clinical trials. The PMA must also contain a full description of the device and its
components, a full description of the methods, facilities, and controls used for manufacturing, and proposed labeling.
Following receipt of a PMA, the FDA determines whether the application is sufficiently complete to permit a substantive
review. If the FDA accepts the application for review, it has 180 days under the FDCA to complete
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its review of a PMA, although in practice, the FDA’s review often takes significantly longer, and can take up to several
years. In some cases, an advisory panel of experts from outside the FDA may be convened to review and evaluate the
application and provide recommendations to the FDA as to the approvability of the device. The FDA may or may not
accept the panel’s recommendation. In addition, the FDA will generally conduct a pre-approval inspection of the applicant
or its third-party manufacturers’ or suppliers’ manufacturing facility or facilities to ensure compliance with the QSR. PMA
devices are also subject to the payment of user fees.

The FDA will approve the new device for commercial distribution if it determines that the data and information in
the PMA constitute valid scientific evidence and that there is reasonable assurance that the device is safe and effective for
its intended use(s). The FDA may approve a PMA with post-approval conditions intended to ensure the safety and
effectiveness of the device, including, among other things, restrictions on labeling, promotion, sale and distribution, and
collection of long-term follow-up data from patients in the clinical study that supported PMA approval or requirements to
conduct additional clinical studies post-approval. The FDA may condition PMA approval on some form of post-market
surveillance when deemed necessary to protect the public health or to provide additional safety and efficacy data for the
device in a larger population or for a longer period of use. In such cases, the manufacturer might be required to follow
certain patient groups for a number of years and to make periodic reports to the FDA on the clinical status of those patients.
Failure to comply with the conditions of approval can result in material adverse enforcement action, including withdrawal
of the approval.

Certain changes to an approved device, such as changes in manufacturing facilities, methods, or quality control
procedures, or changes in the design performance specifications, which may affect the safety or effectiveness of the device,
require submission of a PMA supplement. PMA supplements often require submission of the same type of information as a
PMA, except that the supplement is limited to information needed to support any changes from the device covered by the
original PMA and may not require as extensive clinical data or the convening of an advisory panel. Certain other changes
to an approved device require the submission of a new PMA, such as when the design change causes a different intended
use, mode of operation, and technical basis of operation, or when the design change is so significant that a new generation
of the device will be developed, and the data that were submitted with the original PMA are not applicable for the change
in demonstrating a reasonable assurance of safety and effectiveness.

Humanitarian Device Exemption (HDE)

Alternatively, a Class III device may qualify for FDA approval to be distributed under an HDE rather than a PMA.
For a device to be eligible for an HDE, it must be first designated by the FDA as a HUD intended to benefit patients in the
treatment or diagnosis of a disease or condition that affects fewer than 8,000 individuals in the United States per year
(increased by the 21st Century Cures Act from 4,000 to 8,000). The HDE pathway also requires that there must be no other
comparable device available to provide therapy for this condition. An HDE application is similar in form and content to a
PMA and, although exempt from the effectiveness requirements of a PMA, an HDE does require sufficient information for
the FDA to determine that the device does not pose an unreasonable or significant risk of illness or injury, and that the
probable benefit to health outweighs the risk of injury or illness from its use. In addition, a HUD may only be used in
facilities that have established a local institutional review board, or IRB, to supervise clinical testing of devices, and after
an IRB has approved the use of the device to treat or diagnose the specific disease.

In addition, except in certain circumstances, products approved under an HDE cannot be sold for an amount that
exceeds the costs of research and development, fabrication, and distribution of the device (i.e., for profit). Currently, a
product is only eligible to be sold for profit after receiving HDE approval if the device (1) is intended for the treatment or
diagnosis of a disease or condition that occurs in pediatric patients or in a pediatric subpopulation, and such device is
labeled for use in pediatric patients or in a pediatric subpopulation in which the disease or condition occurs; or (2) is
intended for the treatment or diagnosis of a disease or condition that does not occur in pediatric patients or that occurs in
pediatric patients in such numbers that the development of the device for such patients is impossible, highly impracticable,
or unsafe. If an HDE-approved device does not meet either of the eligibility criteria, the device cannot be sold for profit.
We expect our Neuro-Spinal Scaffold implant may meet the eligibility criteria to be sold for a profit.

Clinical Trials
Clinical trials are almost always required to support a PMA or HDE application. If the device presents a

“significant risk” to human health as defined by the FDA, the FDA requires the device sponsor to submit an IDE to the
FDA and obtain IDE approval prior to commencing the human clinical trials. The IDE must be supported by appropriate
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data, such as animal and laboratory testing results, showing that it is safe to test the device in humans and that the testing
protocol is scientifically sound. The IDE must be approved in advance by the FDA for a specified number of patients,
unless the product is deemed a “non-significant risk” device, in which case an IDE approval from the FDA would not be
required, although the clinical trial would need to meet other requirements including IRB approval. Clinical trials for a
significant risk device may begin once an IDE is approved by the FDA and the appropriate IRB at each clinical trial site.
Future clinical trials may require that we obtain an IDE from the FDA prior to commencing any such clinical trial and that
the trial be conducted with the oversight of an IRB at the clinical trial site.

Our clinical trials must be conducted in accordance with FDA regulations and federal and state regulations
concerning human subject protection, including informed consent and healthcare privacy. A clinical trial may be suspended
by the FDA or at a specific site by the relevant IRB at any time for various reasons, including a belief that the risks to the
trial participants outweigh the benefits of participation in the clinical trial. Even if a clinical trial is completed, the results of
our clinical testing may not demonstrate the safety and efficacy of the device, or may be equivocal or otherwise not be
sufficient for us to obtain approval of our product.

Pervasive and Continuing FDA Regulation

After a device is placed on the market, numerous regulatory requirements continue to apply. These include:

e product listing and establishment registration, which helps facilitate FDA inspections and other regulatory
action;

e Quality System Regulation or QSR, which requires manufacturers, including third-party manufacturers, to
follow stringent design, testing, control, documentation, and other quality assurance procedures during all

aspects of the manufacturing process;

e labeling regulations and FDA prohibitions against the promotion of products for uncleared or unapproved
indications or other off-label uses;

e clearance of product modifications that could significantly affect safety or efficacy or that would constitute a
major change in intended use of 1 of our cleared devices;

e approval of product modifications that affect the safety or effectiveness of 1 of our approved devices;

e medical device reporting regulations, which require that manufacturers comply with FDA requirements to
report if their device may have caused or contributed to a death or serious injury, or has malfunctioned in a
way that would likely cause or contribute to a death or serious injury if the malfunction of the device or a
similar device were to recur;

e post-approval restrictions or conditions, including post-approval study commitments;

e post-market surveillance regulations, which apply when necessary to protect the public health or to provide
additional safety and effectiveness data for the device;

e the FDA’s recall authority, whereby it can ask, or under certain conditions order, device manufacturers to
recall from the market a product that is in violation of governing laws and regulations;

e regulations pertaining to voluntary recalls; and

e notices of corrections or removals.

