L2 Bio White Paper on Stem Cell Banking
Process and Quality

Stem cell quality is a crucial factor in stem cell research and
applications and is the highest priority of L2 Bio. Ensuring the
quality of stem cells is essential for their safe and effective use
in various fields, including regenerative medicine and drug
discovery. Several studies have addressed the issue of stem
cell quality and have proposed different approaches to assess
and improve it. L2 Bio works with the top professionals in the
industry and uses state of the art FDA and GMP compliant
processes to ensure the production of better and safer Stem
Cells for their immediate use and for years to come. L2 Bio cells
are a safer option to the millions of people who seek out Stem Cell treatments in
countries that lack the rigorous standard of the United States FDA.

LIVE LONGER

To ensure better quality of adipose derived mesenchymal stem cells (AD-MSCs) during
the expansion or culture process, we incorporate specific measures into their standard
operating procedures (SOPs). These measures aim to optimize culture conditions,
enhance cell proliferation, maintain cell characteristics, and minimize the risk of
contamination. By implementing these strategies, L2 Bio can improve the quality and
consistency of MSCs for various applications in regenerative medicine and research.
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and maintain cell characteristics. The L2 Bio process and all
affiliated CMO Lab relationships do not use fetal bovine
serum (FBS) or any such media that does not normally exist
in the human body. Much of our process is proprietary and
considered intellectual property and cannot be shared here
in its exact formulation. However, what we can talk about is
the basic media formulations used to supplement the culture
process.




The use of FBS raises concerns about potential contamination and batch-to-batch
variability. To address these issues, we choose to use serum-free or xeno-free media
formulations, which eliminate the risk of contamination and ensure consistency in MSC
culture. The inclusion of serum-free or xeno-free media in SOPs can contribute to
better MSC quality and reduce the risk of introducing unknown factors into the culture
system.

Another area where we are more advanced is Cryopreservation. There are common
methods known to preserve stem cells for future use. Xie et al. (2022). It is important
not to damage cells during the Cryopreservation process. During Cryopreservation we
have implemented specific quality control parameters to be assessed during the
process such as an even slower freeze time, not utilizing vials over 2 ml in volume, and
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live, viable. Manufacturing, clinical-grade stem
cell. This study Xie et al. (2022) emphasizes the
significance of preventing cryodamage ensuring
the quality of cryopreserved stem cells. However,
we have made a tremendous advancement in
Cryopreservation utilizing a DMSO-free special
“sugar water” allowing the L2 Bio stem cell
O VT product to be stored in a -20c environment losing

o - e e only 1% of its thawed viability compared to a vial
s ] o of stem cells being stored in a minus 85 degree
centigrade environment. This not only contributes
to the convenience of the administering physician
but it means that a doctor does not have to spend
thousands of dollars on a minus 85 centigrade
cryo-freezer. If a doctor does not have a minus 85
degree centigrade cryo-freezer and a patient has
to cancel their treatment date, the patients MSCs
can be stored in a common refrigerator freezer
compartment for up to 30 days.
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Our SOPs implement strict
quality control measures to
ensure the purity and identity
of MSCs during the expansion
process. These measures
include regular monitoring of
cell morphology, growth rate,
and surface marker
expression. Flow cytometry
analysis is commonly used
through the process to assess
the expression of MSC-specific
markers. We can’t disclose
some of the specific markers
as this is part of “secret
sauce” and we believe why L2
Bio’s stem cells are so

Figure 3- Attached is one example of the long list of SOPs of L2 Bio's internal
extensive infectious disease testing requirements not required by the FDA for
Autologous Stem Cells but part of L2’s commitment to safety, and excellence.
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healthy. We monitor our cells to ensure that they contain certain markers that are
considered normal and healthy, and we make sure they are in abundance. By regularly
monitoring these parameters, L2 Bio and our partners can be ensured that the
expanded cells maintain their MSC characteristics and are free from contamination or

phenotypic changes.

To minimize the risk of contamination, we also incorporate aseptic techniques and
stringent cleaning procedures into their SOPs. This includes working in a clean room
under laminar flow hood when sterility is essential, using sterile equipment and
reagents, and regularly disinfecting the culture area. Additionally, we implement
unannounced random spot and regular testing for mycoplasma contamination to
ensure the integrity of the MSC cultures. These measures help to maintain a controlled
and sterile environment, reducing the risk of introducing contaminants that could
compromise the quality of the MSCs.

L2 Bio offers an HLA Type test option to match stem cells grown from L2 Bio donors to
blood relatives. This is important because HLA compatibility is essential for successful
stem cell transplantation. L2 Bio's HLA Type test can be used to identify blood relatives
who are a good match for stem cell transplantation, even if they are not in the same

location as the patient.

Stem cells grown from L2 Bio donors can be used for current or future treatments in
blood relatives to address the same conditions that are being studied in clinical trials




today in the USA, or for treatments overseas for where such medical tourism is legal.
HLA typed stem cells also can be used for safer research to companies engaged in FDA
Approved Clinical Trials in the USA. This means that patients may have access to stem
cell therapy for their condition, even if it is not yet available in their country or if they
are not eligible for a clinical trial.

Here are some examples of how L2 Bio's HLA Type testing and stem cell therapy can
be used to benefit families:

e« A mother or father may be able to
—— protect their children’s future by having
iy o their HLA type tested and by storing stem
e L5 || e cells as a first-degree relative donor. If one

e of their children develops a condition that
can be treated with stem cell therapy, the
family will already have a matched donor
ready.
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e Asonor daughter may be able to offer
stem cells to their parents, or other
matched relatives with little to no chance of
rejection. This could be a lifesaver for
patients with conditions such as leukemia,
lymphoma, and sickle cell anemia.

L2 Bio is committed to making stem cell
therapy more accessible and affordable for
everyone. By offering HLA Type testing and stem cell storage, L2 Bio is helping families
to protect their loved ones and give them hope for the future.

All laboratories add various measures to their standard operating procedures (SOPs) to
ensure better quality of MSCs during the expansion or culture process, but not all labs
are created equal. We at L2 Bio are constantly looking at our SOPs and new ways to
improve and optimizing culture conditions, using serum-free or xeno-free media
formulations, implementing strict quality control measures, and maintaining aseptic
techniques. By following these SOPs, we can enhance MSC proliferation, maintain cell
characteristics, minimize the risk of contamination, and improve the overall quality and
consistency of MSCs for regenerative medicine and research applications.
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