CellCor MSC CD AOF

First-in-Class Animal Origin Free Chemically Defined Media for the hMSC

Scope

Superiority

MSC CD AOF

Application

competitiveness

Distributed by:

CliniSciences Group

¢ Mass production, research and drug development of MSC

¢ Convenience for culture (ready to use)
? No Coating material or supplement
@ Superior Proliferation

¢ Adipose derived MSC

¢ Bone marrow derived MSC
¢ Umibilical cord derived MSC
¢ Various origin MSC

¢ Stability of cell
¢ Safety, homogeneity
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CellCor MSC CD AOF | mesenchymal Stem Cell

Comparison of culture test with FBS and Commercial Medium

Distributed by:

CliniSciences Group

Proliferation Cell Viability
~
Test Methods Test Methods
- Test conducted to validate the media’s proliferation - Measure population doubling time (PDT) - AO°DAPI - Viability is measured by the ratio of total cells stained
rate (Acridine Orange®4’-6-Diamidino-2-phenylindole) with AO and non-viable cells stained with DAPI.
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Experimental Method: 1x10° cells /25 T flask seeding, Sub-culture at 85-90% confluency conditions
Measuring and analyzing instrument: NC-250

The proliferation rate of MSCs cultured with CellCor CD AOF was faster and more stable across the field
compared to fetal bovine serum, serum-free media, and our CellCor CD. In addition, the cumulative number of
cells obtained was significantly higher for MSCs cultured with CellCor CD AOF (Donor N=3 or more).
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Experimental Method: 1x10° cells /25 T flask seeding, Sub-culture at 85-90% confluency conditions
Measuring and analyzing instrument: NC-250

All mesenchymal stem cells cultured with fetal bovine serum, serum-free medium, CellCor CD, and CellCor CD
AOF were confirmed to have stable survival rates across all passages (Donor N=3 or more).
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CellCor MSC CD AOF | mesenchymal Stem Cell

Distributed by:

Comparison of culture test with FBS and Commercial Medium L,
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|'_ISpecific Marker rlDifferentiation
. ; N ™
Test ' Methods Test and Methods
- Purity (CD14, CD34, CD45) - Purity < 2% - Adipogenesis : Oil red O Staining
- Identity (CD73, CD90, CD105) - Identity > 95% - Chondrogenesis : Alcian blue Staining
- Immunogenicity (HLA-DR) - Immunogenicity < 2% - Osteogenesis : Alizarin red S Staining
< Cell surface marker >
Surface marker CellCor CD AOF CellCor CD FBS media Commercial A
CD14 0.5 0.2 0.7 103
Purity (%) CD34 0.7 1.7 129 2.8
CD45 0.6 0 0.7 0.9 ;
CD73 100 100 100 99.9 5
Identity (%) CD90 100 100 99.9 99.9 i%
CD105 100 99.7 99.1 99.2 E
Immunogenicity (%) HLA-DR 1.0 17 0.9 3.1 >
Experimental Method:
e 1x10° cells/25 T flask seeding Experimental Method:
*  Analysis after 1 hour of staining with CD marker antibody «  Adipogenesis: 2.1x105 cells/12 well, Staining after 2 weeks of differentiation with StemPro™ Adipogenesis Differentiation Kit
¢ Measurement and analysis instrument: Flow Cytometry * Chondrogenesis: 2.1x10* cells/12 well, Staining after 2 weeks of differentiation with DMEM(High)+Ascorbic acid

+Dexamethasone + TGF-B
+  Osteogenesis: 2.1x10* cells/12 well, Staining after 4 weeks of differentiation with StemPro™ Osteogenesis Differentiation Kit

Measuring and analysis instrument: NIKON TS2 microscope

When differentiated into Adipogenesis (adipocyte differentiation), Chondrogenesis (chondroblast differentiation),
and Osteogenesis (osteoblast differentiation), respectively, after culturing ADSC with CellCor CD AOF, CellCor CD,
fetal bovine serum, and serum-free medium, it was confirmed that ADSC differentiation ability was stably

maintained compared to fetal bovine and serum-free medium (Donor N=3, passage 7).
\ 4\ 3

The surface markers were compared through flow cytometry after culturing ADSC with CellCor CD AOF, CellCor
CD, fetal bovine serum, and serum-free medium. Specific surface markers that cultured with CellCor CD AOF
were confirmed to be significantly maintained compared to other media (Donor N=3 or more, passage 10).
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CellCor MSC CD AOF | mesenchymal Stem Cell

Comparison of culture test with FBS and Commercial Medium
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.