Class III devices that obtain HDE approval are subject to the additional restrictions discussed above, including:

e the treatment of no more than 8,000 individuals in the United States per year;

e a HUD may only be used if approved by an IRB to supervise clinical testing of devices, and after an IRB has

approved the use of the device to treat or diagnose the specific disease; and
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e limitations on whether the device may be sold for a profit, subject to certain exceptions.

We, and any third party manufacturers that we use, must register with the FDA as medical device manufacturers
and must obtain all necessary state permits or licenses to operate our business. As manufacturers, we, and any third party
manufacturers that we use, are subject to announced and unannounced inspections by the FDA to determine our
compliance with quality system regulation and other regulations. We have not yet been inspected by the FDA. We believe
that we are in substantial compliance with quality system regulation and other regulations.

Failure to comply with applicable regulatory requirements can result in enforcement action by the FDA, which
may include any of the following sanctions:

e untitled letters, warning letters, fines, injunctions, consent decrees, and civil penalties;
e unanticipated expenditures to address or defend such actions;

e customer notifications for repair, replacement, or refunds;

e recall, detention, or seizure of our products;

e  operating restrictions or partial suspension or total shutdown of production;

e refusing or delaying our requests for 510(k) clearance on HDE or PMA of new products or modified
products;

e  operating restrictions;

e  withdrawing 510(k) clearances on HDE or PMA approvals that have already been granted;
e refusal to grant export approval for our products; or

e criminal prosecution.

Regulatory Pathway for the Neuro-Spinal Scaffold Implant

We expect the Neuro-Spinal Scaffold implant will be regulated by the FDA as a Class III medical device. The
FDA granted HUD designation for our Neuro-Spinal Scaffold implant in 2013 for use in complete SCI (defined as less than
4,000 patients per year at the time), thus allowing us to potentially qualify for FDA approval under an HDE. In 2015, we
received conditional approval from the FDA to convert our ongoing pilot study into a pivotal probable benefit study (The
INSPIRE Study). Full approval of such conversion was subsequently granted in January 2016. In early March 2018, we
received FDA approval for a randomized controlled trial (the INSPIRE 2.0 Study) to supplement the existing clinical
evidence for the Neuro-Spinal Scaffold implant that we obtained from The INSPIRE Study.

In the future, if our Neuro-Spinal Scaffold implant is approved via either the PMA or HDE pathway, modifications
or enhancements that could significantly affect the safety or effectiveness of the device or that constitute a major change to
the intended use of the device will require new PMA or HDE application and approval.

Other changes may require a supplement or other change notification that must be reviewed and approved by the
FDA. Modified devices for which a new PMA or HDE application, supplement, or notification is required cannot be
distributed until the application is approved by the FDA. An adverse determination or a request for additional information
could delay the market introduction of new products, which could have a material adverse effect on our business, financial
condition, and results of operations. We may not be able to obtain PMA or HDE approval in a timely manner, if at all, for
the Neuro-Spinal Scdffold implant or any future devices or modifications to Neuro-Spinal Scaffold implant or such devices
for which we may submit a PMA or HDE application.
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European Economic Area or the EEA

Sales of medical devices are subject to foreign government regulations, which vary substantially from country to
country. In order to market our products outside the United States, we must obtain regulatory approvals or Conformité
Européenne (“CE’) Certificates of Conformity and comply with extensive safety and quality regulations. The time required
to obtain approval by a foreign country or to obtain a CE Certificate of Conformity may be longer or shorter than that
required for FDA clearance or approval, and the requirements may differ. In the EEA, we are required to obtain Certificates
of Conformity before drawing up a European Commission, or EC, Declaration of Conformity and affixing the CE mark to
our medical devices. Many other countries, such as Australia, India, New Zealand, Pakistan and Sri Lanka, accept CE
Certificates of Conformity or FDA clearance or approval although others, such as Brazil, Canada and Japan, require
separate regulatory filings. We have not yet applied for a CE Mark for the Neuro-Spinal Scaffold implant.

If any of our products has been CE marked and placed on the market in the EEA, we would need to comply with a
number of regulatory requirements relating to:

e registration/notification of medical devices in individual EEA countries;

e pricing and reimbursement of medical devices;

e establishment of post-marketing surveillance and adverse event reporting procedures;
e Field Safety Corrective Actions, including product recalls and withdrawals;

e marketing and promotion of medical devices; and

e interactions with physicians.

Failure to comply with these requirements at such time could result in enforcement measures being taken against
us by the competent authorities of the EEA countries. These measures can include fines, administrative penalties,
compulsory product withdraws, injunctions, and criminal prosecution. Such enforcement measures would have an adverse
effect on our capacity to market our products in the EEA and, consequently, on our business and financial position. Such
failures could also lead to cancelation, suspension, or variation of our CE Certificates of Conformity by the relevant
Notified Body, which is an organization designated by the competent authorities of an EEA country to conduct conformity
assessments.

Further, the advertising and promotion of our products in the EEA is subject to regulatory directives concerning
misleading and comparative advertising, and unfair commercial practices, as well as other national legislation in the
individual EEA countries governing the advertising and promotion of medical devices. These laws may limit or restrict the
advertising and promotion of our products to the general public and may impose limitations on our promotional activities
with healthcare professionals.

Financial Information and Research and Development Expenditures

We have incurred net losses each year since our inception, including net losses of $9.1 million for the year ended
December 31, 2020 and $11.8 million for the year ended December 31, 2019. To date, we have not commercialized any
products or generated any revenues from the sale of products, and we do not expect to generate any product revenues in the
foreseeable future. We have devoted most of our financial resources to research and development, including our clinical
and preclinical development activities related to our Neuro Spinal Scaffold implant. Our research and development
expenditures, which include research and development related to our product candidates, were $3.9 million and $5.6
million in 2020 and 2019, respectively.

