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Cautionary Note Regarding Forward-Looking Statements

This Annual Report on Form 10-K contains “forward-looking statements” within the meaning of the safe harbor provisions of the U.S. Private
Securities Litigation Reform Act of 1995, including statements regarding the progress and timing of clinical trials, the safety and efficacy of our
product candidates, the goals of our development activities, estimates of the potential markets for our product candidates, estimates of the capacity
of manufacturing and other facilities to support our products, our expected further revenues, operations and expenditures and projected cash needs.
These statements relate to future events of our financial performance and involve known and unknown risks, uncertainties and other factors that
could cause our actual results, levels of activity, performance or achievement to differ materially from those expressed or implied by these forward-
looking statements. Those risks and uncertainties include, among others:

° our ability to obtain additional funding to develop our product candidates;

. the need to obtain regulatory approval of our product candidates;

. the success of our clinical trials through all phases of clinical development;

. any delays in regulatory review and approval of product candidates in clinical development;
. our ability to commercialize our product candidates;

. market acceptance of our product candidates;

. competition from existing products or new products that may emerge;

. regulatory difficulties relating to products that have already received regulatory approval;
. potential product liability claims;

. our dependency on third-party manufacturers to supply or manufacture our products;

. our ability to establish or maintain collaborations, licensing or other arrangements;

. our ability and third parties’ abilities to protect intellectual property rights;

. compliance with obligations under intellectual property licenses with third parties;

. our ability to adequately support future growth; and

. our ability to attract and retain key personnel to manage our business effectively.

Forward-looking statements include all statements that are not historical facts. In some cases, you can identify forward-looking statements by
serms such as “can,” “may,” “will,” “should,” “could,” “would,” “expects,” “plans,” “continues,” “anticipates,” “intends,” “seeks,” “targets,”
“pelieves,” “estimates,” “projects,” “predicts,” “potential,” or the negative of those terms, and similar expressions and comparable terminology
intended to identify forward-looking statements. These statements reflect our current views with respect to future events and are based on
assumptions and subject to risks and uncertainties, including, but not limited to, those discussed in the section titled “Risk Factors” included in Part
I, Item 1A of this Annual Report on Form 10-K. Given these uncertainties, you should not place undue reliance on these forward-looking
statements. Any forward-looking statement speaks only as of the date of this report and, except as required by law, we undertake no obligation to
update or review publicly any forward-looking statements, whether as a result of new information, future events or otherwise. We qualify all of our

forward-looking statements by these cautionary statements.



Unless the context otherwise requires, all references in this Annual Report on Form 10-K to the “Company”, “Medgenics”, “we,” “us” and
“our” refer to Medgenics, Inc., a Delaware corporation organized on January 27, 2000, and its wholly-owned subsidiary, Medgenics Medical
(Israel) Limited, a company organized under the laws of the State of Israel. We use Biopump™, EPODURE™, INFRADURE™,
HEMODURE™, DermaVac™ and the Medgenics logo as service marks in the United States and elsewhere. All other trademarks or trade names
referred to in this document are the property of their respective owners.
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PART1
ITEM 1 - Business.

We are a medical technology and therapeutics company developing an innovative and proprietary platform technology offering what we believe
to be a novel approach for the $50 billion orphan and rare diseases therapeutics market. Our Biopump Platform Technology converts a small piece
of the patient’s own dermal skin tissue into a protein- and/or peptide-producing “Biopump” to continuously produce and deliver therapeutic
proteins and/or peptides, and—when implanted under the patient’s skin—has the potential to deliver several months of protein/peptide therapy from
a single procedure without the need for a series of frequent injections. While our focus is on developing and commercializing the Biopump in
orphan and rare disease markets, the original proof of concept of our Biopump Platform Technology has been demonstrated using EPODURE, a
Biopump producing erythropoietin (EPO) for anemia, which is attractive for this purpose due to an easily available patient population and robust
clinical endpoints. Human studies have shown that the EPODURE Biopump results were safe, reproducible, and demonstrated the expected
efficacy, and that EPO levels stayed within a normal physiological range. We are aiming to extend these results using a new viral vector and
implantation improvements which have shown a 40-fold increase in protein production and greater than six months of protein production in our
SCID mouse model, which has been historically predictive of human efficacy. The new viral vector and implantation procedure will be utilized in
our ongoing human EPODURE trial, and upon success we intend to actively look to partner the EPODURE program for further development.

Our Biopump is a tissue micro-organ (MO) that acts as a biological pump created from a toothpick-sized piercing of the patient’s dermal tissue
to produce and secrete a particular protein or peptide. We have developed a proprietary device called the DermaVac to facilitate reliable and
straightforward removal of MOs and implantation of Biopumps. With the DermaVac, dermis MOs are rapidly harvested under local anesthetic from
just under the skin to provide unique tissue structures with long-term viability ex vivo. This procedure allows us to process one or more dermis MO
(s) outside the patient to become Biopump protein producing units in nine days, each making a measured daily amount of a specific therapeutic
protein or peptide to utilize in treating a specific chronic disease. Based on a patient’s particular dosage needs, we can determine how many
Biopumps to then insert under the patient’s skin in order to provide a sustained dose of protein or peptide production and delivery for several
months. We believe the dosage of protein/peptide can be reduced by simple ablation or excision of inserted Biopumps, or increased by the addition
of more Biopumps to provide personalized dosing requirements according to each patient’s individual needs. We have effectively demonstrated that
MOs and Biopumps can be processed in individual sealed chambers which can then be viably transported by land and air, and are developing
devices to automate and scale up the cost-effective production of Biopumps in local or regional processing centers.

We have produced more than 20,000 Biopumps to date which have demonstrated in the laboratory the capability for sustained production of
therapeutic proteins, including EPO to treat anemia (EPODURE), interferon-alpha (INF-a) to treat various forms of hepatitis INFRADURE) and
Factor VIII clotting protein to treat hemophilia (HEMODURE). Through these programs, we have determined to begin focusing on orphan and rare
diseases where we believe our technology will have the greatest impact. As a result of this focus, we have de-prioritized our INF-o. and Factor VIII
programs as we hone in on orphan and rare disease targets. The in vitro stability and simplicity in handling of the Biopump is a key feature
separating Biopumps’ tissue therapy approach from those of therapies based on individual cells grown in culture. Biopumps use the patient’s own
intact tissue, implanted subcutaneously where it heals in place. This ex vivo transduction and implantation of an intact tissue matrix reduces the
risks of gene therapy by obviating the systemic exposure to the virus, while also allowing the option of excision or ablation if medically necessary.

We believe our Biopump Platform Technology may be best applied to produce an array of other therapeutic proteins and peptides from the
patient’s own dermal tissue in order to treat a wide range of rare and orphan diseases. We believe our personalized approach could replace many
existing protein therapies, which use proteins produced in animal or human fibroblast cells administered by frequent injections over long periods of
time. We are currently in pre-clinical testing with the Biopump in several rare and orphan diseases, and will identify the targets once the IP
applications around the new technology have been applied.



