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CURRENCY AND MEASUREMENT

Unless otherwise indicated, all references to “dollars” or the use of the symbol “$” are to Canadian dollars,
all references to “US dollars” or “US$” are to United States dollars.

DOCUMENTS INCORPORATED BY REFERENCE

Information has been incorporated by reference in this Annual Information Form from documents filed
with securities commissions or similar authorities in Canada. Copies of the documents incorporated herein
by reference are available under the Company’s profile on the System for Electronic Document Analysis
and Retrieval (SEDAR) which can be accessed at www.sedarplus.ca.

FORWARD-LOOKING STATEMENTS

This Annual Information Form (AIF) contains "forward-looking statements" that reflect the Company's
current expectations and projections about its future results. When used in this document, the use of words
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such as "estimate", “project”, “potential”, “belief”’, “anticipate”, “intend”, “expect”, “plan”, “predict”,
“may”, “could”, “should”, “will”, “consider”, “anticipate”, “objective” and the negative of these words or
such variations thereon or comparable terminology, are intended to identify forward-looking statements
and information. Forward-looking statements are, by their nature, not guarantees of the Company’s future
operational or financial performance and are subject to risks and uncertainties and other factors that could
cause the Company’s actual results, performance, prospects, or opportunities to differ materially from those
expressed in, or implied by, these forward-looking statements. No representation or warranty is intended

with respect to anticipated future results or that estimates or projections will be sustained.

The Company’s statements of “belief” concerning its technologies and product candidates are based
primarily upon results derived to date from the Company’s research and development programs. The
Company also uses the term “demonstrated” in this document to describe certain findings that it makes
arising from its research and development (R&D), including any preclinical and clinical studies that the
Company has conducted to date. Without limitation, this AIF contains forward-looking statements
pertaining to:

e our corporate strategy, strategic objectives, R&D plans, projections and cash requirements;
e the availability of financing to fund our ongoing operations, liabilities and R&D activities;

e the function, potential benefits, tolerability profile, effectiveness and safety of Cell Pouch™
transplanted with therapeutic cells or tissue;

e the timing, cost and results of preclinical and clinical studies to treat insulin-dependent
diabetes, hypothyroid disease and or hemophilia A with the Cell Pouch System™;

o the expected benefits to type 1 diabetes (T1D) patients implanted with Cell Pouch™ and
human donor islets or induced pluripotent stem cell (iPSC) derived islet-like clusters (ILCs);

e the timing and success of IND enabling preclinical studies, IND submission and obtaining
regulatory clearance to commence a Phase 1/2 trial combining iPSC-derived ILCs with Cell
Pouch™ in conjunction with the Evotec Collaboration (defined below);

e the protection of therapeutic cells within Cell Pouch™ from immune system attack using local
immune protection technologies, such as conformal coating, gene-editing, tolerance, or using
a systemic anti-rejection regimen or a combination thereof, and the expected benefits;

e our intention and ability to use human autograft cells or tissues or human donor allograft cells
or xenogeneic (non-human) cells for treatment, coupled with the expectation that the use of
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stem cell-derived cells (i.e., iPSCs) could provide a virtually unlimited cell supply for Cell
Pouch™ to treat various diseases;

our expectations to secure collaborations and partnerships to research, develop, commercialize
and market our product candidates;

our regulatory strategies and ability to obtain regulatory clearance for clinical trials and
marketing approval for our product candidates;

our ability to obtain Orphan Drug (for rare diseases), Fast Track, Breakthrough Technology,
Regenerative Medicine Advanced Therapy (RMAT), Accelerated Approval or Priority
Review in the US, and similar regulatory designations in other jurisdictions, and expediting
clinical trials or marketing approval for product candidates;

our belief that our technologies are unique and could become a standard of care in therapeutic
cell transplantation, if they prove to be safe and effective in clinical trials;

our intentions regarding the development and protection of our intellectual property;

our intention to manage, optimally allocate and or reduce spending in certain areas to
permit greater financial resources to be applied to R&D projects;

obtaining licenses for technologies complementary to or with the Cell Pouch System™;
securing cGMP manufacturing facilities for our cell therapy programs; and
the benefits of developing next-generation Cell Pouch™ or Cell Pouch System™ technologies.

In developing the forward-looking statements in this AIF, we have applied several material assumptions,
including the availability of financing on reasonable terms, the ability to form and maintain strategic
alliances with other business entities, and general business and economic conditions.

Forward-looking information is based on the reasonable assumptions, estimates, analysis, and opinions of
management made based on experience and perception of trends, current conditions, and expected
developments, and other factors that management believes to be relevant and reasonable in the
circumstances at the date that such statements are made, but which may prove to be incorrect. We believe
the assumptions and expectations reflected in such forward-looking information are reasonable.

Key assumptions upon which our forward-looking information are based include:

our ability to obtain additional financing in the future on acceptable terms;
the Company’s future R&D plans proceeding substantially as currently envisioned;

the expected benefits to patients of our product candidates and technologies, including Cell
Pouch™ and Cell Pouch System™ cell therapy programs in combination with therapeutic
cells;

our ability, or that of partners, to receive regulatory approval for our product candidates;

our ability to protect our intellectual property rights, and continued compliance with third-
party license terms and the non-infringement of third-party intellectual property rights;

our and our partner Evotec’s ability to successfully complete all necessary preparatory work
to file an IND for iPSC-derived ILCs in combination with Cell Pouch™ and any applicable
ancillary technologies;

our partner Evotec’s successful and timely completion of iPSC-derived ILC development,
including scale-up and manufacturing, to support planned clinical trials;

our ability to supply Cell Pouches, therapeutic cells and or any complementary technologies
comprising a product for the conduct of preclinical studies, clinical trials and commercial use



following marketing approval of a product candidate;
e our ability to conduct and complete clinical trials, including our active T1D Phase 1/2 study;

e our ability to attract and retain key personnel;

e our ability to successfully manage, optimally allocate and or reduce spending in certain areas
to allow more financial resources to be applied to R&D activities;

e our ability to successfully commercialize and license our assets;
¢ manage growth effectively; and

e the absence of material adverse changes in our industry or the global economy, including any
impact of the Hamas-Israel and Russia-Ukraine conflicts, and any lingering effect of the
COVID-19 pandemic or emergence of other pathogens on our business and operations,
including supply chain, manufacturing, research and development costs, clinical trials
including patient enrollment, contracted service providers and employees.

There are a number of important factors that could cause our actual results to differ materially from those
indicated or implied by forward-looking statements and information, including but not limited to the
following risks and uncertainties: early-stage development and scientific uncertainty; R&D activities not
achieving the desired outcomes; management of growth; lack of product revenues and history of losses;
volatility of share price and access to capital to meet additional funding requirements; patents and
proprietary technology; finding pharma partners to license product candidates; dependence on collaborative
partners, licensors, contract research organizations (CROs), contract manufacturing organizations (CMOs)
and others; government regulations; hazardous materials and environmental matters; rapid technological
change; competition; reliance on and retention of key personnel; status of healthcare reimbursement;
potential product liability; economic conditions; and the impact or lingering effects of the COVID-19
pandemic or emergence of other pathogens. Such risks are further described under “RISK FACTORS” in
this AIF or under “RISK AND UNCERTAINTIES” in our Management’s Discussion and Analysis
(MD&A). Potential investors, and other readers are urged to consider these factors carefully in evaluating
these forward-looking statements and information and are cautioned not to place undue reliance on them.
Sernova has no responsibility, nor does it intend, to update these forward-looking statements and
information unless as otherwise required by law.

Readers are cautioned not to place undue reliance on these forward-looking statements, which speak only
as of the date of this document or as of the date otherwise specifically indicated herein. Due to risks and
uncertainties, including the risks and uncertainties associated with global business conditions and as
described elsewhere in this document, actual events may differ materially from current expectations. The
Company disclaims any intention or obligation to update or revise any forward-looking statements, whether
as a result of new information, future events, or otherwise.

USE OF MARKET AND INDUSTRY DATA

This AIF includes market and industry data that has been obtained from third party sources, including
industry publications, as well as industry data prepared by the Company’s management on the basis of its
knowledge of and experience in the industry in which the Company operates (including management’s
estimates and assumptions relating to the industry based on that knowledge). Management’s knowledge of
the industry has been developed through its experience and lengthy participation in the industry.
Management believes that its industry data is accurate and that its estimates and assumptions are reasonable,
but there is no assurance as to the accuracy or completeness of this data. Third party sources generally state
that the information contained therein has been obtained from sources believed to be reliable, but there is
no assurance as to the accuracy or completeness of included information. Although management believes
it to be reliable, the Company’s management has not independently verified any of the data from third party



sources referred to in this AIF or ascertained the underlying economic assumptions relied upon by such
sources.