Competition
We have many potential competitors, including major drug companies, specialized biotechnology firms, academic
institutions, government agencies, and private and public research institutions. Many of these competitors have

significantly greater financial and technical resources than us, and superior experience and expertise in research and
development, preclinical testing, design and implementation of clinical trials, regulatory processes and obtaining
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regulatory approval for products, production and manufacturing, and sales and marketing of approved products. Smaller or
early-stage companies and research institutions may also prove to be significant competitors, particularly if they have
collaborative arrangements with larger and more established biotechnology companies. We will also face competition from
these parties in recruiting and retaining qualified scientific and management personnel, establishing clinical trial sites, and
registering subjects for clinical trials.

In order to compete effectively, we will have to make substantial investments in development, clinical testing,
manufacturing, and sales and marketing, or partner with 1 or more established companies. There is no assurance that we
will be successful in having any of our products approved or gaining significant market share for any of our products. Our
technologies and products also may be rendered obsolete or noncompetitive as a result of products introduced by our
competitors.

Manufacturing

We have developed a proprietary manufacturing process to build our Neuro-Spinal Scaffold implant. We
manufacture our implants following FDA regulations for design controls using 2 fully operational manufacturing
cleanrooms located at our facility in Cambridge, Massachusetts. These 2 cleanrooms are validated to ISO 14644 1 Class
ISO 7 (Class 10-K) and Class ISO 8 (Class 100k) cleanroom standards, respectively. In addition, the manufacturing process
contains numerous quality control steps including in process and final inspection. Currently, we are working with 2
vendors for our critical raw materials; however, these materials are also available from other vendors. We are currently
manufacturing our Neuro-Spinal Scaffold implant to support the INSPIRE 2.0 Study. If we are able to move toward
preparing for commercialization, we intend to be compliant with all applicable regulations on a country specific basis.

Sales and Marketing

If we obtain approval from the FDA, or another foreign regulatory body, to commercialize our products, we plan
to establish a direct sales force to sell our products to major markets in the United States, and we may sell direct or through
distributors in major foreign markets. We anticipate the direct sales force, once and if established, would focus its efforts on
maximizing revenue through product training, placement, and support. We would also seek to establish strong relationships
with neurosurgeons, orthopedic spine surgeons, and trauma surgeons, and would expect to provide a high level of service
for any of our approved products including providing on-site assistance and service during procedures. In addition, we
expect to implement medical education programs intended for outreach to practitioners in physical medicine and
rehabilitation centers and patient advocacy groups. We may also seek corporate partners with expertise in
commercialization.

Compliance with Environmental, Health and Safety Laws

In addition to the FDA regulations discussed above, we are also subject to evolving federal, state, and local
environmental, health, and safety laws and regulations. In the past, compliance with environmental, health, and safety laws
and regulations has not had a material effect on our capital expenditures. We believe that we comply in all material respects
with existing environmental, health, and safety laws and regulations applicable to us.

Employees

As of December 31, 2020, we had 6 full-time employees. None of our employees are represented by a labor union
and we consider our employee relations to be good. We also utilize a number of consultants to assist with financial,
research and development, human resources, clinical and regulatory activities. We believe that our future success will
depend in part on our continued ability to attract, hire, and retain qualified personnel.

Corporate Information
We were incorporated on April 2, 2003, under the name of Design Source, Inc. as a Nevada corporation. On
October 26, 2010, we acquired the business of InVivo Therapeutics Corporation, which was founded in 2005 as a Delaware

corporation, and we are continuing the existing business operations of InVivo Therapeutics Corporation as our wholly-
owned subsidiary.
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Our principal executive offices are located in leased premises at One Kendall Square, Suite B14402, Cambridge,
Massachusetts 02139. Our telephone number is (617) 863-5500. We maintain a website at www.invivotherapeutics.com.
Information contained on, or accessible through, our website is not a part of, and is not incorporated by reference into this
Annual Report on Form 10-K.

Available Information

We make available free of charge on or through the Investor Relations link on our website,
www.invivotherapeutics.com, all materials that we file electronically with the Securities and Exchange Commission
(“SEC”), including our annual reports on Form 10-K, quarterly reports on Form 10-Q, current reports on Form 8-K, and

amendments to those reports.

Information appearing on the above websites is not a part of, and is not incorporated in, this Annual Report on
Form 10-K. Further, our references to the URLSs for these websites are intended to be inactive textual reference only.
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Item 1A. RISK FACTORS

Certain factors may have a material adverse effect on our business, financial condition, and results of operations.
You should consider carefully the risks and uncertainties described below, in addition to other information contained in
this Annual Report on Form 10-K, including our consolidated financial statements and related notes. The risks and
uncertainties described below are not the only ones we face. Additional risks and uncertainties that we are unaware of, or
that we currently believe are not material, may also become important factors that adversely affect our business. If any of
the following risks actually occurs, our business, financial condition, results of operations, and future prospects could be
materially and adversely affected.

Risks Related to Our Business

The COVID-19 pandemic, which began in late 2019 and has had impacts worldwide, has delayed and may continue to
delay our ability to complete our ongoing INSPIRE 2.0 clinical trial or delay the initiation of future clinical trials,
disrupt regulatory activities, or have other adverse effects on our business and operations. In addition, this pandemic
has caused substantial disruption in the financial markets and may adversely impact economies worldwide, both of
which could result in adverse effects on our business and operations.

The COVID-19 pandemic, which began in December 2019, has had impacts worldwide, causing many
governments to implement measures to slow the spread of the outbreak through quarantines, travel restrictions, heightened
border scrutiny, and other measures. The outbreak and government measures taken in response, including widespread
emergency orders requiring business and residents to curtail non-essential activities, have also had a significant impact,
both direct and indirect, on businesses and commerce, as worker shortages have occurred; supply chains have been
disrupted; facilities and production have been suspended; and demand for certain goods and services, such as medical
services and supplies, has spiked, while demand for other goods and services, such as travel, has fallen. The future
progression of the outbreak and its effects on our business and operations are uncertain. We and our clinical research
organizations, as well as clinical trial sites, have faced disruptions related to the INSPIRE 2.0 clinical trial arising from
suspension of activity at numerous clinical trial sites due to hospital staff shortages or state or city “stay at home” or
“shelter in place” orders, delays in the ability to obtain necessary IRB, or other necessary site approvals, as well as other
delays at clinical trial sites. Specifically, we are aware that a significant number of our clinical sites had previously
temporarily suspended enrollment into the INSPIRE 2.0 Study at their institution due to the coronavirus pandemic. As of
February 25, 2021, we have 17 clinical sites open for enrollment and 1 clinical site that is currently not open for enrollment
due to reasons unrelated to the COVID-19 pandemic. The full impact of the COVID-19 pandemic continues to evolve as of
the date of filing this Annual Report on Form 10-K, and we cannot be certain what future impact the COVID-19 pandemic
may have on our clinical sites and their respective abilities to enroll patients. As the pandemic continues to evolve, there
may be additional government actions or disruptions that could cause our clinical sites to suspend or alter operations in a
manner that would impact enrollment in the INSPIRE 2.0 Study. Additionally, the response to the COVID-19 pandemic
may redirect resources of regulators in a way that would adversely impact our ability to progress regulatory approvals. In
addition, we may face impediments to regulatory meetings and approvals due to measures intended to limit in-person
interactions. Any of these factors could continue to adversely impact our ability to enroll, or delay enrollment in, the
INSPIRE 2.0 clinical trial. Additionally, the pandemic has already caused significant disruptions in the financial markets,
and may continue to cause such disruptions, which could impact our ability to raise additional funds through public
offerings and may also impact the volatility of our stock price and trading in our stock. Moreover, it is possible the
pandemic will significantly impact economies worldwide, which could result in adverse effects on our business and
operations. We cannot be certain what the overall impact of the COVID-19 pandemic will be on our business and it has the
potential to adversely affect our business, financial condition, results of operations, and prospects.