Clinical proof of concept (POC) of the Biopump Platform Technology was reported in a phase V11 study using EPODURE Biopumps that
produced and delivered EPO in patients with CKD to treat their anemia, with interim study results presented by leading nephrologists at major
nephrology conferences in 2010 and 2011. A total of 19 patients were treated in our initial phase I/11 study, with each patient receiving a single
administration of multiple Biopumps of EPODURE at a specified low, medium, or high dose. The EPODURE administered was sufficient to
maintain the patient’s hemoglobin in the range of 9 to 12 g/dl without need for any injections of EPO for more than three months in 14 of the 19
patients, of whom eight remained in range for more than six months, the longest lasting more than three years. We and our advisors believe that the
results in patients treated to date have demonstrated POC and the safety and efficacy of our technology so far in its first application: EPODURE for
treatment of renal anemia associated with end stage renal disease. Based on the results of our phase VII clinical study of the EPODURE Biopump
and our other development and testing efforts for our Biopump Platform Technology, we obtained clearance from the U.S. Food & Drug
Administration (FDA) for our Investigational New Drug (IND) application for a phase II study in the United States of EPODURE in treatment of
anemia in patients on dialysis. However, based upon the previously mentioned in vivo results obtained through the use of a new viral vector and
implantation protocol, we are in the process of amending the original U.S. and Israeli IND applications, and expect to begin this clinical trial in the
first half of 2014.

EPODURE Biopumps for the treatment of anemia have now been processed by our contract manufacturing organization (CMO) in a good
manufacturing practice (GMP)-certified facility in the United States. This marks the first Biopump processing site outside of Israel, and provides us
with a significant ability to scale-up our clinical and commercial capabilities to address global therapeutic areas such as rare and orphan diseases
and anemia. In a key “dry run” test of the production system, tissue micro-organs were obtained and loaded into individual closed processing
chambers in Israel, and then shipped to the U.S. CMO Biopump processing center in California. There, the micro-organs were processed within
their closed systems into fully functioning EPODURE Biopumps, meeting the release criteria for use in human clinical trials in the United States
and demonstrating our capability to support the treatment of patients at remote clinical sites by transporting their Biopumps to and from
strategically-located processing facilities, thereby allowing for multicenter clinical trials and practical commercial implementation.

Based on our growing base of clinical- and pre-clinical results, we continue to seek collaboration with third parties in order to fully develop the
EPODURE product candidate, while focusing on developing and leveraging our core technology in multiple rare and orphan disease areas. Limited
development and commercialization costs, high reimbursement rates, and mandated governmental exclusivity make rare and orphan diseases
attractive areas for a small biotech company. Initial approval/commercialization of our first product is not anticipated before 2017.

We believe that the Biopump Platform Technology has great potential to offer a better treatment alternative to current methods of protein
therapy for rare and orphan diseases (which as stated can often involve years of frequent injections and significant side effects, including
anaphylaxis and antibodies against the exogenous protein or peptide injections). We believe that the Biopump Platform Technology will provide a
wide range of advantages over existing therapies, and appeal/offer many potential benefits to doctors, patients and third-party payers (e.g., Center
for Medicare and Medicaid Services (CMS), medical insurers, etc.), including:

. Improved efficacy and safety due to autologous protein and/or peptide production.
. Elimination of frequent injections.

. Reversible treatment.

. More personalized medicine.

. Greater patient compliance.



The Biopump Platform Technology Process (Anticipated Automated Process)
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Harvesting Patient’s Micro-organs (MOs) — our proprietary device, the DermaVac, is used to extract a small piece of tissue via a form of
needle biopsy from the skin’s lower level — the dermis — of patient under local anesthesia. The DermaVac positions the skin and guides a high-
speed rotating hollow core needle, providing a precise and straightforward removal of the tissue. This procedure is intended to be performed
under local anesthetic. It is minimally-invasive, enabling rapid healing.

Transfer to processing station — after harvesting, the MOs are transferred to a Biopump processing center.

Viral vector fluid — a small amount of fluid containing the appropriate concentration of viral vector, which specific vector has been engineered
to contain the gene necessary for production of a selected protein and to effectively transfer the gene to the nuclei of the cells in the MO
without integrating into the chromosomes. :

and (e) Processing each MO into a Biopump — in the Biopump processing center, MO (d) is processed using the viral vector fluid, whereby the
vector particles transfer the genes into the cells of the MO (transduetion), thereby converting the intact tissue MO into a Biopump
protein/peptide production unit (e). The MOs are transferred at the harvest site in a sealed cassette and transported to local or regional Biopump
processing centers. While processing is-currently performed manually, we plan to develop semi-automated processing stations.

Biopump producing desired protein

Measure daily protein production per Biopump for dosing — protein production levels of the Biopumps are measured to determine the correct
number of Biopumps to implant to deliver the intended aggregate dose to the subject patient.

Washing and release testing — prior to being released for use, the Biopumps undergo a washing protocol to remove most, if not all, of the
residual unabsorbed vector and undergo testing to verify they meet the release criteria for use, generally nine days after harvesting.

Transport to the treatment center — the Biopumps are transported to treatment center for implantation in the patient.
Implantation of the required number of Biopumps — the calculated number of Biopumps are implanted back into the patient where they produce
and deliver the required protein to the subject patient’s body. Additional MOs or Biopumps not implanted in the patient can be cryostored for

future use.

Additional MOs or Biopumps not implanted in the patient can be cryostored for future use.



Proof of Concept of Biopump Platform Technology

The concept of the Biopump has been demonstrated in both the clinic and the laboratory, beginning with the phase I/II clinical trial for our first
product—the EPODURE Biopump—which was conducted in Israel under the regulatory jurisdiction of the Israeli Ministry of Health. This key
study demonstrated that a single administration of a few EPODURE Biopumps could maintain hemoglobin levels in the target range for months in a
majority of patients without raising serum EPO levels above the normal range. The safety and efficacy data from the phase I/II study formed a
major part of our IND application for a study using EPODURE to treat anemia in dialysis patients in the United States, which was cleared by FDA
in mid-2012. The study results from our first EPODURE study in patients showed that tissue Biopumps can provide safe and sustained protein
therapy in patients, and successfully demonstrated the Biopump concept for the first protein - erythropoietin (EPO). The aforementioned data,
coupled with new in vivo SCID mouse data with an improved viral vector and new implantation techniques showing clinically meaningful protein
production for more than six months, have led to our plans of resuming the EPODURE human trial with the new vector and implantation
techniques. Given that Biopump SCID mouse data has historically translated into human efficacy, a replication of the SCID mouse data in the
human clinical trial would provide significant POC for the Biopump platform’s commercial viability (e.g. protein or peptide production for more
than six months). Assuming successful results with the new vector and implantation techniques in our human ERODURE trial we intend to broaden
our current partnering discussions for further development of the EPODURE platform.

Based on the positive data to date in EPODURE, we have initiated several pre-clinical Biopump programs in rare and orphan diseases. These
diseases were identified in markets where the Biopump’s therapeutic and autologous characteristics and sustained protein production, would be
particularly advantageous. Identified markets would include those where the injected therapeutic protein/peptide has a short half-life, or where the
injected protein/peptide elicits a significant immune response, leading to side effects or decreased efficacy. We will identify these new markets for
the Biopump after the new intellectual property (IP) is registered.