Senescence
! I
Test ~ Methods
- Test that validates changes in cell senescence post sub-culture . - Identify dyed senescent cells to measure the amount of senescent cells
< Cell size > < Stain ) < Senescence gene expression )
CellCor CD AOF
20- -¥— CellCor CD AOF MYOCD
=3 —4— CellCor CD Senescence 20- "
= - Commercial A i
s -~ FBS media | 151
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Passage
. . . 5 .
*  Experimental Method: 1x10°5 cells/25 T flask seeding, Sub- * Experimental Method: 3.8x10* cells/6-well seeding, After 3 days, staining with X-gal reagent, Experlt:nentatl KI;‘;ZOCI' dlx;fr) P?:?ﬁii T:Igsokofsedmg, After 3
culture at 85-90% confluency conditions absorbance measured at 405nm (**p < 0.01) . Mays, a'lrves d Iarl q' t t: P .tSt dio Real-Ti
¢ Measuring and analyzing instrument: NC-250 ¢ Measuring and analyzing instrument: Microscope, Microplate reader Pgssurmg and analyzing instrument: QuantStudio Real-Time
ADSC cultured with CellCor CD AOF showed the lowest senescence ( Donor N=3, passage 7)
4
d
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CellCor MSC CD AOF | mesenchymal Stem Cell

Comparison of culture test with FBS and Commercial Medium

I'_IAnimaI/Serum Derivative ldentification Test

~
Test Methods
- Animal-derived serum (Neu5Gc) Identification - Molecular Analysis of Neu5Gc Found in Mammals
- Human-derived serum (BDKRB1) Identification - Identify BDKRB1 gene expression, a human-derived

serum marker

<Anima|—derived serum (Neu5Gc) Identification> (Human-derived serum (BDKRB1) Identification)
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Experimental Method: Measured after 1 hour of staining with  Experimental Method: 1x10° cells/25 T flask seeding/3 days
Neu5Gc antibody on mesenchymal stem cells cultured in later mesenchymal stem cell harvest, qRT-PCR (*** p<0.001)
their respective culture media.

Measurement and analysis instrument: Flow cytometry Measurement and analyzer: QuantStudio Real-Time PCR

We checked animal-derived serum components and human-derived serum components in CellCor CD AOF and
CellCor CD, fetal bovine serum, and serum-free media. We confirmed that CellCor CD AOF and CellCor CD media
do not contain animal- or human-derived components (Donor N=3, passage 5).
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rlGenetic Stability Comparison Test

Vs

Test Methods
- Identify genetic mutations and abnormal DNA - Staining of mesenchymal cells to determine number
regulation during cell division and morphology

C Karyotype >

CellCor CD AOF CellCor CD FBS media Commercial A
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Experimental method: 1x10°5 cells/25 T flask seeding/staining of chromosomes of metaphase cells to check for abnormal
mutations such as checking the shape, number, and arrangement of chromosomes.

Measuring and analyzing equipment: Request for Gendix analysis

We confirmed less difference in karyotype between lots in CellCor CD AOF and CellCor CD, Commercial A
compared to MSC cultured in FBS media (Donor N=2, passage 7).
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I'_ICeII Self-Renewal

CellCor MSC CD AOF | mesenchymal Stem Cell

Comparison of culture test with FBS and Commercial Medium
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rlCeII Tumorigenicity

a : N : N

Test - Methods Test - Methods
- Identify Colony Forming assay . - Cationic dye, crystal violet, stains negatively charged - Telomerase Reverse Transcriptase (TERT) ' - Sandwich ELISA assay for the quantitative

DNA, proteins, etc. in the cell purple Quantitative Test measurement of Telomerase Reverse Transcriptase

3 " (450 nm)