We have found it difficult and may continue to find it difficult to enroll patients in our clinical studies, which could
delay or prevent clinical studies of our product candidates, and due to such enrollment delays, we may need to make a
determination as to the next steps for our clinical program that could significantly impact our future operations and
financial position. Specifically, if the pace of enrollment in our INSPIRE 2.0 Study does not increase, we may need to
make a determination as to the next steps for the INSPIRE 2.0 Study and our clinical program.
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Patient enrollment is affected by a number of factors including:

e widespread emergency orders in response to the COVID-19 pandemic requiring business and residents to
curtail non-essential activities;

e severity of the disease, injury, or condition under investigation;

e design of the study protocol;

e size and nature of the patient population;

e eligibility criteria for and design of the study in question;

e perceived risks and benefits of the product candidate under study;

e proximity and availability of clinical study sites for prospective patients;
e availability of competing therapies and clinical studies;

e efforts to facilitate timely enrollment in clinical studies;

e patient referral practices of physicians; and

e ability to monitor patients adequately during and after treatment.

For a period in 2016, as a result of an FDA pre-specified enrollment hold, we were unable to enroll patients in The
INSPIRE Study pending FDA authorization to proceed with additional enrollment, which delayed our ability to open new
sites and enroll patients at the pace we had anticipated. In addition, in July 2017 we halted enrollment in the study, and
subsequently closed enrollment in the study. We are also experiencing enrollment delays with our INSPIRE 2.0 Study. We
may not be able to initiate or continue clinical studies if we cannot enroll a sufficient number of eligible patients to
participate in the clinical studies required by regulatory agencies, and as a result, if the pace of enrollment does not
increase, we may need to make a determination as to the next steps for the INSPIRE 2.0 Study and our clinical program.

If we have difficulty enrolling a sufficient number of patients to conduct our clinical studies as planned, we may
need to delay, limit, or terminate ongoing or planned clinical studies, any of which would have an adverse effect on our
business. We also may consider changes to our current business strategy and future operations. We are reviewing
alternatives with a goal of maximizing the value of our company. We could determine to engage in one or more potential
transactions, such as the sale of our company, a strategic partnership with one or more parties or the licensing, sale or
divestiture of some of our assets or proprietary technologies, or to continue to operate our business in accordance with our
existing business strategy.

We have experienced delays and may experience further delays in our clinical development of our Neuro-Spinal
Scaffold implant. Clinical trials for future product candidates may also experience delays or may not be able to
commence.

Before we can obtain regulatory approval for the sale of our Neuro-Spinal Scaffold implant, we must complete the
clinical studies that are required. In July 2017, The INSPIRE Study of our Neuro-Spinal Scaffold implant was placed on
hold following the third patient death in the trial. We subsequently closed enrollment in The INSPIRE Study and will
follow the active patients until completion. The FDA has approved the INSPIRE 2.0 Study. However, the INSPIRE 2.0
Study may not be successfully completed or may take longer than anticipated because of any number of factors, including
potential delays in the enrollment of subjects in the study, including delays due to the COVID-19 pandemic, the availability
of scaffold implants to supply to our clinical sites, failure to demonstrate safety and probable benefit of our Neuro-Spinal
Scaffold implant, lack of adequate funding to continue the clinical trial, or unforeseen safety issues. For example,
enrollment in our INSPIRE 2.0 Study has been slower than we initially anticipated. Enrolling patients the
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INSPIRE 2.0 Study and any other clinical trial of our Neuro-Spinal Scaffold implant will continue to require the approval
of the institutional review boards, or IRBs at each clinical site.

In addition, our results may subsequently fail to meet the safety and probable benefit standards required to obtain
regulatory approvals. For example, in The INSPIRE Study, 2 of the 16 evaluable patients were initially assessed to have
improved from complete AIS A SCI to incomplete AIS B SCI, but each was later assessed to have reverted to complete
AIS A SCI prior to the patient’s 6-month examination. Of these 2 patients, 1 patient had converted back to AIS B and the
other remained at AIS A at the 6-month examination. There is known and published variability in some of the measures
used to assess AIS improvement and these measures can vary over time or depending upon the examiner. While we
implemented procedures in The INSPIRE Study and the INSPIRE 2.0 Study, and will also implement procedures in any
future clinical study to limit such variations, we cannot be certain that regulatory authorities will accept the results of our
clinical trials or interpret them the way that we do.

In addition, clinical trials can be delayed or aborted for a variety of reasons, including delay or failure to:

e obtain regulatory approval to commence future clinical trials;

e reach agreement on acceptable terms with prospective contract research organizations, or CROs, and
clinical trial sites, the terms of which can be subject to extensive negotiation and may vary significantly
among different CROs and trial sites;

e obtain IRB approval at each site;

e recruit, enroll, and retain patients through the completion of clinical trials;

e maintain clinical sites in compliance with trial protocols through the completion of clinical trials;
e address patient safety concerns that arise during the course of the trial;

e initiate or add a sufficient number of clinical trial sites; or

e manufacture sufficient quantities of our product candidate for use in clinical trials.