EPODURE Biopump for the Treatment of Anemia in CKD and Renal Failure

Our EPODURE Biopump is designed to provide a safer, more reliable, and more cost-effective anemia therapy, which we believe can better
maintain hemoglobin within a defined safe range while also significantly reducing costs. According to a number of recent studies, there are
increased risks of mortality and cardiovascular disease in connection with present EPO therapy, and the FDA has recently issued a Black Box
Warning imposing new limitations on the amounts of EPO used in current anemia therapy. Reflecting these concerns, the FDA has further reduced
the maximum recommended hemoglobin levels in these patients from 12 g/dl to 11 g/dl, effectively reducing the amount of EPO needed to elevate
and maintain hemoglobin in the target range. The FDA is also concerned about the additional risks associated with the excessive peak EPO levels
which typically reach up to 100 times the normal physiological range following each bolus injection of EPO in current anemia therapy. We believe
all these concerns increase the safety advantage potentially offered by EPODURE to maintain hemoglobin levels within a relatively narrow
therapeutic range while also keeping EPO serum levels within the normal range in the patient. We also believe EPODURE usage can improve
patient compliance and quality of life, in addition to potentially reducing the healthcare costs of treating these same patients. This supports the
critical need for a steadier EPO delivery method, which the EPODURE Biopump is designed to address.

Overall Orphan Disease Market and Current Therapeutic Treatment Platform

The worldwide orphan disease market was $52 billion in 2012 and is expected to grow to $82 billion by 2018 (EvaluatePharma). The orphan
disease market is fragmented, with 240 products comprising the $52 billion in 2012 sales. Over the past five years, big pharma companies have
targeted the orphan disease space via licensing and acquisition, booking 70% of overall orphan disease sales following the 2009 acquisition of
Genzyme by Sanofi-Aventis. Several aspects of the orphan disease market that underlie its attractiveness include: 1) High price and reimbursement
of orphan drugs (8200,000-$500,000 per year with seven years of U.S. government-mandated exclusivity); 2) Low development costs and
expedited regulatory review (generally less than 100 patients treated for FDA approval and expedited regulatory pathway versus conventional
drugs); and 3) Attractive commercial model (small sales force (e.g., 60 reps) to drive significant sales and high profit margins due to low operating
costs and high price per dose).



The current standard platform for protein/peptide production and delivery involves a highly complex and capital-intensive manufacturing
process based on large-scale animal cell tissue culture and delivery in the form of frequent injections (due to the short half-life of recombinant
proteins as described below). Protein manufacturing plants generally take several years and substantial capital to build, secure regulatory approvals,
and bring into production. Once produced, the protein is typically distributed to—and stocked in—pharmacies and physicians’ offices and
administered by injection. Injections can be painful and costly, often cause unpleasant and/or dangerous side effects, and require frequent home
healthcare nurse or doctor’s office visits. As a result, treatments based on the administration of serial injections can suffer from poor patient
compliance and therefore not work as intended.

Furthermore, recombinant proteins/peptides are typically metabolized (broken down) by the body very quickly and have a very short
therapeutic life, ranging from a few minutes to a few hours. This means that, for many proteins/peptides, injections need to be taken at least once a
week—and often even more frequently—to maintain necessary concentration in the blood within the therapeutic window, (i.e. above the minimum
level required to be effective). It is widely known in the medical community that, below certain levels, the protein/peptide has no therapeutic effect.
In order to keep protein/peptide levels in the blood above the minimum therapeutic level for as long as possible between injections, large bolus
injections are typicaily administered. Although this can extend the time before the protein/peptide levels in the blood drop below the minimum
therapeutic level (undershoot), it also causes initial levels to rise to many times above the maximum desired level (overshoot). Current therapies
produce extended periods of overshoot, which can cause significant side effects, followed by undershoot, which leaves the patient under treated
until the next injection. In the case of EPO for treating anemia, the overshoot can cause stimulation of the lining of the blood vessels, raising the
risks of hypertension and release of emboli which can lead to stroke.

Competition for Protein Therapy Market

Our industry is subject to rapid and intense technological change. We face, and will continue to face, intense competition from pharmaceutical,
biopharmaceutical and biotechnology companies, as well as numerous academic and research institutions and governmental agencies engaged in
activities related to the treatment of disease based on protein therapeutics, both in the United States and abroad. Some of these competitors may be
pursuing the development of drugs and other therapies that target the same diseases and conditions that we are targeting.

Many of our competitors have financial and other resources substantially greater than ours. In addition, many of these competitors have
significantly greater experience in testing pharmaceutical and other therapeutic products, obtaining FDA and other regulatory approvals of
products, and marketing and selling those products. Accordingly, our competitors may succeed more rapidly than us in obtaining FDA approval for
products and achieving widespread market acceptance. If we obtain necessary regulatory approval and commence significant commercial sales of
our product candidates, we will also be competing with respect to manufacturing efficiency and marketing capabilities, areas in which we have
limited or no commercial-scale experience.

Many existing protein and peptide replacement therapies require frequent dosing of relatively large amounts of protein. Immune responses
reduce the effectiveness of therapy and in some cases result in allergic reactions, some severe and even life-threatening. The Biopump approach
may provide an effective alternative by providing continuous secretion of authentic human peptide/protein glycosylated by the patient’s own cells
and thus more like the patient’s own native protein or peptide. Such proteins/peptides are expected to be less likely to provoke an immune response
in patients — at least in those patients who express non-functional or inadequate concentrations of the molecule of interest. Introduction of a protein
that is foreign to the patient may still provoke an immune response.



There are also new methods for delivering protein from implanted siow-release depots or other devices, through the skin, through inhalation or
through “smart pills” that evade the digestive track. However, these all face the common problem of who will supply the expensive protein to be
delivered, which will still be produced in cells other than the tissue of the patient. Most of the alternatives to bolus injection are aimed at reducing
the traditional patient resistance to injections; however, these alternatives to date do not adequately deal with the challenge of peaks and troughs in
between each administration and the need for high patient compliance over an extended period to sustain therapeutic levels. Longer-lasting versions
of therapeutic protein/peptide have been achieved through alteration of the protein/peptide molecule itself and may offer the potential to reduce the
number of injections, but still require administration every one to two weeks. These longer-lasting versions of proteins remain expensive to produce
and run the risk of prolonging the overdosing period resulting from any given injection. New molecules mimicking the action of proteins have been
approved, providing an inter-injection period of up to four weeks. We believe that the risk of adverse reactions will be reduced by delivering the
natural protein produced by the patient’s own tissue as the Biopump aims to do as compared to delivery of a new molecule attempting to mimic the
action of the natural protein.

We face competition within protein/peptide therapeutics, directly from established competitors using alternative protein manufacturing and
delivery methods for EPO and in many orphan and rare disease areas respectively. We also face potential competition from more conventional
forms of gene therapy if and when any of these become approved and adopted in clinical use. Gene therapy aims to provide or augment inadequate,
nonfunctional or absent proteins that are associated with disease. In vivo gene therapy requires infusion of viral vector into the body. Alternatively,
bone marrow cells may be transduced outside the body and the cells reintroduced after partial bone marrow ablations. These techniques seek to cure
the patient with a single treatment. Repeat-dosing in the event that a patient does not initially receive an adequate response is considered dangerous
at present. Moreover, it is currently impossible to remove or inactivate the gene in the event of an adverse reaction. Novel technologies using drug
regulation of gene expression are being studied, but will be more complex than existing approaches.