< Colony Forming assay ) < TERT assay >
DAY 14
TERT

Cellcor CD AOF || Cellcor CD AOF

Cellcor CD FBS media Commercial A

Experimental method: 3x102 cells/6 wells seeding/2 day medium change/2 weeks later staining with crystal violet

Measurement and analysis instrument: camera shooting

A colony forming assay was performed to determine self-renewal capacity after culturing ADSCs with CellCor CD
AOF and CellCor CD, fetal bovine serum, and serum-free media. The highest self-renewal capacity was observed

in ADSCs cultured with CellCor CD AOF.
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0.054
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o
o
<

CellCor CD AOF CellCor CD FBS media Commercial A

Experimental Methods: Quantitative determination of Telomerase Reverse Transcriptase (450 nm) using culture medium
after incubation of cells with each medium. (*p < 0.05, ***p < 0.001)

Measurement and analysis equipment: Microplate reader

A quantitative TERT assay was performed to determine the tumorigenicity of ADSCs cultured with CellCor CD
AOF and CellCor CD, fetal bovine serum, and serum-free media. TERT expression was highest in ADSCs cultured
with fetal bovine serum and lowest when cultured with CellCor CD AOF (N=3, passage 4).
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CellCor MSC CD AOF | mesenchymal Stem Cell

Comparison of culture test with FBS and Commercial Medium

I'_lGenetic Stability

Distributed by:
CliniSciences Group

A
XCELL

-
Test Methods

- ldentify STR profile

< STR profile >

Sample % Match Interpretation

1. A90 FBS P2 2. A90 FBS P7 100% Related
(Same donor)

3. A90 CommercialAP2 | 4. A90 StemPro P7 100% Related
(Same donor)

5.A90 CDP2 6. A90 CD P7 100% Related
(Same donor)

7. A90 AOF P2 8. A90 AOF P7 100% Related
(Same donor)

Experimental method: After genomic DNA extraction, STR locus amplification by PCR and STR pattern analysis

Measurement and analysis instrument: Applied biosystems simpliAmp PCR cycler, Applied biosystems 3730XL DNA analyzer

According to STR analysis, it was confirmed that the STR pattern was not altered even after culturing for 5 passages in all 4
types of media (Donor N=2, passages 2, 7).

\

- Analyze whether STR differences occur due to medium.
- BIONICS outsourcing service

Sample Sample Sample Sample
AOF cb FBS Commercial A Result

Marker Allele Allele Allele Allele
D8S1179 1112 1112 1112 1112

D21S11 30 30 30 30

D75820 10 12 10 12 10 12 10 12
CSF1PO 910 910 910 910
D351358 1517 1517 1517 1517

THO1 637839 637839 637839 637839
D13S317 1112 1112 1112 1112
D16S539 910 910 910 910

Comparison

D251338 17 23 17 23 17 23 17 23
D195433 14 14 14 14

Vwa 14 17 14 17 14 17 14 17

TPOX 811 8 11 8 11 8 11
D18S51 14 14 14 14

AMEL XY XY XY XY
D55818 891213 891213 891213 891213

FGA 22 23 2422 22 23 2422 2223242 2223242

I~
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Comparison of culture test with FBS and Commercial Medium

I'_ICeII Culture Coating Verification Test

e i )
 Methods
Test | Verify th ber of cell ired
« Veri e number of cells acquire
- Verify Cell Proliferation. 1 y q
< Cell Morphology > < Acquired Cell Number >
CellCor™ MSC CD AOF
Non-coating Fibronectin ‘ Laminin Vitronectin - Reagent A * %
k%
1.0x108 - —_
I —_
o 8.0x105 —_—
©
Q 5
45 6.0x10° 1
]
O 4.0x105
g
Commercial A Z 2 05105 4
Non-coating Reagent B
4 TR 1] T T T T
Non-coating Fibronectin  Laminin  Vitronectin  Reagent A Non-coating Reagent B
CellCor MSC CD AOF Commercial A
X4
Experimental Method : 1x10° cells/25 T flasks seeded and sub-cultured after 72 hours to determine cell number (*** p<0.001)
X20
Measurement and analyzer : Nikon TS2 Microscope, Chemometec NC-250
We tested for cell culture with CellCor MSC CD AOF and Commercial A media. The Commercial A showed a difference in cell culture with and without coating, but CellCor MSC CD AOF worked well for cell culture regardless of coating
(N=2, passage 4).
\ v
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CellCor MSC CD AOF | mesenchymal Stem Cell