We could encounter delays if a clinical trial is suspended or terminated by us, by the relevant IRB at the sites at
which such trials are being conducted, by the Data Safety Monitoring Board for such trial, or by the FDA or other
regulatory authorities. Such authorities may suspend or terminate a clinical trial due to a number of factors, including
failure to conduct the clinical trial in accordance with regulatory requirements or our clinical protocols, a problematic
inspection of the clinical trial operations or trial site by the FDA or other regulatory authorities resulting in the imposition
of a clinical hold, unforeseen safety issues or adverse events, or changes in laws or regulations. In addition, regulatory
agencies may require an audit with respect to the conduct of a clinical trial, which could cause further delays or increase
costs. For example, in December 2017, we and several of our clinical sites and our CRO were subject to an FDA inspection
in association with The INSPIRE Study. At the close of the inspection at the Company, the FDA issued a Form 483 with 2
observations relating to our oversight of clinical trial sites in The INSPIRE Study. We sought input from the FDA
regarding the scope and timing of our proposed remediation efforts and the FDA has indicated that our corrective actions
appear adequate. We cannot be certain that we will not be subject to additional regulatory action by the FDA. Our
remediation efforts have added, and may continue to add, costs to our clinical development plans. Any delays in
completing our clinical trials will increase our costs, slow down our product candidate development and regulatory review
process, and jeopardize our ability to obtain approval and commence product sales and generate revenues. Any of these
occurrences may harm our business, financial condition, and prospects significantly.

Risks Related to Our Financial Position and Need for Additional Capital
We will need additional funding before achieving potential profitability. If we are unable to raise capital when needed,

we could be forced to delay, reduce, or eliminate our product development programs or commercialization efforts,
engage in one or more potential transactions, or cease our operations entirely.
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We believe we have sufficient cash resources to continue our business operations through the second quarter of
2023. We expect that our expenses will increase in connection with our ongoing activities, particularly as we conduct our
INSPIRE 2.0 Study, and as we seek regulatory approval for our Neuro-Spinal Scaffold implant. If we obtain regulatory
approval for any of our current or future product candidates, we expect to incur significant commercialization expenses
related to manufacturing, marketing, sales, and distribution. Accordingly, we will need to obtain additional funding in
connection with our continuing operations.

If we are unable to raise additional capital, we may seek to engage in one or more potential transactions, such as
the sale of our company, a strategic partnership with one or more parties or the licensing, sale or divestiture of some of our
assets or proprietary technologies, or we may be forced to cease our operations entirely. There can be no assurance that we
will be able to enter into such a transaction or transactions on a timely basis or on terms that are favorable to us. If we are
unable to raise capital when needed or on attractive terms, or should we engage in one or more potential strategic
transactions, we could be forced to delay, reduce, or eliminate our research and development programs or any future
commercialization efforts or to cease operations entirely. If we determine to change our business strategy or to seek to
engage in a strategic transaction, our future business, prospects, financial position and operating results could be
significantly different than those in historical periods or projected by our management. Because of the significant
uncertainty regarding these events, we are not able to accurately predict the impact of any potential changes in our existing
business strategy.

Our future funding requirements, both near and long term, will depend on many factors, including, but not limited
to:

e the scope, progress, results, and costs of preclinical development, laboratory testing, and clinical trials for our
Neuro-Spinal Scaffold implant and any other product candidates that we may develop or acquire, including
our INSPIRE 2.0 Study;

e future clinical trial results of our Neuro-Spinal Scaffold implant;

e the timing of, and the costs involved in, obtaining regulatory approvals for the Neuro-Spinal Scaffold implant,
and the outcome of regulatory review of the Neuro-Spinal Scaffold implant;

e the cost and timing of future commercialization activities for our products if any of our product candidates
are approved for marketing, including product manufacturing, marketing, sales, and distribution costs;

e the revenue, if any, received from commercial sales of our product candidates for which we receive marketing
approval;

e the cost of having our product candidates manufactured for clinical trials in preparation for regulatory
approval and in preparation for commercialization;

e the cost and delays in product development as a result of any changes in regulatory oversight applicable to
our product candidates;

e our ability to establish and maintain strategic collaborations, licensing, or other arrangements and the
financial terms of such agreements;

e the cost and timing of establishing sales, marketing, and distribution capabilities;

e the costs involved in preparing, filing, prosecuting, maintaining, defending, and enforcing our intellectual
property portfolio;

e the efforts and activities of competitors and potential competitors;
e the effect of competing technological and market developments; and

e the extent to which we acquire or invest in businesses, products, and technologies.
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Identifying potential product candidates and conducting preclinical testing and clinical trials is a time-consuming,
expensive, and uncertain process that takes years to complete, and we may never generate the necessary data or results
required to obtain regulatory approval and achieve product sales. In addition, our product candidates, if approved, may not
achieve commercial success. Our commercial revenues, if any, will be derived from sales of products that we do not expect
to be commercially available for several years, if at all. Accordingly, we will need to continue to rely on additional
financing to achieve our business objectives. Adequate additional financing may not be available to us on acceptable terms,
or at all.

We have a limited operating history and have incurred significant losses since our inception.

We have incurred net losses each year since our inception, including net losses of $9.1 million for the year ended
December 31, 2020 and $11.8 million for the year ended December 31, 2019. As of December 31, 2020, we had an
accumulated deficit of $228.2 million. We have a limited operating history on which to base an evaluation of our business
and investors should consider the risks and difficulties frequently encountered by early-stage companies in new and rapidly
evolving markets, particularly companies engaged in the development of medical devices. To date, we have not
commercialized any products or generated any revenues from the sale of products, and we do not expect to generate any
product revenues in the foreseeable future. We do not know whether or when we will generate revenue or become
profitable. Moreover, we may allocate significant amounts of capital towards products and technologies for which market
demand is lower than anticipated and, as a result, may not achieve expectations or may elect to abandon such efforts.

We have devoted most of our financial resources to research and development, including our clinical and
preclinical development activities related to our Neuro-Spinal Scaffold implant. Overall, we expect our research and
development expenses to be substantial and to increase for the foreseeable future as we continue the development and
clinical investigation of our current and future products. We expect that it could be several years, if ever, before we have a
product candidate ready for commercialization. Even if we obtain regulatory approval to market our Neuro-Spinal Scaffold
implant or other products, our future revenues will depend upon the size of any markets in which our products have
received approval, our ability to achieve sufficient market acceptance, reimbursement from third-party payers, and other
factors.

We anticipate that we will continue to incur substantial losses for the foreseeable future and may never achieve or
maintain profitability.

We expect to continue to incur significant expenses and increasing net losses for at least the next several years. We
expect our expenses will increase substantially in connection with our ongoing activities, as we:

e continue clinical development of our Neuro-Spinal Scaffold implant;
e initiate or restart the research and development of other product candidates;
e have our product candidates manufactured for clinical trials and for commercial sale;

e establish a sales, marketing, and distribution infrastructure to commercialize any products for which we may
obtain marketing approval;

e maintain, protect, and expand our intellectual property portfolio; and
e continue our research and development efforts for new product opportunities.