The Biopump, in contrast, uses intact tissue at all times, so that the cells in the tissue never leave their natural matrix. Upon re-implantation, the
tissue heals in place, so the cells remain in their matrix. As a result, they do not need to wander to find a place to connect, and remain within the
tissue. In this way, dosing can be reduced or stopped by ablating or removing one or more Biopumps, which are typically implanted about a
millimeter below the skin’s surface in a marked position. In a group of Biopumps prepared from the same patient, the daily protein production rate
is generally very similar between individual Biopumps, and is measured before implantation in the patient so that the total administered daily dose
is known, as is the location of each Biopump. Furthermore, since no viral vector is applied to the patient in treating with Biopumps, we believe that
the patient can be treated multiple times without the risk of developing rejection, unlike direct gene therapies. Biopumps thus address the key
limitations of gene therapies in knowing the dose administered, in the ability to increase or reduce that dose, and most importantly, in being able to
effectively stop the process if needed.

Business Strategy

Our primary strategy is two-fold: 1) Validate the Biopump platform technology with the new viral vector and implantation techniques through
the current human EPODURE trial and partner the asset for further development; 2) Target the Biopump platform to attractive orphan and rare
disease markets which we believe we could then independently develop and commercialize.

We plan to utilize the new viral vectors and implantation procedures for our human EPODURE clinical trials scheduled to begin in the first half
of 2014. Assuming positive clinical results are achieved (i.e. protein production more than 6 months), we will then look to partner the program for
further development. We are currently in discussions with potential partners awaiting the EPODURE clinical data with the new viral vector and
implantation procedures.

In the first quarter of 2014, we have initiated several pre-clinical Biopump programs in orphan and rare diseases. The diseases were identified in
markets where the Biopump’s therapeutic characteristics, autologous and sustained protein production, would create a clinically meaningful
difference for the patient. Identified markets would include those where the injected therapeutic protein or peptide has a short half-life, or where the
injected protein/peptide elicits a significant immune response, leading to significant negative side effects or decreased efficacy. We will identify
these new Biopump markets after the new intellectual property (IP) is registered. In some cases, we will seek orphan drug status from the FDA
and/or the European Medicines Agency (EMA).

The Biopump platform offers significant advantages in obtaining POC data in orphan disease markets including: 1) No significant capital
expenditure to build a protein bioreactor or produce GMP protein for clinical trials; 2) SCID mouse and human tummy-tuck skin models whose
historical results have translated into human efficacy; and 3) Creating the DNA constructs and viral vectors to known orphan disease targets is time
and cost efficient.



Additionally, there are several aspects of the orphan disease market which underlie its attractiveness and would potentially allow us to
independently develop and commercialize in specific orphan markets including: 1) High price and reimbursement of orphan drugs ($200,000-
$500,000 per year with seven years of U.S. government-mandated exclusivity); 2) Low development cost and expedited regulatory review
(generally less than 100 patients treated for FDA approval and expedited regulatory pathway versus conventional drugs); 3) Attractive commercial
model (small sales force (e.g., 60 reps) to drive significant sales and high profit margins due to low operating costs and high price per dose).

In addition to developing new protein applications of the Biopump, we are also working towards practical scale-up and commercial
implementation of Biopump treatment technology. In collaboration with outsourced engineering firms, we have developed a closed chamber system
where each Biopump resides in its own sealed chamber within which it produces protein in a manner similar to the open system used to date. We
have demonstrated and validated that Biopumps produced in the closed chamber are comparable to those processed in the previous open system.
This key step led to the establishment of our first contract manufacturing center for the GMP production of Biopumps in the United States (located
in Sacramento, CA). Prior to this, all of the Biopumps were produced in Israel, which involved manually processing the MOs into Biopump in
GMP quality clean rooms. This approach results in a higher cost of processing as compared to the eventual commercial method anticipated in
which processing is to be performed by semi-automated bioreactors using sealed cassettes. The limited availability of such facilities and the high
levels of expertise required to manually produce Biopumps in accordance with strict GMP standards would limit the practical ability to perform
clinical trials in multiple centers. GMP clean rooms are required to prevent accidental agent introduction and cross contamination and ensure that
accurate results are obtained, This is acceptable for purposes of proving the Biopump concept in early clinical trials, and possibly for rare disease
applications, but for larger clinical trials and commercial implementations, an automated processing system using closed cassettes is being
developed. :

Accordingly, we trained the personnel at the contract manufacturing center to use our proprietary processing chambers and associated devices to
successfully implement the Biopump processing procedure. We demonstrated that this center could process Biopumps from remote sites: skin
dermis micro-organs harvested into the sealed chambers in our plant in Israel were sent to the California processing center using a small battery
powered portable incubator shipped via standard courier, and were correctly processed by the center into successful Biopumps meeting our release
criteria. We believe that the practical demonstration of remote processing from a harvest site 9,000 miles overseas effectively demonstrates that
such centers could service many clinical sites around the United States or elsewhere. The center in California is aimed to support manual GMP
production of Biopumps for use in future U.S. Biopump clinical studies. Additional similar centers could be established in various geographical
locations as needed. We continue to make improvements to the initial design of the chamber and plan to incorporate it into a closed, single-use
cassette for the Biopumps from the patient. The practical implementation of the Biopump system will take advantage of the robustness and stability
of the MOs and Biopumps for practical logistical transport using standard shipping means.

Regulatory Strategy

Our overall regulatory strategy is aligned with our main business strategy of partnering the EPODURE program after successful human clinical
trials with the new viral vector and implantation techniques, and independently developing the Biopump for orphan and rare disease indications.
The general path towards U.S. regulatory approval of a Biopump product is:

1. Select disease condition and protein therapeutic for application for FDA approval

2. Conduct pre-pre-IND (Investigative New Drug application) meeting with FDA to clarify preclinical requirements and outline of the
clinical protocol

3. Collect preclinical data, and pursue either
a. Non-U.S. phase VII: obtain approval by Israeli Ministry of Health, or equivalent in other country

b. U.S. phase VII: present to a pre-IND meeting with FDA, complete IND and obtain FDA clearance to conduct phase
/11 for the selected disease condition

c. In some cases, we will seek orphan drug status from the FDA



4. Conduct the phase I/II study, with some preference in Israel, where our team can provide maximal support

5. Conduct a pre-IND meeting with FDA based on the results of the phase I/II study, to determine what further clinical trials would be
required in the diseases of interest

6. Submit IND for FDA prescribed studies (e.g., phase IVIII3 as an extension of phase I for orphan and rare disease conditions) in the
United States based on data of the phase I/II for the selected disease condition, supportive data from previous Biopump clinical trials,
and preclinical and in vitro data

7. Obtain FDA clearance and proceed to conduct prescribed studies in the United States (and possibly internationally)
8. Submit BLA (Biologic License Application) for product sales

We are currently in step 6 for our first product candidate (EPODURE), having attained clearance from the FDA for a phase II trial in treating
dialysis patients with ESRD in the United States. We believe that the shortest path through regulatory approval for the first Biopump application in
the United States may be for a disease condition that has an orphan drug designation granted by the FDA, particularly a life-threatening disease. In
the United States, the FDA has the authority to grant a special “orphan drug designation” to a drug or biologic product that treats a rare disease or
condition, which orphan designation provides additional rights to approved products as well as requiring smaller clinical trials than for large
indications. Diseases thought to affect less than 200,000 patients in the United States are typically deemed to be rare. As discussed earlier, we are
surrently involved in several pre-clinical studies with the Biopump in orphan diseases in which sustained, autologous protein/peptide production
would offer an advantage.