Comparison of culture test with FBS and Commercial Medium

Gene expression analysis and functional validation

A
XCELL

Distributed by:

Vs

N

Test ;
- Analysis of senescence related gene expression

Methods

- Identify of expression of senescence-related genes

' IGFBP5 (Insulin-like growth factor binding protein 5)
- and Endoglin

< Senescence-related gene expression )

IGFBP5 Endoglin
1.5 1.5-
*kk
1.0 1.0
o o
4 4
0.5 0.5

0.0 0.
CeIICor'CD AOF CeIIC'or CD FBS media CellCor CD AOF CellCor CD FBS media

Commercial A

Commercial A

Experimental Method: 1x10° cells/25 T flasks seeding/3 days later mesenchymal stem cell harvest, qRT-PCR confirmation,
(*p <0.01, ***p < 0.001)
Measurement and analyzer: QuantStudio Real-Time PCR

Senescence-related gene expression was highest in culture with fetal bovine serum medium and it showed lower
expression in mesenchymal stem cells cultured with CellCor CD AOF (Donor N=3, passage 7).

Methods
- Identify of expression of apoptosis-related gene GOG1

Test ;
- Analysis of apoptosis related gene expression.

< Apoptosis-related gene expression >

G0G1

1.51

CellCor CD AOF CellCor CD FBS media Commercial A

Experimental Method: 1x10° cells/25 T flasks seeding/3 days later mesenchymal stem cell harvest, qRT-PCR confirmation,
(***p < 0.001)
Measurement and analyzer: QuantStudio Real-Time PCR

Apoptosis-related gene expression was highest in culture with fetal bovine serum medium and it showed lower
expression in mesenchymal stem cells cultured with CellCor CD AOF (Donor N=3, passage 7).

CliniSciences Group
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CellCor MSC CD AOF | mesenchymal Stem Cell

Comparison of culture test with FBS and Commercial Medium

Gene expression analysis and functional validation

Vs

.

Test Methods

- ldentify expression of immune response-related
genes CXCL12 (C-X-C motif chemokine 12), PTX3

3 (Pentraxin 3)

- Analyze immune response-related genes i

( Immune response related gene expression )

CXCL12 PTX3
1.54 1.54
Fkk
*kk

1.04 1.04
o o
o o

0.5 0.5

*

0.0 0.0
CellCor CD AOF CellCor CD CellCor CD AOF CellCor CD

FBS media

Commercial A FBS media Commercial A

Experimental Method: 1x10° cells/25 T flasks seeding/3 days later mesenchymal stem cell harvest, qRT-PCR confirmation,
(*p < 0.05, ***p < 0.001)
Measurement and analyzer: QuantStudio Real-Time PCR

Immune response-related gene expression was highest in culture with fetal bovine serum medium and it showed
lower expression in mesenchymal stem cells cultured with CellCor CD AOF (Donor N=3, passage 7).

A
XCELL
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Test . Methods

. Analyze inflammatory response-related genes . - ldentify expression of inflammatory response-related genes
. TNFRSF11B (tumor necrosis factor receptor superfamily

" member 11b) ,CSF1 (colony-stimulating factor 1).

<Inf|ammatory response related gene expression)

TNFRSF11B CSF1
1.5 1.5
*kk
1.0 1.0
o o
@ @
0.5 0.5

0.0
CellCor CD AOF CellCor CD FBS media Commercial A

0.0 T T T
CellCor CD AOF CellCor CD FBS media Commercial A

Experimental Method: 1x10° cells/25 T flasks seeding/3 days later mesenchymal stem cell harvest, qRT-PCR confirmation,
(*p < 0.05, ***p < 0.001)
Measurement and analyzer: QuantStudio Real-Time PCR

Inflammatory response-related gene expression was highest in culture with fetal bovine serum medium and it
showed lower expression in mesenchymal stem cells cultured with CellCor CD AOF (Donor N=3, passage 7).