CORPORATE STRUCTURE

General

e b

In this document, references to the “Company”, “Sernova”, “we”, “us”, and “our” refer to Sernova Corp.
and references to “Common Shares” refer to common shares of the Company.

Sernova Corp. was initially incorporated under the Company Act (British Columbia) on August 19, 1998,
under the name of “Pheromone Sciences Corp.”. Effective May 29, 2001, the Company was continued
under the Canada Business Corporations Act (CBCA). Effective November 1, 2001 the Company was
amalgamated with 3927849 Canada Inc. to form a new amalgamated corporation under the name
“Pheromone Sciences Corp.” pursuant to s. 185 of the CBCA. The Company’s Articles stipulate a minimum
of 3 and maximum of 15 directors and grants the Board of Directors (Board) the authority, between annual
shareholder meetings, to appoint one or more additional directors of the Company to serve until the next
annual shareholder meeting. The additional number of directors is limited to a maximum of 1/3 of the
number of directors elected at the previous shareholder meeting. On September 20, 2006, the Company
filed Articles of Amendment to change its name to Sernova Corp.

The Company’s registered office is at Suite 1500, 1055 West Georgia Street, Vancouver, British Columbia,
Canada V6E 4N7, and its current head office is at 700 Collip Circle, Suite 114, London, Ontario, Canada
N6G 4X8. The Company’s head office telephone number is (519) 858-5126, and fax number is (519) 858-
5099. Its email address is info@sernova.com, and the address of its website is www.sernova.com. The
Corporate Records of the Company are kept at Suite 1500, 1055 West Georgia Street, Vancouver, British
Columbia, Canada V6E 4N7.

The financial year end date of the Company is October 31. The Company’s most recently completed
financial year is October 31, 2023. The audited consolidated financial statements and related management
discussion and analysis for the October 31, 2023 financial year-end are filed under the Company’s SEDAR+
profile at www.sedarplus.ca.

Intercorporate Relationships

Sernova (US) Corp. is a wholly owned subsidiary of Sernova Cop. and was incorporated in the State of
Delaware on November 28, 2023, resulting from the conversion from a State of Nevada corporation which
was originally incorporated as Sertocell Biotechnology (US) Corp. on June 14, 2006. Its registered office
is located at 1209 Orange Street, Wilmington, New Castle County, Delaware 19801 and is registered at 155
Federal Street, Suite 700, Boston, MA 02110 as a foreign corporation to do business in the Commonwealth
of Massachusetts. On August 27, 2023, Sernova (US) Corp. changed its name from Sertocell Biotechnology
(US) Corp.

DESCRIPTION AND GENERAL DEVELOPMENT OF THE BUSINESS

Sernova is a publicly listed (TSX:SVA | OTCQB:SEOVF | FSE / XETRA:PSH) clinical-stage cell
therapeutics company focused on the development and commercialization of its proprietary platform and
associated technologies, including Cell Pouch™ implantable device technologies and immune-protected
therapeutic cells, herein termed Cell Pouch System™. Sernova is well positioned to develop assets pre-
clinically and to the point of conducting phase 1 and 2 studies, at which time Sernova aims to partner and
or out license its clinical assets. This intention does not preclude Sernova from progressing assets through
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later stages of development, including Phase 3 studies and licensure, internally. The Cell Pouch System™
is a technology platform being developed for the treatment of and a potential ‘functional cure’ for chronic
debilitating diseases including type 1 diabetes (insulin-dependent diabetes or T1D), hypothyroid disease,
and rare diseases such as hemophilia A among others. The Cell Pouch™ is a scalable, implantable, medical
device, designed to create a highly vascularized organ-like environment for the transplantation and
engraftment of therapeutic cells, which then release proteins, hormones or other factors into the bloodstream
for the long-term treatment of various chronic diseases. Depending on the clinical indication under
evaluation, the therapeutic cells used for therapeutic purposes may be autograft cells or tissues (self-cells /
tissues) or allograft cells (non-self, donor cells) or cells derived from sources known to provide a virtually
unlimited supply of cells such as stem cell-derived cells or from a xenogeneic (non-human) source.
Furthermore, the therapeutic cells may be unmodified or may be genetically modified to produce their
therapeutic effect. We continue to work with academic collaborators and industry partners to identify and
secure favorable cell candidates for our therapeutic indications.

Our preclinical and clinical research studies to date support the safety and biocompatibility of Cell Pouch™
and long-term survival and function of therapeutic cells transplanted into the vascularized Cell Pouch™
chambers. Our data demonstrates that following implantation of the Cell Pouch™, vascularized tissue
incorporates through pores in the device forming fully enclosed vascularized tissue chambers. Upon
transplantation of therapeutic cells into these vascularized chambers a natural tissue matrix develops
providing microvascularization of the transplanted cells, enabling them to engraft (survive and function).
Thus, an anticipated benefit of the Cell Pouch™ is the formation of a natural environment for the therapeutic
cells that provides for enhanced long-term graft survival and function. We believe this is due in part to the
therapeutic cells living in a natural vascularized tissue matrix allowing close contact with the transplanted
cells.

We believe our unique approach in providing a natural environment for therapeutic cells and its ease of use
may provide an opportunity for Sernova’s technologies including the Cell Pouch System™ to become the
standard of care in therapeutic cell transplantation for multiple diseases if they continue to demonstrate
safety, tolerability, and clinical benefit in preclinical and clinical trials.

Our Portfolio Strategy is Taking Form

Multiple Opportunities to Expand Our Portfolio & to Extend Our Reach to More Patients

Patient Impact & Internal

Commercial development &
( Assessment; de-risking of
Portfolio program

Retinal Sernova’s Proprietar

- T Management
Diseases Cell Therapy Platform =5 Scientific & - Go/No Go
A Technical
c?"S’ cellpach, Assessment
ocal immune

Hepatic protection
Diseases

Targeted partner selection
prioritizing competitive
commercial terms (upfront,
milestones and royalties)

Oncology

ok
e

During the past three years, our research activities have focused on the development the Cell Pouch
System™ as a potential new treatment for various therapeutic indications including T1D, hemophilia,
hypothyroid disease and additional chronic debilitating and rare diseases. We have also entered into



strategic collaborations and acquired or in-licensed related technologies to expand and support our research
efforts.

Sernova Cell Pouch System™: A Platform Technology Approach

Sernova’s patented Cell Pouch System™ is designed to take into consideration the biological requirements
of therapeutic cells. This is achieved through the establishment of an organ-like environment defined as a
vascularized tissue matrix for therapeutic cells, which develops within the device chambers following
implantation. We believe this unique approach of encouraging vascularized tissue incorporation into the
device also helps prevent fibrosis that plagues other implantable cell therapy devices and provides a
biologically optimal environment for the engraftment and function of therapeutic cells.

The Cell Pouch™ is designed to be scalable to match the required cell dose for each clinical application.
Our research demonstrates that following Cell Pouch™ implantation deep under the skin or in other
locations, vascularized tissue chambers develop within the device. Long-term preclinical studies have
shown that the Cell Pouch™ creates a stable, vascularized, native-tissue environment prior to
transplantation of therapeutic cells, which we believe is key for maintaining long-term survival and function
of therapeutic cell grafts. We believe Sernova’s approach also addresses the potential issues of other
competing implantable devices wherein therapeutic cells are pre-inserted prior to the device being
implanted into the body which may result in hypoxia, ischemia, and cell death (resulting in poor
engraftment). These issues relate to the lack of an integrated vascularized tissue environment into which
cells are transplanted.
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Data from a series of 1ISO 10993 biocompatibility studies, multiple preclinical studies, a pilot human
clinical trial and our ongoing Phase 1/2 T1D human donor islet Clinical Trial demonstrate that the Cell
Pouch™ s biocompatible and well-tolerated. These data further demonstrate that the Cell Pouch™
platform technology establishes a required cell-to-microvessel interaction to support the viability and
function of therapeutic cells via the Cell Pouch™-mediated local tissue environment. In preclinical
studies, an observed benefit of Cell Pouch™ was enhanced short and long-term therapeutic cell survival
and function, which we believe is due in part to cells being transplanted into a natural tissue matrix in
close contact with microvessels. Our preclinical studies have shown that human donor islets transplanted
into Cell Pouch™ can control blood glucose levels in small and large animal models of diabetes over
extended periods. Long-term studies in several animal models have demonstrated that following
transplant, insulin-producing islets become well-supported with microvessels, as occurs in their natural



pancreatic environment. As a potential “functional cure” for diabetes, this close vessel proximity enables
islets to continuously monitor blood glucose levels and release the appropriate amount of insulin into the
bloodstream. We have also recently demonstrated that ILCs of iPSC cells transplanted into the Cell
Pouch™ can control blood glucose levels in small animal models of diabetes. Similar results have been
observed for other potential therapeutic applications. For example, we have demonstrated that patient cells
gene-edited to produce factor VIII and transplanted into the Cell Pouch™ are effective in restoring blood
clotting in a preclinical animal model of hemophilia A. Furthermore, in a preclinical animal model we
have demonstrated that explanted thyroid tissue transplanted into the Cell Pouch™ allows for restoration
of normal hormone levels for triiodothyronine (T3) and thyroxine (T4). We believe these data demonstrate
the potential of our Cell Pouch System™ to address significant unmet medical needs across a range of
therapeutic indications.