To become and remain profitable, we must succeed in developing and commercializing our product candidates
with significant market potential. This will require us to be successful in a range of challenging activities, including
completing preclinical testing and clinical trials of our current and future product candidates, developing additional product
candidates, obtaining regulatory approval for these product candidates, and manufacturing, marketing, and selling any
products for which we may obtain regulatory approval. We are only in the initial stages of most of these activities. We may
never succeed in these activities and, even if we do, may never generate revenues that are significant enough to achieve
profitability.
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Even if we do achieve profitability, we may not be able to sustain or increase profitability on a quarterly or annual
basis. Our failure to become and remain profitable could depress the value of our company and could impair our ability to
raise capital, expand our business, maintain our research and development efforts, diversify our product offerings, or even
continue our operations. A decline in the value of our company could cause an investor to lose all or part of their
investment.

Raising additional capital may cause dilution to our existing stockholders, restrict our operations, or require us to
relinquish rights to our product candidates on unfavorable terms to us.

Until such time, if ever, as we can generate substantial product revenues, we expect to finance our cash needs
through a combination of equity offerings, debt financings, and other third party funding alternatives including license and
collaboration agreements. To raise additional capital or pursue strategic transactions, we may in the future sell additional
shares of our common stock, par value $0.00001 per share (the “common stock™), or other securities convertible into or
exchangeable for our common stock, which will dilute the ownership interest of our current stockholders, and the terms of
these securities may include liquidation or other preferences that adversely affect the rights of our current stockholders. If
we raise additional funds through collaborations, strategic alliances, or marketing, distribution, or licensing arrangements
with third parties, we may have to relinquish valuable rights to our product candidates, future revenue streams or research
programs, or grant licenses on terms that may not be favorable to us or that may reduce the value of our common stock. If
we are unable to raise additional funds when needed, we may be required to delay, limit, reduce, or terminate our product
development or commercialization efforts for our Neuro-Spinal Scaffold implant or any other product candidates that we
develop or acquire or to cease operations entirely.

Changes in tax laws or in their implementation or interpretation may adversely affect our business and financial
condition.

As part of Congress’ response to the COVID-19 pandemic, the Families First Coronavirus Response Act, or
FFCR Act, was enacted on March 18, 2020, and the Coronavirus Aid, Relief, and Economic Security Act, or CARES Act,
was enacted on March 27, 2020. Both contain numerous tax provisions. In particular, the CARES Act retroactively and
temporarily (for taxable years beginning before January 1, 2021) suspends application of the 80%-of-income limitation on
the use of NOLs, which was enacted as part of the Tax Act. It also provides that NOLs arising in any taxable year
beginning after December 31, 2017 and before January 1, 2021 are generally eligible to be carried back up to five years.
The CARES Act also temporarily (for taxable years beginning in 2019 or 2020) relaxes the limitation of the tax
deductibility for net interest expense by increasing the limitation from 30% to 50% of adjusted taxable income. The
Company has evaluated the impact of the CARES Act and determined it to have an immaterial effect on the Company’s tax
position.

Regulatory guidance under the Tax Act, the FFCR Act and the CARES Act is and continues to be forthcoming,
and such guidance could ultimately increase or lessen impact of these laws on our business and financial condition.
Congress is also considering and may enact further tax law changes in connection with the COVID-19 pandemic, some of
which could have an impact on our company. In addition, state tax legislation or administration guidance conforming to or
decoupling from particular provisions of the Tax Act, the FFCR Act and the CARES Act could affect our business or
financial condition.

Our ability to use our net operating loss carryforwards and tax credit carryforwards may be limited.

We have generated significant NOLs, and research and development tax credits, or R&D credits, as a result of our
incurrence of losses and our conduct of research activities since inception. We generally are able to carry NOLs and R&D
credits forward to reduce our tax liability in future years. but certain NOL carryforwards could expire unused and be
unavailable to offset our future income tax liabilities. As described above in “Changes in tax laws or in their
implementation or interpretation may adversely affect our business and financial condition,” the Tax Act, as amended by
the CARES Act, includes changes to U.S. federal tax rates and the rules governing NOLs that may significantly impact our
ability to utilize our NOLs to offset taxable income in the future. Nor is it clear how various states will respond to the Tax
Act, the FFCR Act or the CARES Act. In addition, state NOLs generated in one state cannot be used to offset income
generated in another state. For these reasons, even if we attain profitability, we may be unable to use a material portion of
our NOLs and other tax attributes.
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In addition, our ability to utilize the NOLs and R&D credits is subject to the rules of Sections 382 and 383,
respectively, of the Code. Those sections generally restrict the use of NOLs and R&D credits after an “ownership change.”
An ownership change occurs if, among other things, the stockholders (or specified groups of stockholders) who own or
have owned, directly or indirectly, 5% or more of a corporation’s common stock or are otherwise treated as 5%
stockholders under Section 382 of the Code and the United States Treasury Department regulations promulgated
thereunder increase their aggregate percentage ownership of that corporation’s stock by more than 50 percentage points
over the lowest percentage of the stock owned by these stockholders over the applicable testing period. In the event of an
ownership change, Section 382 imposes an annual limitation on the amount of taxable income a corporation may offset
with NOL carryforwards and Section 383 imposes an annual limitation on the amount of tax a corporation may offset with
business credit (including the R&D credit) carryforwards. Any unused annual limitation may be carried over to later years
until the applicable expiration date for the respective NOL or R&D credit carryforwards. We have completed several
financings since our inception, which may have resulted in an ownership change as defined by Sections 382 and 383 of the
Code, or could result in an ownership change in the future, but we have not completed an analysis of whether a limitation
as noted above exists. As of December 31, 2020, we have not performed a Section 382 study yet, but we will complete an
appropriate analysis before our tax attributes are utilized.

Increases in authorized shares may be required for future financings or other strategic transactions. We have previously
experienced difficulties obtaining quorum for our annual meetings and achieving the number of votes required for
increases in authorized shares.

We may seek the additional capital necessary to fund our operations through public or private equity offerings,
debt financings, and collaborative and licensing arrangements. We have limited capital and in order for us to execute on our
business plan and remain viable as a going concern, we must have the flexibility to engage in capital raising transactions
until we are able to generate sufficient revenue and cash flow. Investors in prior transactions have purchased our common
stock or our derivative securities, such as warrants, for which we must reserve unissued common stock. We therefore may
need to increase the number of authorized shares of common stock that will enable us to issue common stock or securities
convertible or exercisable into common stock to investors and other strategic partners, and as a result enable us to engage
in capital raising transactions and other strategic transactions involving the issuance of equity securities.