An initial approval of a Biopump product candidate by the FDA will help establish the safety and efficacy of Biopumps as treatment for chronic
diseases. Biopumps for other disease conditions will still need to prove their safety and effectiveness in a specific clinical indication in order to
obtain future regulatory approval, but we believe the general questions on the safety and practicality of Biopumps as a treatment modality will
become less of an issue at such point.

We are currently focused on seeking FDA approval initially as the U.S. market for therapeutic proteins is the largest. We also believe that the
Biopump offers unique advantages addressing key issues of urgent importance in the U.S. market, such as cost-effectiveness, preventive treatment,
and patient compliance. In preparation for our initial phase I/l EPODURE clinical trial in Israel, we were guided by our regulatory advisors (which
include former FDA officers), in coordination with the FDA’s preclinical department in the design of the requisite preclinical testing for approval of
the trial. The study itself was approved by Israel Ministry of Health, and was performed in adherence with the International Conference on
Harmonization (ICH) E6 Guidance for Clinical Practice. This is an international ethical and scientific standard for designing, conducting, recording
and reporting clinical trials. The guidance defines unified standards for clinical data that will be acceptable to the European Union, Japan and the
United States. We intend to conduct our future trials in such manner as well. It is anticipated that such offshore phase I/II studies will provide
support for the registration process of EPODURE in the United States, which will involve additional clinical trials leading up to approval for sale.

Indeed, the FDA accepted the results of our phase I/Il EPODURE study in patients with CKD in our IND application, which the FDA cleared
for further human clinical studies in the United States in dialysis patients with ESRD disease, a more advanced renal failure than the CKD patients
had in the phase I/II study. Prior to that, we presented our proposed study protocol, together with the scientific and clinical background, to the
National Institutes of Health (NIH)’s Recombinant DNA Advisory Committee (RAC) for its review. RAC unanimously recommended proceeding
with the proposed phase II study.

Our understanding from the FDA is that the Biopump Platform Technology is considered a combination product (being a combination of
biological products and devices), with the primary mode of action being a biologic. This was borne out in the pre-IND meeting we held in August
2012, where the Center for Biologics Evaluation and Research (CBER) division of the FDA led the review of our EPODURE product candidate,
with support from the Center for Devices and Radiological Health (CDRH) for the device aspects of the Biopump product candidate.
Representatives of both CBER and CDRH subsequently reviewed the IND submission and cleared the phase II study in dialysis patients.



EPODURE Biopump Clinical Trials: Anemia in patients with CKD

We began our initial phase /11 trial of EPODURE for the treatment of chronic renal anemia at Hadassah Medical Center in 2008 under approval
of the Ethics Committee of Hadassah Medical Center and the Israel Ministry of Health. In April 2010 we received further approval to add an
additional site of Tel Aviv Sourasky Medical Center to the clinical trial. The study was a phase I/I], open label, dose escalation study, comprising
three EPODURE sustained dosage groups of EPO (approximately 20, 40, and 60 IU/kg/day) for the treatment of anemia in CKD patients (stage
HI - IV), starting with the lowest dose. These dose levels were selected to roughly correspond to the FDA recommended dosing range for injected
EPO from 50 to 150 IU/kg given three times per week, corresponding to 150 - 450 IU/kg per week, or 20 - 60 IU/kg per day.

CKD patients diagnosed as having renal anemia (i.e., having insufficient hemoglobin levels associated with reduced production of EPO by the
failing kidneys) were candidates for the study, whether the patient was already under treatment for the anemia by a regimen of EPO injections (EPO
dependent), or had yet to commence such a treatment (EPO naive). Each patient was treated with a group of his or her own subcutaneously
implanted Biopumps that were measured before treatment to produce the requisite aggregate amount of EPO per day (20, 40, or 60 IU/kg) based on
the patient’s weight. The treatment rationale was that by producing and delivering EPO continuously for a sustained period, Biopumps should help
stabilize the patients” hemoglobin levels, and if the EPODURE Biopump dose was adequate for the patient’s specific needs, the hemoglobin level
would also be maintained in the target range of 10 - 12 g/dl — the range preferred by FDA at the time of the phase I/II study in 2008-12.

Under the approved protocol, ten dermis micro-organs were harvested from each patient by simple needle biopsy performed under local
anesthesia using our proprietary device, the DermaVac, typically from the dermis of the abdomen. These tissues samples underwent a standardized,
reproducible procedure in a GMP cell processing laboratory over the course of two weeks to convert them into EPODURE Biopumps which each
secrete a measured and sustained amount of EPO per day. A group of the patient’s Biopumps which together produce the dose of EPO required by
the protocol was subsequently implanted back into the patient subcutaneously, again under local anesthesia.

The mid dose was administered after submission and approval of a safety report on the first six patients treated at the low dose. Likewise, we
commenced high-dose administration following review of mid-dose data and approval by the IRB of Tel Aviv Medical Center. No related serious
adverse events were reported for any of the treated patients, with the exception of minor, local subcutaneous hematoma (bleeding) seen at the
harvest and implantation sites, as can be expected for any invasive procedures dealing with the skin. The hematoma was generally seen to clear up
within several weeks for all patients treated. In addition, no immune response to the implanted Biopumps was reported. Because the protein
secreted by the implanted Biopumps is the patient’s own naturally-produced human EPO and not a foreign substance, no adverse reaction was
expected, and none has been noted. Evidence that the Biopumps were not rejected by the patients” immune systems is seen in the sustained
elevation and maintenance of hemoglobin levels in most of the patients. All of the patient procedures were well tolerated and no complaints of
discomfort were received.

For the patients who were treated with EPO injections prior to the study, their treating physicians discontinued EPO injections at least four
weeks prior to the day of Biopump implantation, as required in the approved protocol.

In November 2012, the summary results of the completed dose escalation study in CKD patients and initial results of our phase /Il in ESRD
patients were presented at the annual meeting of the American Society of Nephrology. Data summarized from the completed CKD trial indicated
that five of seven patients at the low dose level of 20 IU/kg/day, seven of seven patients at the mid dose level of 40 [U/kg/day, and two of five
patients at the high dose level of 60 IU/kg/day avoided the use of supplemental EPO for three months or longer, and three of seven, five of seven,
and one of five patients (respectively) avoided the use of supplemental EPO for six months or longer. In these treated patients, EPO levels were
quickly elevated by 10-50 mU/ml above baseline with a generally larger net rise attained in proportion to the implanted dose and resulting in an
increase in the number of new red blood cells (reticulocytes). The FDA issued a new guidance in 2011 indicating that hemoglobin should be
maintained below 11 g/dl and high enough to avoid the need for increased transfusions, but not necessarily above 10 g/dl. In view of this new
guidance, we note that the results of the completed study in 19 CKD patients showed that a single EPODURE administration elevated and
maintained Hb levels above 9 g/dl for at least three months in 14 of 19 patients, and for at least six months in nine of them, without need for any
transfusions or EPO injections.