The cells transplanted into Cell Pouch™ may be protected from immune system attack, when required,
by systemic immunosuppressive anti-rejection medications, therapeutics that promote tolerance of the
immune system to transplanted cells, or through other Sernova immune protection technologies such as
microencapsulation or conformal coating of cells. Microcapsules surrounding the cells have tiny pores,
which have been shown in preclinical studies to provide a means to allow nutrient and protein exchange
within the local vascularized environment while preventing immune system attack. Conformal coating is
an exclusively licensed proprietary technology forming a cross-linked polymer coating around cells using
a ‘shrink wrap’ approach that may also provide protection from immune system attack and has been shown
in preclinical studies to allow natural exchange of glucose and insulin between conformally coated cells
and systemic blood. Sernova is also evaluating gene editing technologies for our stem cell-derived
programs and other approaches such as promoting immune system tolerance to transplanted cells that may
provide an alternative method of local cellular immune protection. These approaches alone or in
combination are anticipated to reduce or eliminate the requirement of systemic immunosuppressive anti-
rejection medications, across a range of disease indications.

Thus, we believe our technology platform approach and its minimally invasive implantation approach may
provide an opportunity for the Cell Pouch System™ to become the standard of care for the treatment of
multiple diseases with the goal of a ‘functional cure’.

The graphic below represents the progress to date of our active research and clinical development
programs combined with the envisioned potential future longer-term expansion of our Hemophilia and
Thyroid Programs to include immune protected stem cells as the therapeutic cell source.



Pipeline Today — Multiple Indications

Creating Patient Impact & Shareholder Value

Therapeutic Immune
Indication Cell Source Protection Disc - i Phase 1/2 Phase 3

overy Pre-Clinical
Human donor .

. Immunosu, ressives
islet cells e

Insulin-dependent
Dial en iPSC islets Immunosuppressives . .
Jiabete: evotec
iPSC islets Local immune
@, cvotec Protection 1y .
Hemophilia A—
P Corrected patient s ol . .
Severe cells uPe@
. Allograft immune
Hemophilia A— & Local immune
I . protected stem I
all patients ——
Thyroid cells Autologous cells . .
Thyroid Diseases /
Hypothyroidism Allograft immune i
Local immune
protected stem X
protection
cells

Sernova



Development of the Cell Pouch System™ Platform for the Treatment of Diabetes / T1D

The goals of our T1D program are to provide people with T1D the ability to better control their diabetes,
an improved quality of life, the reduction of debilitating complications, and ultimately a ‘functional cure’
for this disease.

According to the International Diabetes Federation (IDF), there are approximately 537 million people
worldwide  with  diabetes, and nearly 10% of these individuals have T1D
(https://www.idf.org/aboutdiabetes/what-is-diabetes/facts-figures.html) where the cells in the pancreas that
control blood sugar levels through controlled release of insulin have stopped functioning or have died,
allowing blood sugar levels to rise resulting in short and long-term debilitating effects of the disease.
Approximately 17% of people with T1D suffer from hypoglycemia unawareness events characterized by
onset of hypoglycemia without any warning symptoms (www.diabetesnet.com). This significant proportion
of diabetic patients is at risk of sudden and severe low blood sugar reactions that may become fatal without
the intervention of another person. The safe management of this at-risk population could be addressed by
Sernova’s products — following successful completion of clinical studies and regulatory approval.

The primary treatment for T1D to help control blood sugar levels is insulin injections by needle or insulin
pump. The life of a person with diabetes is consumed with constant monitoring and frequent treatments in
an attempt to control blood sugar levels to minimize both the acute effects of hypoglycemia and severe long-
term effects of diabetes, which include heart and kidney disease, blindness, and amputations. There is a
critical need to both improve treatments for diabetic people and to enhance their quality of life. We believe
our Cell Pouch System™ may provide an efficacy advantage and reduction of diabetes-related side effects
in these people relative to the current standard of care, leading to significant improvements in their quality
of life. The ultimate goal of our cell therapy approach for T1D is to return blood sugar regulation to a
normal healthy state.

In some countries, the current cell therapy is transplantation of donor islets into the portal vein of the
patient’s liver. This first-generation cell therapy approach involves the transplantation of pancreatic donor
islets, often from multiple donors, into a patient’s portal vein in which islets lodge in the microvasculature
of the liver. Life-long systemic immunosuppressive drugs are required to inhibit rejection of this irreversible
transplant. A portal vein islet transplant is the only cell therapy treatment approach possible for this
population of people with diabetes and is only occasionally offered to reduce the occurrence of severe
hypoglycemic episodes in these patients. Portal vein islet transplant remains categorized as an experimental
procedure by some regulators, including the US FDA, and may only be administered under a clinical trial
protocol.

It is encouraging that islet cell transplantation, even into the portal vein in humans, has shown some positive
outcomes for diabetic patients. These positive effects demonstrate the potential of a standardized cell
therapy treatment approach for diabetes.

Despite the positive effects, there are a number of issues with portal vein delivery of either donor islets or
stem cell derived technologies that we believe could be improved with Sernova’s technologies. For
example, following islet infusion with portal vein delivery, there is a significant reduction in the number of
surviving islets due to an immediate blood-mediated inflammatory reaction (IBMIR), which may damage
and destroy a substantial proportion of the islet cells infused into the portal vein. Due to IBMIR, large
guantities of islets, often from multiple donor organs are required to achieve blood sugar control.
Paradoxically, while a small dose of islets into the portal vein may be safe, undesirable portal vein
hypertension, thrombosis, and liver steatosis (fatty liver) may occur following multiple cell transplants,
which are typically required to achieve efficacy. This limits the number of doses of cells that can be infused
into the portal vein during a patient’s lifetime. A further shortcoming of portal vein transplant is that
infusion of cells into the portal vein is not easily amenable to technologies such as glucose-responsive
insulin-producing stem cell-derived cells, that are being developed to overcome the limited supply of donor
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islet cells. When infused into the liver, these cells are not retrievable if there is an islet product safety or
tolerability issue. The only way to explant liver-infused cell technologies is to perform a liver transplant,
which becomes a life-threatening issue due to the lack of donor organs.

Our most advanced development program involves the clinical development and validation of the Cell
Pouch System™ for the treatment of people with T1D who suffer from unstable diabetes and life-
threatening severe hypoglycemic episodes. As noted in Table 1 below, we believe the Cell Pouch Systemm™
can alleviate a number of important issues with portal vein transplantation. With the Cell Pouch System™™,
the therapeutic cells live within a tissue matrix integrated with microvessels, similar to the islets’ natural
pancreatic environment rather than being subjected to immersion in blood with immune-reactive cells,
which is believed to lead to IBMIR. We believe islet transplant to Cell Pouch™ may eliminate the
inflammatory response observed after portal vein infusion, enabling improved islet survival. Improved islet
survival and engraftment potentially lowers the number of islets required for each transplant. Consequently,
by transplanting islets into the Cell Pouch™, rather than the portal vein, fewer islets, and therefore fewer
donor pancreata are anticipated to be required to achieve glucose control for each recipient, thereby
potentially increasing the availability of these life-sustaining organs. In addition, the known side effects of
multiple islet infusions into the portal vein are expected to be eliminated with the use of Sernova’s Cell
Pouch System™, These benefits are expected to be further magnified by Sernova’s development of glucose
responsive stem cell-derived ILC technologies.

Table 1 - Potential Benefits of Cell Pouch™ Islet Transplant

Characteristics Cell Pouch™ Portal Vein
Transplant Transplant
Islets housed in a vascularized tissue matrix Yes No
Confirmed vascularization of islets Yes No
Retrievable site Yes No
Retrievable site for stem cell-derived and gene- Yes No
edited cells, providing a safety benefit
Minimally invasive subcutaneous site Yes No
Prevention of liver-associated toxicities Yes No
Prevention of IBMIR Yes No

While infusion of glucose responsive stem cell derived technologies into the portal vein may appear to be
a solution to the limited supply of donor islets, the issues with portal vein transplant including IBMIR and
the inability to retrieve the cells, if required, still remain.