_/

CliniSciences Group

10


Fatima
Stamp



CellCor MSC CD AOF

Comparison of culture test with FBS and Commercial Medium

Protein expression analysis and functional validation

A
XCELL

Distributed by:

CliniSciences Group

Vs

Methods

- Identify expression of apoptosis-related proteins filamin A
and STATA1 (signal transduction and activator of
transcription 1)

Test 3

- Apoptosis-related protein analysis

< Apoptosis-related protein analysis )

Filamin A
1.5
c
o
(2]
< ¢ 1.0
© o
-g é
£ 2 0s
w = U
o a 4 € ©
< Qo o 8 &
- — Filamin A 00
(280kDa) "~ CellCor CD AOF CellCor CD  FBS media Commercial A
STAT1
e — — et (83-87kDa) STAT1
GAPDH 1.5q
—
— (38kDa) c
g
$ 1.0
<
x
(]
[
2 0.54
&
[0
[

00 CellCor CD AOF CellCor CD FBS media Commercial A
Experimental Method: 1x10° cells/25 T flasks seeded/3 days later, mesenchymal stem cells harvested, protein expression
confirmed by Western blot.
Measurement and analyzer : Image J, iBright CL1000

Apoptosis-related protein expression was higher in ADSCs cultured in fetal bovine serum medium and lower in
ADSCs cultured in CellCor CD AOF (Donor N=2, passage 7).

N\ _/

- Methods
"+ Identify the expression of PTX3 (Pentraxin 3), an
. inflammatory response-related protein, and Optineurin

Test
- Inflammatory response-related protein analysis

<- Inflammatory response-related protein analysis)

Optineurin
1.21
c
S
1]
< 8
s S
S &
£ 2
"9 7)) ‘E-U‘
2 8 & 8 3
—— — — Optineurin
(75kDa) CellCor CD AOF  CellCor CD FBS media Commercial A
PTX3
] (40kDa) PTX3
GAPDH 1.5q
— ) o -
o
7
3 1.04
=
x
[}
[
Z 0.5
k)
[}
[

0.0~
CellCor CD AOF  CellCor CD Commercial A

FBS media
Experimental Method: 1x10° cells/25 T flasks seeded/3 days later, mesenchymal stem cells harvested, protein expression
confirmed by Western blot.

Measurement and analyzer : Image J, iBright CL1000

Inflammatory response-related protein expression was higher in ADSCs cultured with fetal bovine serum medium
and lower in ADSCs cultured with CellCor CD AOF. (Donor N=2, passage 7)

11
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CliniSciences Group

Comparison of culture test with FBS and Commercial Medium

Protein expression analysis and functional validation

~ ‘ . ‘
Test Methods Test Methods
- Oncogene candidate-related protein analysis Pe Identify expression of oncogene candidate-related . Cancer overexpression-related protein analysis e Identify expression of cancer overexpression-related
. protein PDLIM5 (PDZ and LIM domain protein 5) . protein MYOF (Myoferlin)
<Oncogene candidate-related protein analysis> < Cancer overexpression-related protein analysis >
< <
5 PDLIM5 s Myoferlin
@ 154 o
w ” E g 1.2-
c 59
9{ 8 2 3 2 o a 2 E S 1.0-
PDLIMS £ 1] A S §
= 0.8
— 53 - Myoferlin z
. (63kDa) 3 " (2‘5,0kDa) 8 061
GAPDH 2 0.5 o
— — — — g gt b GAPDH 2 041
(38kDa) — (38kDa)  E oo
0.0
CeliCor CDAOF  CeliCor €D FBSmedia  Commercial A CellCor CDAOF  CellCorCD  FBSmedia  Commercial A
Experimental Method: 1x105 cells/25 T flasks seeded/3 days later, mesenchymal stem cells harvested, protein expression Experimental Method: 1x10°5 cells/25 T flasks seeded/3 days later, mesenchymal stem cells harvested, protein expression
confirmed by Western blot. confirmed by Western blot.
Measurement and analyzer : Image J, iBright CL1000 Measurement and analyzer : Image J, iBright CL1000
Oncogene candidate-related protein expression was higher in ADSCs cultured in fetal bovine serum medium and Cancer overexpression-related protein expression was higher in ADSCs cultured in fetal bovine serum medium and
lower in ADSCs cultured in CellCor CD AOF (Donor N=2, passage 7). lower in ADSCs cultured in CellCor CD AOF (Donor N=2, passage 7).
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CellCor MSC CD AOF | mesenchymal Stem Cell