Such increases to our authorized common stock require shareholder approval. Our 2019 annual meeting of
stockholders was initially postponed due to a lack of quorum, and we were able to successfully achieve quorum and the
votes required to pass the proposal to increase the number of authorized shares only after announcing a new record date for
the meeting, which was held in January 2020. Our 2020 annual meeting of stockholders was held in August 2020, and we
were able to achieve quorum and obtain the number of necessary votes to approve an increase in our authorized common
stock, without having to postpone the meeting. Although we were able to achieve quorum and obtain the number of
necessary votes for an increase in authorized common stock in our January 2020 meeting and our August 2020 meeting, we
cannot guarantee that we won’t experience future difficulties in obtaining quorum for our annual meetings or difficulties in
obtaining the necessary votes required to pass proposals such as increases in authorized shares. In such events, we will be
limited in our efforts to raise additional capital, and our operations, financial condition and our ability to continue as a
going concern may be materially and adversely affected.

Acquisitions of companies, businesses, or technologies may substantially dilute our stockholders and increase our
operating losses.

We continue to actively evaluate business partnerships and acquisitions of businesses, technologies, or intellectual
property rights that we believe would be necessary, useful, or complementary to our current business. Any such acquisition
may require assimilation of the operations, products or product candidates, and personnel of the acquired business and the
training and integration of its employees, and could substantially increase our operating costs, without any offsetting
increase in revenue. We may also acquire the right to use certain intellectual property through licensing agreements, which
could substantially increase our operating costs. Acquisitions and licensing agreements may not provide the intended
technological, scientific or business benefits and could disrupt our operations and divert our limited resources and
management’s attention from our current operations, which could harm our existing product development efforts. While we
may use cash or equity to finance a future acquisition or licensing agreement, it is likely we would issue equity securities as
a significant portion or all of the consideration in any acquisition. The issuance of equity securities for an acquisition could
be substantially dilutive to our stockholders. Any investment made in, or funds advanced to, a potential acquisition target
could also significantly, adversely affect our results of operations and could
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further reduce our limited capital resources. Any acquisition or action taken in anticipation of a potential acquisition or
other change in business activities could substantially depress the price of our stock. In addition, our results of operations
may suffer because of acquisition related costs, or the post-acquisition costs of funding the development of an acquired
technology or product candidates or operations of the acquired business, or due to amortization or impairment costs for
acquired goodwill and other intangible assets.

Risks Related to the Development, Regulatory Approval, and Commercialization of Our Product Candidates

We are wholly dependent on the success of 1 product candidate, the Neuro-Spinal Scaffold implant. Even if we are able
to complete clinical development and obtain favorable clinical results, we may not be able to obtain regulatory approval
for, or successfully commercialize, our Neuro-Spinal Scaffold implant.

We currently have only 1 product candidate, the Neuro-Spinal Scaffold implant, in clinical development, and our
business depends almost entirely on the successful clinical development, regulatory approval, and commercialization of
that product candidate, which may never occur. We currently have no products available for sale, generate no revenues
from sales of any products, and we may never be able to develop marketable products. Our Neuro-Spinal Scaffold implant
will require substantial additional clinical development, testing, manufacturing process development, and regulatory
approval before we are permitted to commence its commercialization. Before obtaining regulatory approval via the HDE
pathway for the commercial sale of any product candidate, we must demonstrate through extensive preclinical testing and
clinical trials that the product candidate does not pose an unreasonable or significant risk of illness or injury, and that the
probable benefit to health outweighs the risk of injury or illness from its use, taking into account the probable risks and
benefits of currently available devices or alternative forms of treatment. Alternatively, if we were to seek premarket
approval, or PMA, for our product candidate, that would require demonstration that the product is safe and effective for use
in each target indication. This process can take many years. Of the large number of medical devices in development in the
United States, only a small percentage successfully complete the regulatory approval process required by the U.S. Food
and Drug Administration, or the FDA and are commercialized. Accordingly, even if we are able to obtain the requisite
capital to continue to fund our development and clinical programs, we may be unable to successfully develop or
commercialize our Neuro-Spinal Scaffold implant or any other product candidate.

The clinical trials of any of our current or future product candidates are, and the manufacturing and marketing of
any such product candidates will be, subject to extensive and rigorous review and regulation by the FDA and other
government authorities in the United States and in other countries where we intend to test and, if approved, market such
product candidates.

Clinical trials involve a lengthy and expensive process with an uncertain outcome, and results of earlier nonclinical
studies and clinical trials may not be predictive of future trial results.

The results of preclinical studies and early clinical trials of new medical devices do not necessarily predict the
results of later-stage clinical trials. The design of our clinical trials is based on many assumptions about the expected
effects of our product candidates, and if those assumptions are incorrect, the trials may not produce results to support
regulatory approval. We are currently pursuing marketing approval via the HDE regulatory pathway which requires us to
show the device does not pose an unreasonable or significant risk of illness or injury, and that the probable benefit of health
outweighs the risk of injury or illness from its use. Preliminary results may not be confirmed upon full analysis of the
detailed results of an early clinical trial. Product candidates in later stages of clinical development may fail to show safety
and probable benefit sufficient to support intended use claims despite having progressed through initial clinical testing. The
data collected from clinical trials of our product candidates may not be sufficient to obtain regulatory approval in the
United States or elsewhere. It is also possible that patients enrolled in clinical trials will experience adverse events or
unpleasant side effects that are not currently part of the product candidate’s profile. Because of the uncertainties associated
with clinical development and regulatory approval, we cannot determine if or when we will have an approved product
ready for commercialization or achieve sales or profits.
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We must obtain FDA approval before we can sell any of our products in the United States and approval of similar
regulatory authorities in countries outside the United States before we can sell our products in such countries. We may
incur additional costs or experience delays in completing, or ultimately be unable to complete, the development and
commercialization of our products if such approval is denied or delayed.

The development, manufacture, and marketing of our products are subject to government regulation in the United
States and other countries. In the United States and most foreign countries, we must complete rigorous preclinical testing
and extensive human clinical trials that demonstrate the safety and efficacy of a product in order to apply for regulatory
approval to market the product. If the FDA grants regulatory approval of a product, the approval may be limited to specific
indications or limited with respect to its distribution. Expanded or additional indications for approved devices may not be
approved, which could limit our potential revenues. Foreign regulatory authorities may apply similar or additional
limitations or may refuse to grant any approval. Consequently, even if we believe that preclinical and clinical data are
sufficient to support regulatory approval for our products, the FDA and foreign regulatory authorities may not ultimately
grant approval for commercial sale in any jurisdiction. If our product candidates are not approved, our ability to generate
revenues will be limited and our business will be adversely affected.