With the encouraging initial results of portal vein islet transplantation, there is a need to develop a more
suitable and retrievable environment for therapeutic cells. We believe an implantable and retrievable
medical device that becomes highly vascularized when implanted into an appropriate area of the body for
the placement and function of therapeutic cells, including donor islets and stem cell-derived technologies is
a feasible and more sustainable approach. The Cell Pouch™ is a minimally invasive, retrievable device for
the placement and long-term survival and function of therapeutic cells for the production of needed, but
missing protein(s) or hormone(s).

Importantly, Cell Pouch™ technologies are specifically and uniquely designed to be biocompatible,
featuring pores that incorporate with vascularized tissue to form fully enclosed chambers with central void
spaces for placement of therapeutic cells. A serious problem that may be encountered with other implanted
therapeutic medical devices is the development of unwanted fibrosis in which the body treats the device as
foreign and walls off the device with scar tissue resulting in starving of the cells of oxygen and nutrients.
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We believe the unique design of the Cell Pouch™ prevents the formation of fibrotic tissue following
implantation, facilitating the long-term survival and function of transplanted therapeutic cells.

As a novel approach beyond portal vein infusion of islets, we believe that islets (donor or stem cell-derived)
transplanted into the Cell Pouch™ may provide a better means to optimize cell therapy for the treatment of
diabetes. The data gained from our current clinical study using donor islets is being used to provide a basis
for advancement of glucose-responsive immune-protected stem cell-derived cells for transplant into the
Cell Pouch™. We believe stem cell-derived islets have the potential to treat millions of people suffering
from T1D.

Sernova’s Cell Pouch™ technologies are designed and patented to take into consideration the biological
requirements of therapeutic cells. In long-term preclinical evaluation, Cell Pouch™ has been shown to
maintain a stable, vascularized tissue environment prior to the placement of these transplanted therapeutic
cells.

An independent preclinical study published in the journal “Transplantation” (Transplantation 2015 Nov:
99 (11):2294-300) demonstrated that the Cell Pouch™ with islets provided insulin independence for the
length of the study (100 days) in an animal model of diabetes using a marginal transplanted islet mass where
over 95% of the animals achieved insulin independence. This study supports the concept that Cell Pouch™
may require a smaller than initially anticipated dose of cells (marginal islet dose) with a lower overall cell
density per Cell Pouch™ channel, in order to achieve efficacy. This parameter is being investigated and
optimized in human clinical evaluations testing the ability of Cell Pouch™ and transplanted islets to achieve
glucose control in patients with diabetes.

We have manufactured our Cell Pouch™ at a US based medical device contract-manufacturing facility in
compliance with 1SO13485, EU Medical Devices Regulation MDR 2017/745, United States Food and Drug
Administration Quality System Regulations (QSR) 21 CFR 820 and Canadian Medical Device Regulation
(CMDR). In our current US Phase 1/2 Cell Pouch™ Clinical Trial with donor islets, we are testing
additional sizes of Cell Pouch™ that will enable us to further optimize islet dosing and dose density which
we believe may lead to enhanced patient outcomes with the Cell Pouch System™. In addition to preparing
for a potential T1D pivotal study with donor islets, the current US Phase 1/2 Cell Pouch™ Clinical Trial is
informing planned trials with the Evotec iPSC-derived ILC technology.

To validate our Cell Pouch System™ technologies in preparation for clinical evaluation for T1D, in addition
to safety studies of Cell Pouch™ alone we successfully transplanted donor islets into the Cell Pouch™, in
multiple small and large animal models (syngeneic, autograft and allograft) of diabetes. The reversal of
diabetes in these studies provided proof of concept of the Cell Pouch System™ to support clinical evaluation
of the Cell Pouch™ with donor islets. Based on the preclinical results with donor islets, we conducted a
first-in-human proof-of-concept (POC) clinical study for the treatment of human subjects with diabetes and
hypoglycemia unawareness. Patients received donor islets, protected by the standard of care
immunosuppressives for a first in human Canadian safety study, cleared by Health Canada. The approach
of using human donor islets in the Cell Pouch™ has enabled Sernova to understand the behaviour of
transplanted insulin-producing cells in the Cell Pouch™ in humans as an initial step to the development of
an immune-protected stem cell product to treat the larger treatable population of patients with diabetes.

We believe that the ability of Cell Pouch™ to revascularize transplanted islets and restore their metabolic
function is a significant breakthrough in the cell therapeutics field for this fragile patient population.

While donor islets provide a first Cell Pouch System™ therapeutic cell source and potential product to treat
patients with the most significant unmet need - those with severe hypoglycemic events and hypoglycemia
unawareness - our goal is to offer effective treatment to the broader general patient population of millions
of people with diabetes. Consequently, we sought out an ethically derived, advanced iPSC-derived ILC
technology with high potential for successful commercialization. We have demonstrated that iPSC-derived
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ILCs can provide long-term insulin independence in an animal model of diabetes when transplanted into
the Cell Pouch™, We believe iPSC-derived ILCs have superior commercial opportunity compared to
progenitor embryonic stem cell-derived cells as the latter technologies are currently prohibited for human
use in certain regulatory jurisdictions. Furthermore, fully differentiated ILCs may provide required insulin
to patients sooner following transplantation than early progenitor islet technologies which may take many
months to mature following transplantation prior to producing therapeutic levels of insulin in the body.

We chose Evotec’s iPSC technology for this transformative component of our therapeutics platform based
on multiple scientific, regulatory, manufacturing capabilities, business and commercial factors. We believe
the Evotec Collaboration will secure a virtually unlimited supply of ethically derived, advanced glucose-
responsive, insulin-producing ILCs, eliminating the limitation of a restrictive supply of donor islets for
product commercialization. We also believe that this technology broadens and strengthens our appeal to
strategic partners for business development and/or M&A opportunities with our cell therapy platform and
the Company overall. Evotec’s iPSC-derived ILCs in combination with the Cell Pouch™ and immune
protection technologies is a priority in our clinical development plans and product pipeline. For more
information on Evotec’s iPSC technology and current status of our iPSC Program status, refer to the
Significant Acquisitions, In-Licensing and Collaborations section within this AIF. Our partner, Evotec,
continues to optimize and advance the process development for and scale up of iPSC-derived ILCs which
will be used in additional IND enabling studies, clinical testing and subsequent commercial supply
following regulatory submissions and approvals. Sernova’s goal is to ensure a production process that is as
close to commercial ready as possible, before going into a first in human trial to avoid and or limit any
costly changes and delays in the future. Evotec has recently provided updated timelines for delivery of the
more optimized ILCs. We now anticipate initiating the Phase 1/2 clinical trial evaluating the Cell Pouch™
with iPSC-derived ILCs for treatment of T1D in the fourth quarter of 2025.

We also anticipate introducing local immune protection technologies into the diabetes program to develop
additional product offerings and are conducting preclinical development studies with anticipated future
clinical development activities with human donor islets and or iPSC-derived ILCs.

We continue to advance our clinical studies with our end goal of product approval and registration of all
product offerings for the diabetic market.

Type 1 Diabetes Phase 1/2 US Clinical Trial for Patients with T1D, Severe Hypoglycemic Episodes and
Hypoglycemia Unawareness

With the encouraging results and learnings from our first Cell Pouch™ clinical trial, we initiated a second
clinical study - “A Safety, Tolerability and Efficacy Study of Sernova's Cell Pouch™ for Clinical Islet
Transplantation” - to further address the safety, tolerability as well as function of Cell Pouch™ with
therapeutic cells. The primary objective of the study is to demonstrate the safety and tolerability of islet
transplantation into the Cell Pouch™. The secondary objective is to assess efficacy through a series of
defined measures. This clinical study is defining our understanding of the relationship of treatment response
to the dose and dose-density of islets transplanted into the Cell Pouch™. Continuous glucose monitoring
(CGM), mixed meal tolerance tests and changes in daily insulin use are efficacy measures used to track the
function of the cells transplanted into Cell Pouch™ at key time points throughout the clinical trial. The use
of CGM in this study supports the analysis of serum glucose concentrations and variability, the number,
severity and duration of both high and low glycemic episodes.

Following a peer review of the new clinical protocol, Sernova was awarded up to US$2.5 million
(approximately $3.2 million) grant under an agreement with JDRF. The grant is supporting our Cell
Pouch™ Phase 1/2 diabetes clinical trial, which is being conducted at the University of Chicago in
collaboration with Principal Investigator Dr. Witkowski, M.D., Ph.D., Director of the University of
Chicago’s Pancreatic, and Islet Transplant Program, who is a leading expert in diabetes and islet
transplantation and a published diabetes researcher and surgeon with a longstanding record in both basic
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science and clinical research pertaining to islet cell and abdominal organ transplantation.