Our proposed EPODURE clinical trial, with the previously discussed new viral vector and new implantation techniques, will seek to replicate
and improve on the results of the phase I/II clinical trial including:



. Reliable preparation of Biopumps processed in sealed chambers;

. Demonstration of hemoglobin maintenance within the new specified range of 9-11 g/di for more than six months from a
single administration in typical patients;

. Avoidance of supraphysiological levels of serum EPO throughout the treatment (except when isolated EPO injections may be
applied to treat a transient incident such as an inflammation or bleed); and

. Requiring fewer interventions during the specified time interval (currently planning for a more than six month duration).

If the proposed clinical study produces the anticipated results, we would look to further develop/commercialize the EPODURE platform with a
strategic partner(s). Details of any subsequent clinical trials will only be determined by the FDA upon review of the results of the data from our
planned clinical study.

Other Clinical Trials and Pre-Clinical Studies

We began an approved study of our INFRADURE Biopump which produces INF-a for the treatment of patients with hepatitis C and treated the
first patient in Israel in 2013. The initial INFRADURE results were consistent with the EPODURE phase I/phase II results and showed a reduction
of 103 from baseline in the hepatitis C virus viral load. This trial did not use the next-generation viral vector or improved implantation techniques to
be used in our forthcoming EPODURE trial. We also obtained an orphan drug status from the FDA for INFRADURE for use in treating patients
with hepatitis D, although we have not yet pursued pre-clinical research in such indication. Development of INFRADURE has been placed on hold
as we focus our resources on: 1) The validation of the Biopump platform through the human EPODURE trial with next generation viral vector and
new implantation techniques; 2) Development of orphan and rare disease applications for the Biopump.

During 2010-2011, we performed pre-clinical studies of our HEMODURE Biopump which produces Factor VIII for the treatment of patients
with hemophilia, in collaboration with Baxter Healthcare, a market leader in the field of hemophilia. We are continuing our pre-clinical work on the
Factor VIII protein.

Intellectual Property

Our goals are to obtain, maintain, and enforce patent and trademark protection for our products, processes, methods, and other proprietary
technologies of the Biopump Platform Technology, and to preserve our trade secrets both in the United States and elsewhere in the world. Our
policy is to actively seek to obtain, where appropriate, the broadest intellectual property protection possible for our Biopump Platform Technology
through a combination of contractual arrangements, trade secrets, patents, and trademarks both in the United States and abroad.

Our ability to compete depends on our ability to maintain and enforce our intellectual property rights and operating without infringing the
intellectual property of others and our ability to enforce our licenses. Our business could be materially harmed and we could be subject to liabilities
because of lawsuits brought by others against our licensors and licensees with whom with have a strategic alliance. We will be able to protect our
technology from unauthorized use by third parties only to the extent it is covered by valid and enforceable patents or is effectively maintained as
rrade secrets. Patents and other proprietary rights are an essential and material element of our business.

Our existing owned and licensed patent portfolio directed to Biopump Platform Technology, and EPODURE currently contains 49 issued and
58 pending patents. Applications for patents and other intellectual property rights capable of being registered have been, and will be, filed in certain
key jurisdictions. As we identify orphan and rare disease targets, we seek protection for the related intellectual property rights in the United States
and other relevant jurisdictions.

Our licensed and owned patent portfolio covers the key elements of the Biopump Platform Technology, ranging from tissue engineering to
device implementation and systematic treatment. Our patent portfolio includes our proprietary dermal genetically modified micro-organ Biopump
Platform Technology which includes the EPODURE Biopump and production, processing, implantation and the tools designed for use in the
Biopump procedure.
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For dermal micro-organs, genetically modified dermal micro-organs and uses thereof, tools for harvesting and implanting dermal micro-
organs/genetically modified dermal micro-organs and use thereof, and tools for producing genetically modified micro-organs for the Biopump
Platform Technology, we have issued patents and pending patent applications in the United States, Australia, Canada, China, Europe (genetically
modified dermal micro-organs and uses thereof is validated in Austria, Belgium, Bulgaria, Switzerland, Cyprus, Czech Republic, Germany,
Estonia, Spain, Finland, France, United Kingdom, Greece, Hungary, Ireland, Italy, Liechtenstein, Luxembourg, Monaco, The Netherlands, Poland,
Portugal, Romania, Sweden, Sweden, Slovakia, Turkey, Albania, Croatia, Lithuania, Latvia and Macedonia; tools for producing genetically
modified micro-organs is validated in France, Germany, Ireland, Luxembourg, Monaco, Netherlands, Switzerland & Liechtenstein, and Great
Britain) Hong Kong, India, Israel, Japan, South Korea and Mexico. The patents issued in the United States for genetically modified dermal micro-
organs and uses thereof will expire between April 2024 and September 2027, depending on the specific claims. The patents issued outside of the
United States for genetically modified dermal micro-organs and uses thereof, tools for harvesting and implanting and tools for producing a
genetically modified micro-organ will expire between November 2022 and September 2027, depending on the specific claims. The expected patent
term is between November 2022 and September 2027 for patent applications pending in the United States and in the rest of the world, depending on
the specific claims. For EPODURE and uses thereof, we have issued patents and pending patent applications in the United States, Australia,
Canada, China, Europe, Hong Kong, India, Israel, Japan and South Korea. Further, we have a pending International Application (PCT) directed to
use of EPODURE for treating anemia. The patents issued in the United States for EPODURE and uses thereof will expire between April 2024 and
September 2027, depending on the specific claims. The patents issued outside of the United States for EPODURE and uses thereof, will expire
between April 2024 and September 2027, depending on the specific claims. The expected patent term is September 2027 for patent applications
pending in the United States. The expected patent term is between April 2024 and September 2027 for patent applications pending in the rest of the
world.

A number of the patents and patent applications pertaining to the Biopump Platform Technology are licensed under an exclusive, worldwide
license from Yissum Research Development Company of the Hebrew University of Jerusalem (Yissum). For micro-organs, genetically modified
micro-organs, and micro-organ technology as described in the Yissum registered patents and pending patent applications, we have an exclusive
license from Yissum under its issued patents and pending patent applications in the United States, Australia, India, Israel, South Korea and
Singapore, covering the composition of matter of genetically modified micro-organs (Australia; Israel; Korea; Singapore), methods of making a
genetically modified micro-organ (India; Israel; Singapore), and methods of use of a genetically modified micro-organ (United States; Australia;
Israel; Singapore). The patent that we licensed from Yissum and issued in the United States for a method of delivering a gene product to a recipient,
which includes the step of implanting a skin micro-organ expressing at least one recombinant gene product, will expire June 24, 2022. The expected
patent term is July 9, 2022 for the patent application we licensed from Yissum, which is pending in the United States for validating a target
candidate therapeutic molecule. The patents we licensed from Yissum and issued outside of the United States for genetically modified micro-
organs, preparation thereof and use thereof, expire October 23, 2021 and June 22, 2020, depending on the specific claims. We have pending patent
applications in Israel for genetically modified micro-organs that, if issued, would expire October 23, 2021.