We are currently pursuing an HDE regulatory pathway in the United States for our Neuro-Spinal Scaffold implant.
The HDE requires that there is no other comparable device available to provide therapy for a condition and requires
sufficient information for the FDA to determine that the device does not pose an unreasonable or significant risk of illness
or injury, and that the probable benefit to health outweighs the risk of injury or illness from its use. The amended protocol
for The INSPIRE Study, which was approved in February 2016, established an OPC, which is a measure of study success
used in clinical studies designed to demonstrate safety and probable benefit in support of an HDE approval. The OPC for
The INSPIRE Study is currently defined as 25% or more of the patients in the study demonstrating an improvement of at
least 1 AIS grade by 6 months post-implantation. While we expect The INSPIRE Study to serve as 1 source of data used to
support HDE approval in the future, we will not complete full enrollment of that study. In addition, although The INSPIRE
Study is structured with the OPC as the primary component for demonstrating probable benefit, the OPC is not the only
variable that the FDA would evaluate when reviewing a future HDE application.

The FDA had previously recommended that we include a randomized, concurrent control arm in the study and we
have proposed and received approval for the INSPIRE 2.0 Study. The primary endpoint is defined as the proportion of
patients achieving an improvement of at least 1 AIS grade at 6 months post-implantation. The definition of study success is
that the difference in the proportion of subjects who demonstrate an improvement of at least 1 grade on AIS assessment at
the 6-month primary endpoint follow-up visit between the Scaffold Arm and the Comparator Arm must be equal to or
greater than 20%. While our INSPIRE 2.0 Study is structured with a definition of study success requiring a minimum
difference between groups in the percentage of subjects achieving improvement, that success definition is not the only
factor that the FDA would evaluate in the future HDE application. Moreover, there can be no assurance that the INSPIRE
2.0 Study will be successfully completed.

Approval is not guaranteed if the OPC is met for The INSPIRE Study or the definition of study success is met for
the INSPIRE 2.0 Study, and even if the OPC or definition of study success are not met, the FDA may approve a medical
device if probable benefit is supported by a comprehensive review of all clinical endpoints and preclinical results, as
demonstrated by the sponsor’s body of evidence.

In addition, as 1 source of comparator data, we completed the CONTEMPO Registry Study, utilizing existing
databases and registries to develop a historical comparator that, to the extent possible, matches patients to those patients
enrolled in The INSPIRE Study. Analysis of data from the CONTEMPO Registry Study may suggest a higher threshold for
evidencing probable benefit. For example, ASIA Impairment Scale (AIS) conversion rates at approximately 6 months post-
injury across the three registries used in CONTEMPO varied from 16.7% — 23.4%, which are higher than the
approximately 15.5% conversion rate from the historical registries that were the basis for the selection of the current OPC
for The INSPIRE Study.

Even if we successfully complete the INSPIRE 2.0 Study, we cannot be certain that the FDA will agree that this
study, together with the CONTEMPO Registry Study, provides sufficient information for the FDA to determine that the
device does not pose an unreasonable or significant risk of illness or injury, and that the probable benefit to health
outweighs the risk of injury or illness from its use.
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In the event our clinical data is not acceptable to the FDA, our ability to obtain approval under the HDE pathway
may be delayed or may not be feasible. If the FDA does not approve our product candidates in a timely fashion, or at all,
our business and financial condition will be adversely affected.

The 21st Century Cures Act increased the upper population limit for an HDE from 4,000 to 8,000, which allows
us to potentially request an expansion of our current HUD to include additional patient populations beyond our current
HUD for complete SCI. If we choose to pursue such an expansion, this may cause our application to be delayed or cause
the FDA to request additional information. In addition, our current study is not designed to support approval beyond
complete SCI. Thus, expansion would require additional studies. We cannot be certain that we will be able to increase the
potential population that we might be able to treat based on the HDE pathway. If any of these events occur, our business
and financial condition will be adversely affected.

There are risks associated with pursuing FDA approval via an HDE pathway, including the possibility that the approval
could be withdrawn in the future if the FDA subsequently approves another device for the same intended use, as well as
limitations on the ability to profit from sales of the product.

If the FDA subsequently approves a PMA or clears a 510(k) for the HUD or another comparable device with the
same indication, the FDA may withdraw the HDE. Once a comparable device becomes legally marketed through PMA or
510(k) clearance to treat or diagnose the disease or condition in question, there may no longer be a need for the HUD and
so the HUD may no longer meet the requirements of section 520(m)(2)(B) of the FDCA.

Except in certain circumstances, products approved under an HDE cannot be sold for an amount that exceeds the
costs of research and development, fabrication, and distribution of the device (i.e., for profit). Currently, under section
520(m)(6)(A)(i) of the FDCA, as amended by the Food and Drug Administration Safety and Innovation Act, a HUD is
only eligible to be sold for profit after receiving HDE approval if the device (1) is intended for the treatment or diagnosis of
a disease or condition that occurs in pediatric patients or in a pediatric subpopulation, and such device is labeled for use in
pediatric patients or in a pediatric subpopulation in which the disease or condition occurs; or (2) is intended for the
treatment or diagnosis of a disease or condition that does not occur in pediatric patients or that occurs in pediatric patients
in such numbers that the development of the device for such patients is impossible, highly impracticable, or unsafe. If an
HDE-approved device does not meet either of the eligibility criteria, the device cannot be sold for profit. With enactment of
the FDA Reauthorization Act of 2017, Congress provided that the exemption for HUD / HDE profitability is available as
long as the request for an exemption is submitted before October 1, 2022.

Some of our future products may be viewed by the FDA as combination products and the review of combination
products is often more complex and more time consuming than the review of other types of products.

Our future products may be regulated by the FDA as combination products. For a combination product, the FDA
must determine which center or centers within the FDA will review the product candidate and under what legal authority
the product candidate will be reviewed. The process of obtaining FDA marketing clearance or approval is lengthy,
expensive, and uncertain, and we cannot be sure that any of our combination products, or any other products, will be
cleared or approved in a timely fashion, or at all. In addition, the review of combination products is often more complex
and more time consuming than the review of a product candidate under the jurisdiction of only 1 center within the FDA.
We cannot be sure that the FDA will not select to have our combination products reviewed and regulated by only 1 FDA
center and/or different legal authority, in which case the path to regulatory approval would be different and could be
lengthier and more costly. If the FDA does not approve or clear our products in a timely fashi