This clinical trial is a Phase 1/2 non-randomized, unblinded, single-arm, company-sponsored trial to
evaluate the safety and efficacy of Cell Pouch™ as a potential treatment for diabetic patients with
hypoglycemia unawareness (US Phase 1/2 Cell Pouch™ Clinical Trial).

Patients eligible for the study have long standing T1D, hypoglycemia unawareness and a history of severe
hypoglycemic events despite optimized medical care. These patients lack the ability to produce insulin from
their pancreas, as evidenced by undetectable blood levels of C-peptide in response to a glucose tolerance
test. C-peptide is a quantitative biomarker of endogenous insulin production by islets. In this trial, eligible
patients are implanted with therapeutic Cell Pouches and small sentinel Cell Pouches. Following the
development of vascularized tissue chambers within the Cell Pouch™, enrolled patients are stabilized on
immunosuppression and activated on the donor transplant list. Upon receipt of a suitable donor pancreas
and isolation of the islets under strict release criteria, a marginal dose of the purified islets is transplanted
into the vascularized tissue channels of the pre-implanted Cell Pouches.

A sentinel pouch is transplanted with islets concurrently with the therapeutic Cell Pouches and then
retrieved by the surgeon approximately 90 days following transplantation. Sentinel Cell Pouches are
subjected to histological assessment of islet survival and function within the Cell Pouch™. Following a
period of 45 days to six months post-transplant, the clinical investigator determines if a second small islet
dose will be transplanted followed by a subsequent 45 day to six-month safety and efficacy follow-up
period. Patients are then followed for approximately one year. Patients not demonstrating optimal
therapeutic benefit are eligible to receive a protocol-defined marginal dose portal vein top-up of donor
islets. The goal of providing up to three doses of islets is to determine the relationship between therapeutic
effect and both total islet dose and density within the Cell Pouchm™,

Interim analyses have resulted in the development and implementation of higher capacity 10-channel Cell
Pouches, that provide >50% more islet capacity relative to the 8-channel Cell Pouches used for the first
cohort in our US Phase 1/2 Cell Pouch™ Clinical Trial with the additional potential for reduced islet density.
The transition to this new larger Cell Pouch™ and the amended protocol enables optimized dosing and
shorter efficacy evaluation periods to ultimately decrease time to key efficacy endpoints. These endpoint
measures include survival of transplanted islet cells, proportion of patients with a reduction of severe
hypoglycemic episodes, and proportion of patients with an improvement in HbAlc. We believe the higher
dose of islets at a lower cell density will further enhance graft function. Subjects who complete the study
protocol continue long-term follow-up by their investigator physician.

We believe these preliminary findings from the ongoing, adaptive-design trial support the safety, viability,
and efficacy of the Cell Pouch System™ approach following protocol-defined islet transplants for the
treatment of patients with T1D, hypoglycemia unawareness and severe hypoglycemic episodes.

At key timepoints during the trial, islet-transplanted sentinel devices are removed and subjected to
histological assessment by an independent pathologist. In several patients, and from multiple timepoints,
healthy and abundant insulin-producing islets have been observed in the sentinel Cell Pouches. These islets
have been observed to be intimately associated with blood vessels within the native-tissue matrix. Of
significant importance, observations have been reported reflective of early diabetes improvement in the
most advanced trial patients: fasting and glucose-stimulated blood levels of C-peptide (a biomarker of
insulin produced by cells), reduction in the number of severe hypoglycemic episodes, reduction in HbAlc,
and other metabolic parameters. These indicators were further improved with the protocol-defined
supplemental islet transplant to portal vein, following which subjects rapidly converted to insulin
independence. We believe these indicators suggest a cumulative effect of islet transplants to Cell Pouch™
that facilitate conversion to a non-diabetic state with a minimal supplemental dose via the portal vein. It is
for these reasons that we introduced the higher capacity 10-channel Cell Pouch™ to accommodate what we
have calculated to be the optimal total dose of high-quality purified islets required to potentially achieve
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insulin independence.

We believe these preliminary findings are an important achievement in the cell therapeutics field and a first
for an implanted device transplanted with donor islets. These results from transplanted human donor islets
in Cell Pouch™ represents an important advance toward our goal of developing an optimized treatment for
all insulin-dependent diabetic patients by employing immune protected iPSC-derived ILCs within our Cell
Pouchm,

We believe Cell Pouch™ can be used with a variety of cell sources, such as glucose-responsive insulin-
producing cells derived from stem cells, addressing the limited availability of donors and allowing the
extensive treatment of insulin-dependent diabetes and we have demonstrated this in several pharmaceutical
collaborations using small animal models of T1D. We are leveraging our extensive learnings of human
donor islets within the Cell Pouch™ as we develop our iPSC-derived beta cell technologies, along with
Evotec, to provide an immune-protected cell-based therapeutic suitable for all people with insulin-
dependent diabetes. The following describes significant events during the past three years related to the
development of the Cell Pouch System™ for the treatment of diabetes.

On January 15, 2021, we announced that Dr. Piotr Witkowski, the principal investigator in our clinical trial
presented interim data from the clinical trial at the American Society of Transplant Surgeons (ASTS) 21st
Annual State of the Art Winter Symposium in an abstract entitled “Islet Allotransplantation Into Pre-
Vascularized Sernova Cell Pouch — Preliminary Results From The University of Chicago”. Dr. Witkowski
reported Sernova’s Cell Pouch™ transplanted with insulin-producing cells in patients with T1D continues
to show persistent islet function and clinically meaningful improvement in measures of glucose control.

Data from two transplanted patients who are furthest in the study and who have received a second islet
transplant were focused on. Importantly, these patients are showing defined clinical benefit with a clinically
meaningful reduction in daily injectable insulin requirement, along with the following additional clinical
benefit indicators:

e absence of life-threatening severe hypoglycemic events;

e sustained blood levels of C-peptide (a biomarker for insulin produced by cells in the Cell
Pouch™);

e reduction in HbAlc (a measure of long-term glucose control); and

e improvement in overall CGM measured glucose control parameters (i.e. blood glucose ‘Time
in Range’).

On February 18, 2021, we announced that an independent DSMB completed its second planned annual
review of our US Phase 1/2 Cell Pouch™ Clinical Trial and did not raise concerns regarding safety and
recommended continuation of the study.

On June 5, 2021, Dr. Piotr Witkowski presented new preliminary data from our US Phase 1/2 Cell Pouch™
Clinical Trial at the American Transplant Congress (ATC) 2021 Virtual Connect conference. Dr.
Witkowski’s presentation entitled “Islet Allotransplantation Into The Pre-Vascularized Sernova Cell
Pouch™ Device - Preliminary Results Of The Phase 1/2 Prospective, Open-Label, Single-Arm Study At
University of Chicago”.

In addition to the continued confirmation of ongoing safety and tolerability in all 6 currently enrolled
patients, Dr. Witkowski provided further updates on the longest treated study patients. These patients have
continued to show defined clinical benefit associated with ongoing efficacy indicators including:

e  reduction / elimination in the need for daily injectable insulin;
e continued improvement, i.e. reduction/elimination, in Severe Hypoglycemic Events (SHE);
e  persistent detection of fasting and stimulated C-peptide in patients’ bloodstream;
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° reduction in HbAlc; and

e continued improvement of glucose control determined through patient blinded CGM and
measured by reduction of Time Above Range (TAR) and increase of Time in Range (TIR).

On June 28, 2021, Dr. Piotr Witkowski and the Clinical Trial Team for our US Phase 1/2 Cell Pouch™
Clinical Trial presented additional data and patient observations from the ongoing study at the American
Diabetes Association’s 81st Scientific Sessions. Data was delivered in a poster presentation entitled
“Persistent graft function after allotransplantation into pre-vascularized Sernova Cell Pouch™ device:
Preliminary results from the University of Chicago”. Dr. Witkowski confirmed continued safety and
tolerability in all six enrolled study patients. In addition, the two longest-treated patients continue to
demonstrate clinical benefit in line with previously established key T1D efficacy indicators including
reduction in HbAlc, reduction or elimination of severe hypoglycemic events, reduction or elimination of
daily injectable insulin, detection of C-peptide in the patients’ bloodstream, and improvement in glucose
control as measured by CGM. The remaining patients are advancing through the study at different stages
and their progress continues to be evaluated.

The most advanced patient has successfully completed the study protocol. Data from this patient supports
the long-term safety of Sernova’s Cell Pouch™ and, importantly, the patient then remained insulin
independent (no requirement for injectable insulin) for approximately 15 months - with optimal glucose
control.