A number of the patents and patent applications pertaining to Factor VIII variants are licensed under an exclusive, worldwide license from the
University of Michigan. For Factor VIII variants and vectors thereof comprising the Chinese hamster elongation factor 1a promoter described in the
University of Michigan registered patents and pending patent applications, we have an exclusive license within the licensed scope for isolated
nucleic acids encoding Factor VIII variants and vectors thereof, and for recombinant Factor VIII protein variants and methods of production
thereof, from the University of Michigan under its issued patents and pending patent applications in the United States, Europe, Australia, Canada
and Japan. The patents that we licensed from the University of Michigan and issued in the United States for Factor VIII protein variants will expire
between April 2017 and May 2018, depending on the specific claims. The expected patent term is between April 2017 and June 2027 for the patent
applications we licensed from the University of Michigan, which are pending in the United States for Factor VIII variants and vectors thereof,
depending on the claims thereof. The patents that we licensed from the University of Michigan and issued outside of the United States for Factor
VIII variants and vectors thereof expire between April 2017 and June 2027, depending on the specific claims. The patent applications that we
licensed from the University of Michigan and are pending outside of the United States for Factor VIII variants and vectors thereof are expected to
expire between April 2017 and June 2027, depending on the specific claims.

There can be no assurance that the pending applications will result in patents ultimately being issued.

11



We also depend upon the skills, knowledge and experience of our scientific and technical personnel, as well as that of our advisors, consultants
and other contractors, none of which is patentable. To help protect our proprietary knowledge and experience that is not patentable, and for
inventions for which patents may be difficult to enforce, we rely on trade secret protection and confidentiality agreements with our employees,
consultants, vendors, collaborators, advisors, customers and other third parties to protect our interests. To this end, we require all employees,
consultants, advisors and other contractors to enter into confidentiality agreements which prohibit the disclosure of confidential information and,
where applicable, require disclosure and assignment to us of the ideas, developments, discoveries and inventions important to our business. We also
require confidentiality or material transfer agreements from third parties that receive our confidential data or materials. We intend to continue to
take all appropriate steps to protect our intellectual property, including maintaining an active program for patent protection for novel elements in the
development of our products and technology.

Licenses
Yissum license

The licensing arrangements with Yissum formally commenced in 2000 and have since been replaced by the current arrangements prescribed by
a License Agreement, which was entered into on November 23, 2005. The Yissum license is for a term that expires on the later of:

. 20 years from the date of making the first commercial sale of any product utilizing Yissum’s technology under the
Yissum license; and

. the expiration of the last Yissum patent licensed to us, which is expected to be approximately July 2022.

The scope of the Yissum license includes the exploitation of MO and MO technologies in the development and implementation of gene therapy
for use in the prevention, treatment and diagnosis (or curing) of disease and for producing recombinant proteins or nucleic acids for therapeutic
applications. Under the Yissum license, we agreed to pay Yissum the following amounts:

(a) three fixed installments measured by reference to investment made in our company, as follows:

15t installment - $50,000 shall be paid when the cumulative investments in our company by any third party or parties,
from May 23, 2005, amount to at least $3 million which was paid in 2007.

20d jnstallment - Additional $150,000 shall be paid when the cumulative investments in our company by any third party
or parties, from May 23, 2005, amount to at least $12 million which was accrued as of December 31,
2009 and paid in 2010.

3 installment - Additional $200,000 shall be paid when the cumulative investments in our company by any third party

or parties, from May 23, 2005, amount to at least $18 million which was triggered by the closing of our
U.S. IPO and paid in April 2011.

(b) royalties at a rate of 5% of net sales of the product; and
(c) sublicense fees at a rate of 9% of sublicense considerations.
The Yissum license provides that our total aggregate payment of royalties and sublicense fees to Yissum shall not exceed $10,000,000.

We are required to carry out development of the product according to a written plan and timetable approved by our Board and as may be
updated from time to time. Upon completion of development, we are required to perform all actions necessary to seek effective commercialization
and maximize net sales. The Yissum license requires that we reimburse Yissum for the costs and expenses of prosecuting the pending patent
applications and of maintaining all registered patents licensed to us. If, however, for reasonable commercial considerations, we decide that we do
not wish to fund the registration or maintenance of a patent in a certain state or country and Yissum applies for, registers or maintains a patent
covered by the Yissum license in that state or country at its own cost, the patent license with respect to that state or country will revert to Yissum
and be capable of being licensed to a third party or exploited by Yissum. In addition, if the Yissum license ends or is terminated for any reason, all
rights in the Yissum patents will revert to Yissum.
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BCM license

We also have licensed from Baylor College of Medicine (BCM) the non-exclusive right to use technology developed by BCM in producing the
HDAG (gutless adenoviral vector). Under the BCM License, we agreed to pay the following amounts:

(a) a one time, non-refundable license fee of $25,000 which was paid in 2007;

(b) an annual non-refundable maintenance fee of $20,000;

(c) a one-time milestone payment of $75,000 upon FDA clearance or equivalent of clearance for therapeutic use; and
(d) $25,000 upon our execution of any sublicenses in respect of the BCM technology.

The BCM license commenced on January 25, 2007 and was amended on December 19, 2013 (and references collaboration agreements between
us and BCM dated January 25, 2006, April 6, 2006, January 30, 2007, February 4, 2007, January 25, 2010 and October 27, 2013). The BCM license
provides that the commercial use of any invention, product or process derived from research materials used in the collaboration thereunder will also
be subject to the BCM license. The BCM license expires on the first date following the tenth anniversary of our first commercial sale of products
incorporating the BCM licensed technology. After the BCM license expires, we will have a perpetual, non-exclusive, royalty free license to the
licensed BCM technology. If we fail to make the payments due or otherwise breach our obligations under the BCM license agreement, BCM would
have the right to terminate the BCM license agreement. If the BCM license is terminated, the rights to the licensed technology (except our
developed technology) will revert to BCM.

University of Michigan license

We have entered into a worldwide licensing agreement of certain patents relating to nucleic acid sequences encoding variants of Factor VIII for
use in ex vivo introduction of genes into cells or tissue intended to be administered to subjects for therapeutic use through a license granted by
University of Michigan. The University of Michigan license contains an annual license fee, milestone payments, royalties and sublicense fees as
follows:

(a) an initial license fee of $25,000 payable to University of Michigan;

(b) an annual license fee in arrears of $10,000 rising to $50,000 following the grant by us of a sublicense or (if sooner) from the sixth
anniversary of the license agreement (such annual license fee may be creditable in full against any royalties and/or sublicense fees due during the
prior twelve month period on which the annual license fee accrues);

(c) staged milestone payments of $750,000 (in aggregate), of which $400,000 will be creditable against royalties;

(d) royalties at an initial rate of 5% of net sales, reducing by a percentage point at predetermined thresholds to 2% upon cumulative net sales
exceeding $50 million; and

(e) sublicense fees at an initial rate of 6% of sublicensing revenues, reducing by a percentage point at predetermined thresholds to 4% upon
cumulative sublicensing revenues exceeding $50 million.

The University of Michigan license expires upon the expiration of the last patent licensed to expire, which is expected to be approximately June
29, 2027.

We are required to use commercially reasonable efforts to bring a product utilizing one or more of the licensed patents to market to commercial
use through a commercially reasonable and diligent program and to continue active, diligent efforts during the term of the University of Michigan
license. As part of such diligence we are required to achieve specified commercialization and research and development milestones within specified
dates. If we fail to achieve any such milestone, we may extend the deadline for such milestone for a period of up to six months for each milestone,
subject to payment of $5,000 per month. If we fail to meet such extended deadline, the University of Michigan may either terminate the license or
convert license thereunder to non-exclusive.
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The University of Michigan license also requires that we reimburse the University of Michigan for a pro-rated portion (currently 50%) of the
costs and expenses of prosecuting the pending patent applications and of maintaining all registered patents licensed to us. If we fail to make the
payments due or otherwise breach our obligations under the University of Michigan license, the University of Michigan would have the right to
terminate the license and our right to use the patents would end.