On January 10, 2022, we reported on the highlights of Dr. Witkowski’s updated interim data for our US
Phase 1/2 Cell Pouch™ Clinical Trial as follows:

e ongoing safety and tolerability of Cell Pouch™ has been maintained in all ongoing study
patients;

e islet transplantation to the Cell Pouch™ resulted in the establishment of new, measurable islet
function documented by detectable levels of stimulated C-peptide in the first three patients,
who completed the protocol-defined course of transplants;

e asupplemental, single intraportal islet transplant was sufficient for the first two patients to
achieve and maintain sustained ongoing insulin independence and freedom from severe
hypoglycemic events for over 21 and 2 months, respectively;

e the third transplanted patient recently completed their course of Cell Pouch™ transplants and
a supplemental intraportal islet infusion, with favorable improvements in glucose control,
near-normal levels of C-peptide, an absence of severe hypoglycemic events and reductions in
daily insulin use; and

e the other three enrolled study patients are progressing through the study protocol, as planned.
All have received Cell Pouch™ implants and are at various stages of protocol-defined islet
transplants and follow-up.

The preliminary results to-date for our US Phase 1/2 Cell Pouch™ Clinical Trial are encouraging and are
providing important information on the behaviour of our device with donor islets in real life situations in
our study patients. As the therapeutic benefit of Sernova’s Cell Pouch™ with donor islets for T1D continues
to be demonstrated and validated, we progress in our ongoing pursuit of developing and commercializing
a ‘functional cure’ for people with T1D using Sernova’s Cell Pouch System™ technologies.

On March 17, 2022, we announced that after having completed its third annual review of our ongoing US
Phase 1/2 Cell Pouch™ Clinical Trial, the DSMB recommended continuation of the clinical study according
to the study plan.
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On June 6, 2022, the Research Team from Dr. Piotr Witkowski’s laboratory at the University of Chicago
for our US Phase 1/2 Cell Pouch™ Clinical Trial presented updated positive data from the ongoing study
at the American Diabetes Association’s 82nd Scientific Sessions in New Orleans, LA. Updated data was
presented in an oral podium presentation, “Modified Approach for Improved Islet Allotransplantation into
Prevascularized Sernova Cell PouchTM Device: Preliminary Results of the Phase I/Il Clinical Trial at
University of Chicago” [Abstract 306-OR].

The presented data reviewed the six patients who lived with long-standing insulin dependent T1D and
hypoglycemia unawareness prior to study treatment that underwent both Cell Pouch™ implantation and
islet transplantation. Graft function was measured by blood glucose, patient insulin usage, and C-peptide,
a widely used measure of islet function. The first three patients achieved complete and sustained insulin
independence. Three additional patients in the study did not maintain optimal immunosuppression, however
this was resolved enabling those patients to receive further protocol-defined islet transplants.

Key highlights included:

o the first three patients have been insulin independent for over 2 years, 6 months, and 3 months,
respectively;

e those first three patients with islets transplanted into the Cell Pouch™ subsequently presented
positive serum C-peptide values confirming active insulin production by the Cell Pouch™ islet
grafts; and

e the Cell Pouch™ was well tolerated with implant durations exceeding 35 months.
Key findings from the interim clinical update:

e  surgical implantation of the Cell Pouch™ was found to be well tolerated with a favorable safety
profile;

e all patients who had favorable immunosuppression achieved complete insulin independence:

o first three transplanted patients presented positive serum C-peptide values confirming
active insulin production after islet transplantation into the Sernova Cell Pouch™;

o supplemental marginal dose islet transplantation via the portal vein was sufficient to
allow those three patients to achieve and maintain insulin independence for over 2 years,
6 months, and 3 months, respectively; and

o insulin independent patients have HbAlc in the normal range.
e  Dr. Witkowski further optimized outcomes in the ongoing clinical trial:
o replacing patients’ own plasma with serum as the islet suspension medium,;

o decreasing the concentration of islet suspensions transplanted to Cell Pouch™ resulted in
greater stimulated C-peptide; and

o the Cell Pouch™ implantation procedure was optimized with two shorter incisions to
minimize infection risk and enhance healing.

On November 3, 2022, we announced the adoption of a protocol amendment, approved by the University
of Chicago Institutional Review Board (IRB) and without objection from US FDA, to add a second cohort
of up to seven patients to test the aforementioned enhanced capacity 10 channel Cell Pouch™ and further
optimize patient outcomes. The amendment was based on promising positive interim data to date from our
clinical study informing on islet dose and density. The amendment enables us to proceed with a strategically
optimized protocol reducing the time required for patient treatment while accelerating potential secondary
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endpoint efficacy achievement with more optimal dosing. We have engaged a clinical trial recruitment
partner with extensive experience and success in accelerating T1D clinical trial patient enroliment to
expedite recruiting and patient enrollment and we expect to report on interim data from the second cohort
with the enhanced capacity Cell Pouches in 2023. On November 17, 2022, we provided an update that the
first two patients of the second cohort have been implanted with the enhanced 10 channel Cell Pouch™,
Recruitment of the second cohort is continuing.

On March 8, 2023, we announced that the first two patients enrolled in the second cohort of our US Phase
1/2 Cell Pouch™ Clinical Trial received their first islet transplant into the higher capacity Cell Pouch™.
Additionally, a third enrolled patient has now been implanted with the higher capacity Cell Pouch™ and
awaits islet transplantation. Execution of enrollment acceleration strategies by the experienced clinical trial
recruitment agency partner we have engaged are proving to be very successful. Enroliment for the recently
added second cohort is already approximately half completed (three of up to seven patients). Recruitment
of the remaining patients for the second cohort is continuing.

On June 24, 2023, the Research Team from Dr. Piotr Witkowski’s laboratory at the University of Chicago
for our US Phase 1/2 Cell Pouch™ Clinical Trial presented updated positive data from the ongoing study
at the American Diabetes Association’s 83rd Scientific Sessions in San Diego, California. Updated data
was presented in an oral podium presentation, “Islet Allotransplantation into Pre-vascularized Sernova Cell
Pouch—Early Results from the University of Chicago”.

The presentation discussed the first eleven patients enrolled across two cohorts in the clinical trial and
reconfirmed the safety of Cell Pouch™ up to more than four years following implant. To date, five patients
in the first cohort of six subjects who have completed the clinical trial protocol have experienced insulin
independence for periods ranging from six months to greater than three years. The sixth patient in the first
cohort has only recently completed the protocol-defined islet transplants and awaits assessment of their islet
graft function.

In addition, updates were provided for the second cohort with the recently implemented 10-channel Cell
Pouch™ with more than 50% greater transplant capacity than the previous 8-channel system. Five of the
seven patients have been enrolled in the second cohort and implanted with the higher capacity Cell Pouch™.,
Three of the five patients enrolled have each received a first islet transplant to their implanted Cell Pouches.
The first evaluable patient in the second cohort has demonstrated persistent fasting and stimulated serum
C-peptide levels following a single islet transplant into the pre-vascularized 10-channel Cell Pouch™,

Other findings from the interim clinical update:

o |ong-term surgical implantation of the Cell Pouch™ continues to be well tolerated with a
favorable safety profile in patients receiving either 8 or 10-channel Cell Pouches;

o  five of the six patients in the first cohort achieved insulin independence following supplemental
islet transplants via the portal vein that were below the typical intraportal islet dose, indicating
that islet graft function in the 8-channel Cell Pouch™ is supporting ongoing glucose control,

e  histological assessment of sentinel Cell Pouches excised at >90 days post-transplant revealed
surviving functional islets in five of six patients in the first cohort; and

e the first patient in the second cohort developed persistent neutropenia requiring cessation of
immunotherapy to enable the neutropenia to resolve. The third patient who received a first islet
transplant awaits their first islet graft assessment.

On October 26, 2023, Principal Investigator Dr. Witkowski presented updated positive data from the
ongoing study at the IPITA-IXA-CTRMS Joint Congress in San Diego, CA. Updated data was presented
in an oral podium presentation, “Islet allotransplantation into pre-vascularized Sernova Cell Pouch —
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Lessons learned from the first patient cohort”, as part of the Islet Transplantation: Engineering the Islet Site
Session. Enrollment in the first cohort (Cohort A), utilizing the 8-channel Cell Pouch™, is complete with
post-transplant data available for periods of follow-up ranging from six months to three and a half years.
The second cohort (Cohort B), that began enrolling in November 2022 and utilizing the higher capacity
Cell Pouch™ with a revised and better-tolerated immunosuppressive regimen, has enrolled at a significantly
faster pace that Cohort A with six of the planned seven patients successfully implanted with Cell Pouch™,

Interim results from Cohort A demonstrated successful implantations of the 8-channel Cell Pouch™ in the
six treated patients that were well tolerated with no seromas and no unexpected Aes (adverse events),
chronic pain or discomfort. Data showed histological evidence of surviving and functional islets and
positive fasting and stimulated serum C-peptide (a measure of islet insulin secretion) in patients who
maintained optimal immunosuppression. All six patients eventually received supplemental, marginal-dose
islet infusions via the portal vein with the first five having achieved sustained insulin independence. All six
Cohort A patients achieved HbA1lc values in the non-diabetic range (<6.5%) with persistent serum fasting
and stimulated C-peptide levels for current durations out to three and a half years.

In Cohort B, six of the planned seven patients have been implanted with the higher capacity 10-channel
Cell Pouch™, without complications. Among the six patients that have been implanted, five have completed
at least one of the two protocol-defined islet transplants to Cell Pouch™., The first assessable patient in
Cohort B following the first Cell Pouch™ islet transplant showed persistent fasting and stimulated serum
C-peptide, with stable BETA-2 scores (a measure of islet graft function) that continued at Day 180
following their first islet transplant to Cell Pouch™, The same patient showed modest but favorable
improvements in HbAlc from 7.5% at baseline to 6.9% also at Day 180. Unexpectedly, the day following
the second islet transplant to Cell Pouch™ for this patient, results from a sample of the islets taken from the
donor pancreas on the day of transplant came back positive for the yeast Candida albicans. Out of an
abundance of caution, the Cell Pouches containing the contaminated islets were immediately removed. The
Cell Pouches that were previously transplanted with the first dose of uncontaminated, healthy islets were
not removed and continued to function as anticipated. Explantation of the Cell Pouches containing the
contaminated islets was completed without complications and the patient fully recovered without any
wound or systemic blood infection, demonstrating the designed retrievability of the transplanted Cell
Pouch™, Following recovery, this patient received a modest intraportal islet transplant and remains insulin
independent.

The revised Immunosuppression protocol, used in Cohort B, continues to demonstrate favorable protection
for the islet grafts with no donor islet rejection or donor-specific antibodies (DSAS) observed under the new
regimen. Recruitment of the final patient (seventh) in Cohort B was recently completed. The Company
anticipates additional Cohort B clinical findings relating to the larger 10-channel Cell Pouch™ towards the
end of the first quarter of calendar year 2024. Results from the combined cohorts will help inform the design
of Sernova’s pivotal study, which would support an anticipated BLA submission to the US FDA and
accelerate our iPSC stem cells into the clinic.

Further trial information may be found at https://www.clinicaltrials.gov/ct2/show/NCT03513939.

Development of the Cell Pouch™ System for the Treatment of Postoperative Hypothyroidism / Thyroid
Programs

The goals of our thyroid transplant program are to provide people with hypothyroid disease improvement
in the natural thyroid hormone feedback loop, an improved quality of life and ultimately a ‘functional cure’
to this disease.

According to the American Thyroid Association (ATA), 20 million Americans currently live with thyroid
disease, and 12% of Americans will develop a thyroid condition during their lifetime. The thyroid gland is
essential for life as it produces and secretes thyroid hormones that regulate the body’s metabolism. The
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development of new treatments for patients with unsatisfactory control of the thyroid hormone feedback
loop may satisfy this unmet medical need. We believe that thyroid tissue transplanted into an implanted
Cell Pouch™ offers a novel approach that could improve the quality of life and outcomes of patients
experiencing postoperative hypothyroidism. Sernova’s first approach in the treatment of hypothyroid
disease is to take healthy tissue from each patient’s own thyroid gland— removed during a thyroidectomy
— and transplant that tissue into the pre-implanted vascularized Cell Pouch™. The goal is to recover the
natural feedback system for release of thyroid hormones from each patient’s own thyroid tissue.

The thyroid gland affects all critical body functions including heart rate, energy levels, and the rate at which
energy is produced from nutrients. Essential functions of the thyroid gland include control of how quickly
the body uses energy, makes proteins, and sensitivity to other hormones, principally through the production
of the thyroid hormones triiodothyronine (T3) and thyroxine (T4) in response to elevating levels of thyroid
stimulating hormone (TSH).

Hypothyroidism is a condition where the thyroid gland does not produce sufficient hormones thereby
upsetting the normal balance of chemical reactions. If left untreated, hypothyroidism can cause health
problems such as obesity, joint pain, infertility, heart disease, and eventually death. Common causes are
autoimmune diseases, radiation treatment, and surgical removal of the thyroid (thyroidectomy). Patients
may undergo surgical reduction (thyroid lobectomy) or complete removal of the thyroid gland (total
thyroidectomy) for treatment of several disorders such as thyroid nodules, which are reported to occur in
up to 65% of patients observed upon autopsy (PMID: 19041821); Grave’s Disease (a type of
hyperthyroidism); and or large multinodular goiters. Thyroidectomy is also commonly performed for cancer
diagnosis or treatment.

Hypothyroidism inevitably occurs after total thyroidectomy and may also occur in up to 10% of people after
thyroid lobectomy (Johner, A. et al, Ann of Surg One 2011; 18(9):2548-2554). The American Thyroid
Association estimates that about 150,000 thyroidectomies are performed in the US yearly, and most
individuals undergoing a thyroid operation will be diagnosed with benign disease after their operation.

Following thyroidectomy, patients require daily hormone replacement therapy and most patients are treated
with daily Levothyroxine, a synthetic T4. Published research indicates up to 50% of synthetic thyroxine
users do not achieve adequate T3 and T4 hormone levels (Okosieme, OE et al. Expert Opin Pharmacother
2011; 12(15):2315-2328). Moreover, it is evidenced that patients treated with T4 still experienced several
symptoms of hypothyroidism, including deficits in cognition and mood, ability to focus, and general mental
well-being (Kansagra, S. et al. Laboratory Medicine 2010; 41(6):338-48.). Results of our preclinical
research are being used as a foundation for anticipated clinical trials using Cell Pouch™ in combination
with thyroid-hormone producing cells with the goal to preserve or recover normal T3 and T4 thyroid
regulation and improve patient quality of life.

Sernova has conducted preclinical research with its Cell Pouch™ for the treatment of postoperative
hypothyroidism in collaboration with Dr. Sam Wiseman, BSc, MD, FRCSC, FACS, Professor, Faculty of
Medicine at the University of British Columbia, Director of Research in the Department of Surgery at
Providence Healthcare in Vancouver, BC, Canada and, in part, funded by a Transplant Venture Grant
awarded by the Transplant Research Foundation (TRF) of British Columbia. Sernova has assessed healthy
human thyroid tissue transplanted into a previously implanted Cell Pouch™ in a preclinical model, in
preparation for a clinical program. Our planned initial clinical approach to the treatment of postoperative
hypothyroid disease is to auto-transplant healthy thyroid tissues of patients undergoing thyroidectomy into
the pre-implanted vascularized Cell Pouch™, to restore thyroid regulation and reduce the burden and risks
of postoperative hypothyroidism. The overall aim of the program is to evaluate the survival and function of
thyroid tissue after implantation into the Cell Pouch™ to establish proof-of-concept of this novel approach.
The current results from this collaboration support the potential for Cell Pouch™ transplanted with thyroid
tissue to provide clinical benefit for the treatment of hypothyroidism.
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The following describes significant events during the past three years related to the development of the Cell
Pouch™ for the treatment of Postoperative Hypothyroidism.

On January 27, 2022, we announced the publication of a peer reviewed preclinical study demonstrating
positive results of a novel Cell Pouch System™ cell therapy approach to treat hypothyroidism and
potentially avoid lifelong dependence on thyroid medication following surgical removal of the thyroid
gland. The journal article entitled “Subcutaneous transplantation of human thyroid tissue into a pre-
vascularized Cell Pouch™ device in a Mus musculus model: Evidence of viability and function for thyroid
transplantation” by lead author, Dr. Wiseman, a leading surgeon, researcher and internationally renowned
expert in the management of thyroid and parathyroid disease, was published in the scientific journal, PLOS
ONE, January 20, 2022 edition. In this study, thyroid tissue from patients undergoing surgery for treatment
of benign disease was transplanted into Sernova Cell Pouches that had been previously implanted into
laboratory mice. The aim of the study was to investigate the long-term survival of human thyroid tissue in
the Cell Pouch™ and evaluate the ability of these thyroid transplants to release thyroid hormones into the
bloodstream. The study confirmed that the human thyroid tissue transplanted into the Cell Pouch™ survived
and released human thyroglobulin into the bloodstream, with no adverse effects for the three-months
duration of the study. Thyroglobulin was used as a biomarker efficacy measure in this study as it is the
precursor of thyroid hormones.