Trademarks

Certain names utilized for our products and tools are the subject of trademark applications in certain jurisdictions, though the final choice of
name for products and tools has not yet been made and will be subject to marketing considerations and other factors. We have filed applications for
BIOPUMP trademark in foreign countries. BIOPUMP is registered in Australia, China, Israel, New Zealand, the European Union, South Korea,
Norway and Russia in the framework of an International Trademark Registration as well as in Hong Kong and Mexico. BIOPUMP trademark
applications are currently pending in Brazil, India and Canada, as well as in the United States. There can be no assurance that a third party will not
oppose any registration, that the respective Trademark Offices will issue a registration certificate or that we will otherwise be successful in
perfecting trademark rights for the marks in the United States or in foreign countries, the results of any of which would likely have a material
adverse effect on our company. We do not currently have trademark applications in any jurisdiction for EPODURE, INFRADURE, HEMODURE
or DermaVac. We had been contacted by a third party regarding the use of that party’s Biopump trademark which we believe is inapplicable to our
use and registration of the mark BIOPUMP and communicated this to the said third party. We have now received said party’s consent to the use and
registration of our BIOPUMP trademark in Israel.

Government Regulation
General

The production, distribution, and marketing of products employing our technology, and our development activities, are subject to extensive
governmental regulation in the United States and in other countries. In the United States, our products are regulated as biologics and medical
devices and are subject to the Federal Food, Drug, and Cosmetic Act, as amended, and the regulations of the FDA, as well as to other federal, state,
and local statutes and regulations. These laws, and similar laws outside the United States, govern the clinical and preclinical testing, manufacture,
safety, effectiveness, approval, labeling, distribution, sale, import, export, storage, record-keeping, reporting, advertising, and promotion of our
products. Product development and approval within this regulatory framework, if successful, will take many years and involve the expenditure of
substantial resources. Violations of regulatory requirements at any stage may result in various adverse consequences, including the FDA’s and other
health authorities’ delay in approving or refusal to approve a product. Violations of regulatory requirements also may result in enforcement actions.

The following paragraphs provide further information on certain legal and regulatory issues with a particular potential to affect our operations
or future marketing of products employing our technology.

Research, Development, and Product Approval Process in the United States

We believe that the FDA will consider the Biopump Platform Technology a combination product because it combines two regulated
components: a medical device and a biological product. The FDA regulatory center that has primary jurisdiction over a combination product is
determined by the combination product’s “primary mode of action,” i.e., the single mode of action that provides the most important therapeutic
action. We believe the most important therapeutic action is provided by the biological product(s), which would result in the FDA’s Center for
Biologics Evaluation and Research (CBER) leading the review of our product, with consultation from the Center for Devices and Radiological
Health (CDRH) for the device aspects of the Biopump product. We also believe combination products like the Biopump Platform Technology are
likely to be evaluated under a biological license application (BLA) if and when it is submitted for approval, although it is possible that the FDA
might require a different approach. At this time, we believe that it is likely the research, development, and approval process for our product is likely
to take a path that is usually followed for therapeutic biclogicals.

The research, development, and approval process in the United States is intensive and rigorous and generally takes many years to complete.

Also, there is no guarantee that a product approval will ultimately be obtained. The typical process required by the FDA before a therapeutic
biological may be marketed in the United States includes:
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¢  Preclinical laboratory and animal tests performed, usually in compliance with FDA’s Good Laboratory Practices (GLP)
regulations;

¢ Submissions to the FDA of an IND application, which must become effective before clinical trials may commence in the United
States;

¢  Clinical studies to evaluate the drug’s safety and effectiveness for its intended uses under the IND;

o FDA review of whether the facility in which the product is manufactured, processed, packed, or held meets standards designed to
assure the product’s continued quality;

o  Submission of a marketing application to the FDA; and
e  Approval of the marketing application by the FDA.

During preclinical testing, laboratory studies are performed with the product candidate. Biological testing is typically done in animal models to
demonstrate the activity of the compound against the targeted disease or condition and to assess the effects of the new product candidate on various
organ systems, as well as its relative therapeutic effectiveness and safety. These studies must generally meet GLP requirements to be considered
valid by the FDA. .

An IND application must be submitted to the FDA and become effective before studies in humans (i.e., clinical trials) in the United States may
commence. The FDA will consider, among other things, the safety of allowing studies proposed under the IND to proceed. Support for the IND can
include preclinical study results as well as relevant human experience. Some human experience might be provided from foreign clinical trials that
were not conducted under an IND. The FDA will accept as possible support for an IND a well-designed and well-conducted foreign clinical trial if
(1) it was conducted in accordance with good clinical practices (GCP), including review and approval (or provision of a favorable opinion) by an
independent ethics committee (IEC) before initiating a study, continuing review of an ongoing study by an IEC, and compliance with informed
consent principles, and (2) FDA is able to validate the data from the study through an onsite inspection if the agency deems it necessary. In some
cases, we may apply for orphan drug status from the FDA and/or EMA in order to secure additional exclusivity and tax benefits.

In the case of products for certain serious or life-threatening diseases, the initial human testing is sometimes done in patients with the disease
rather than in healthy volunteers. Because these patients are already afflicted with the target disease or condition, it is possible that such studies will
also provide results traditionally obtained in phase II studies. These studies are often referred to as “phase I/II” studies. However even if patients
participate in initial human testing and a phase I/l study is conducted, the sponsor is still responsible for obtaining all the data usually obtained in
both phase I and phase II studies.

U.S. law requires that studies conducted to support approval for product marketing be “adequate and well controlled.” Usually this means,
among other things, that either a placebo or a product already approved for the treatment of the disease or condition under study must be used as a
reference control, although other kinds of controls are sometimes used. Studies must also be conducted in compliance with GCP requirements,
including informed consent and Institutional Review Board (IRB) requirements. In addition, with certain exceptions, sponsors of clinical trials are
required to register clinical trials, and disclose clinical trial information, for posting on the publicly-available clinicaltrials.gov website.

The clinical trial process can potentially take several years to complete. Also, the FDA may prevent clinical trials from beginning or may place
clinical trials on hold at any point in this process if, among other reasons, it concludes that study subjects are being exposed to an unacceptable
health risk. Trials in the United States involving human subjects are also subject to advance approval and oversight IRBs, which have the authority
to request modifications to a clinical trial protocol and to suspend or terminate its approval of a protocol if a clinical trial is not being conducted in
accordance with the IRB’s requirements or where there is unexpected serious harm to subjects. Side effects or adverse events that are reported
during clinical trials can potentially delay, impede, or prevent continued research and development.

Also, the FDA places certain restrictions on the use of foreign clinical data that are intended to be relied on as the sole basis for approval. A
marketing application based solely on foreign clinical data meeting U.S. criteria for marketing approval may be approved only if (1) the foreign
data are applicable to the U.S. population and U.S. medical practice; (2) the studies have been performed by clinical investigators of recognized
competence; and (3) the data may be cons