On January 30, 2023, we announced results from an additional POC preclinical study that demonstrated
auto-transplantation of thyroid tissue into the Cell Pouch™ can compensate for removal of the thyroid gland
(total thyroidectomy), restoring normal thyroid hormone levels with the normal production of T3 and T4
thyroid hormones in response to naturally elevating TSH.

The results to date from this collaboration have been encouraging and support the potential of transplanted
thyroid tissue to provide clinical benefit for the treatment of hypothyroidism.

We are now completing a final IND enabling preclinical study to support advancement of the program to
clinical trials for this novel approach to the prevention of postoperative hypothyroidism. Simultaneously,
we are preparing documentation to support a clinical trial application. The aforementioned preclinical study
is progressing well. If study results continue as expected, we anticipate to expedite an IND filing — pending
favorable findings of expanded market research currently being conducted and sufficient financial resources
being available to commence a clinical trial. Discussions have continued with regulatory authorities and
regulatory pathways for clinical development in each target jurisdiction have been determined.

Development of the Cell Pouch™ System for the Treatment of Hemophilia A / Hemophilia Program

Our hemophilia program targets a comprehensive therapy that corrects factor VIII (FVIII) production in
people with hemophilia A. The use of FVIII corrected cells, transplanted to the vascularized pre-implanted
Cell Pouch™, is intended to reduce or eliminate bleeds associated with hemophilia A, thereby providing a
‘functional cure’ and improved quality of life.

Hemophilia A is a rare, serious genetic bleeding disorder caused by missing or defective clotting factor
VIl in the bloodstream. A cellular genetic deficiency in FVIII results in a reduced ability for blood to clot
naturally resulting in increased bleeding, even in circumstances where small blood vessels naturally break
and heal such as in joints, resulting in inflammatory arthritic type symptoms and joint damage. To
counteract this reduction in blood clotting, patients require frequent blood transfusions which put them at
risk of acquiring blood-borne infections, such as HIV, hepatitis B and hepatitis C. The alternative is taking
infusions of FVIII up to three times a week to maintain a blood level of FVIII that can reduce the bleeding.

According to a publication by the Alliance for Regenerative Medicine (ARM), the estimated annual cost of
treatment for hemophilia A represents an average of US$200,000 per patient.
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We believe that the therapeutic potential to have a constant release of FVIII from a hemophilia A patient’s
own genetically corrected cells placed within the implanted Cell Pouch™ would be a very significant
advancement in the treatment of hemophilia A and a disruptive approach to the current standard of care
treatment for hemophilia A. Corrected cells placed in an implanted Cell Pouch™ could release FVIII at a
rate expected to reduce disease-associated hemorrhaging and joint damage. The continuous delivery of
FVIII could also reduce or eliminate the need for multiple weekly infusions, which is the current standard
of care using plasma-derived or recombinant, genetically engineered FVIII for the prophylactic treatment
of hemophilia A. This approach is analogous to that used for CAR T-cell therapy as a validated therapeutic
approach where a patient’s own cells are collected from a blood sample and modified, scaled-up and placed
back into the body to treat disease.

Sernova’s approach to the cell therapy treatment of hemophilia A involves obtaining a blood sample from
the patient and correcting the genetic defect in certain isolated cells so the cells produce the required FVIII.
The cell numbers are then expanded for placement into our Cell Pouch™, that has been previously
implanted into the patient. We believe the therapeutic potential to have a constant release of FVIII from a
hemophilia A patient’s own genetically corrected cells in the Cell Pouch™ would be a significant
advancement in the treatment of hemophilia A and other diseases that can be treated with genetically
engineered cells that are maintained within a contained, retrievable, and replaceable, organ-like
environment. Sernova’s therapeutic approach could reduce or eliminate the need for patients to take
expensive life-long infusions of FVIII to reduce or prevent the deleterious effects of this disease.

In the development of this novel technology multi-year product development and proof-of-concept studies
have been conducted and successfully completed by Sernova and a European team of experts collectively
forming the HemAcure Consortium (HemAcure Consortium). The aim of the HemAcure Consortium three-
year project was to develop a permanent, safe, therapeutic solution for those living with hemophilia A in
the form of a novel ex vivo gene therapy, cell-based approach within Sernova’s proprietary Cell Pouch™.
This combination therapy strives to replace missing clotting human FVIII in the patient’s own Blood
Outgrowth Endothelial Cells (BOECs) transplanted into the Cell Pouch™. These corrected cells function
to release FVIII into the bloodstream restoring the ability for blood clotting to occur preventing uncontrolled
bleeding. The HemAcure Consortium was funded by a €5.6 million (approximately $8.5 million) European
Commission Horizon 2020 grant (Horizon 2020 Grant) to develop a Good Manufacturing Practices (cGMP)
compliant human cell product to enable the completion of safety and efficacy studies in the Cell Pouch™
as part of a regulatory package in preparation for human clinical testing.

The following describes significant events during the past three years related to the development of the Cell
Pouch™ for the treatment of hemophilia A.

During December 2021, the results of the HemAcure Consortium’s study were published in a journal article
entitled “Efficient and Safe Correction of Hemophilia A by Lentiviral Vector-Transduced BOECs in an
Implantable Device (Sernova’s Cell Pouch™)” in the scientific journal Molecular Therapy: Methods &
Clinical Development, Volume 23.

The publication highlighted a therapeutic approach that includes use of the patient’s own cells obtained
from a blood sample, which are then modified using a lentiviral vector-mediated gene transfer procedure
using the B-domain deleted form of FVIII under the control of an endothelial-specific promoter and
subsequently transplanted within Sernova’s vascularized Cell Pouch™ into a mouse model of hemophilia
A. These cells then provide a continuous therapeutic release of factor VIII into the bloodstream. The
publication highlighted the successful demonstration of safety and long-term improvement in blood clotting
in a hemophilia A mouse model.

We believe the published preclinical results demonstrate the potential of our Cell Pouch System™ to
provide a novel approach for the treatment of hemophilia A using an ex vivo gene therapy, cell-based
technology that could lead to improved efficacy and quality of life of people suffering from hemophilia A.
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We have entered into a collaboration with a leading European academic center to optimize the cellular
factor VIII production in the gene editing manufacturing process as well as Cell Pouch™ dosing in a
preclinical model of hemophilia A. We anticipate, in collaboration with this leading European academic
center, to complete IND-enabling studies in 2024 and in early 2025, pending the receipt of supportive data,
IND filing efforts will be initiated immediately. On November 27, 2023, we announced that the US FDA
had granted both Orphan Drug Designation (ODD) and Rare Pediatric Disease Designation (RPDD) for
Sernova’s Hemophilia A program. The US FDA grants orphan designation, also referred to as orphan status,
to therapies intended for the treatment of rare diseases that affect fewer than 200,000 people in the US. This
designation provides certain benefits, including tax credits for qualified clinical testing, waiver or partial
payment of FDA application fees and up to seven years of market exclusivity, if approved. Separately,
RPDD:s are granted for rare diseases that primarily affect children under 18 years old with recipients of this
designation being awarded a Priority Review Voucher (that can be used for a subsequent marketing
application for a different product) upon approval of the Company product for the treatment of Hemophilia
A in pediatric patients. The priority review voucher may be redeemed by the holder, transferred, or sold.
Over time Priority Review Vouchers have been sold to third parties for amounts of up to US$350 million.
Recently, several Priority Review Voucher sales have occurred with the majority sold for around US$100
million, including at least three sold during 2023.

Our proposed therapy is paving the way for future human clinical testing in hemophilia A patients using
Sernova’s Cell Pouch™ transplanted with genetically corrected FVI1II releasing cells.

Local Immune Protection & Other Complementary Technologies

We believe that encapsulation (conformal coating technologies) and other advanced technologies such as
gene-editing may protect therapeutic cells from immune system attack within the Cell Pouch™ vascularized
environment while providing the means to enable direct communication between therapeutic cells and
microvessels within the established tissue matrix. Such approaches may enable long-term survival and
function of therapeutic cells in Cell Pouch™, with transient or even no need for immunosuppressive
medications. Consequently, development of cellular local immune protection technologies is an important
pillar for our cell therapeutics platform. During the 2020 fiscal year, we secured exclusive rights to local
immune protection technologies for our Cell Pouch™ cell therapy platform via acquisition and licensing
agreements.

Our approach of providing immune protection for cells locally, within the Cell Pouch™ tissue matrix, is
anticipated to be a competitive advantage and accelerate development of our therapeutic programs. We
continue to evaluate additional immune protection technology approaches. We believe we are well-
positioned to advance our total cell therapy therapeutics platform to multiple clinical applications and
broader patient populations.

Cellular Conformal Co