Comparison of culture test with FBS and Commercial Medium

Protein expression analysis and functional validation

A
XCELL

Distributed by:

CliniSciences Group

e i . i
Test - Methods Test - Methods
- DNA repair-related protein analysis - ldentify expression of DNA repair-related protein MCM - Stabilization of mRNA-related protein ' - Identify expression of stabilization of mRNA-related
 (minichromosome maintenance) 2, 3, 7 analysis . protein SNRNP70 (Small nuclear ribonucleoprotein 70
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, e kD)
< DNA repair-related protein analysis > < Stabilization of mRNA-related protein analysis )
MCM2
3.01 MCM2
§ . (125kDa)
g ol MCIVII(3 «
% . (100kDa) s SNRNP70
@ 15] MCM7 § -
E - (80kDa) o £ '
< 101 S o @& & S 201
b bt /PO < o & 3 g
. (]
0° CellCor CD AOF  CellCor CD FBS media Commercial A (38kDa) SNRNP70 é 159
(60kDa) S
MCM3 MCM7 GAPDH 27
= B
4.0 154 omm — (38kDa) § 0.5
c c
S S 0.0
g 3.0 g CellCor CD AOF CellCor CD FBS media Commercial A
=3 <3
& 2,01 )
[} o
2 =
£ 105 g
14 14
0.0- -

CellCor CD AOF  CellCor CD

FBS media Commercial A

CellCor CD AOF  CellCor CD

FBS media Commercial A

Experimental Method: 1x10° cells/25 T flasks seeded/3 days later, mesenchymal stem cells harvested, protein expression
confirmed by Western blot.
Measurement and analyzer : Image J, iBright CLL000

DNA repair-related protein expression was higher in ADSCs cultured in CellCor CD AOF and lower in ADSCs

cultured in fetal bovine serum medium (Donor N=2, passage 7).

Experimental Method: 1x105 cells/25 T flasks seeded/3 days later, mesenchymal stem cells harvested, protein expression
confirmed by Western blot.
Measurement and analyzer : Image J, iBright CL1000

Stabilization of mRNA-related protein expression was higher in ADSCs cultured in CellCor CD AOF and lower in

ADSCs cultured in fetal bovine serum medium (Donor N=2, passage 7).



Fatima
Stamp



CellCor MSC CD AOF | mesenchymal Stem Cell

Comparison of culture test with FBS and Commercial Medium

Protein expression analysis and functional validation

Vs

Test - Methods
- Malignancy-related protein analysis ' - Identify expression of malignancy-related protein IMP3
(Insulin-like growth factor I mRNA binding protein 3)

< Malignancy-related protein analysis >

<
8 IMP3
[
£ 1.54
w " £ -
2 8 2 g 5
IMP3 8 1.0
— — N S— =
(63kDa) g
GAPDH 2 sl
— ) o
14

0.0
CellCor CD AOF  CellCor CD FBS media Commercial A

Experimental Method: 1x10°5 cells/25 T flasks seeded/3 days later, mesenchymal stem cells harvested, protein expression
confirmed by Western blot.

Measurement and analyzer : Image J, iBright CL1000

Malignancy-related protein expression was higher in ADSCs cultured in fetal bovine serum medium and lower in
ADSCs cultured in CellCor CD AOF (Donor N=2, passage 7).

Distributed by:
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CellCor MSC CD AOF | mesenchymal Stem Cell

Comparison of culture test with Commercial CD medium

Distributed by:

CliniSciences Group

|'_IProIiferation eriabiIity
4 (
Test Methods Test Methods
- Test conducted to validate the media’s proliferation - Measure population doubling time (PDT) - AO°DAPI - Viability is measured by the ratio of total cells stained
rate (Acridine Orange*®4’-6-Diamidino-2-phenylindole) with AO and non-viable cells stained with DAPI.

"

PDT > < ACN )

E 50, & 4.0x1013-
g S 3gx101] * CellCor CD AOF
= 409 3 20«10 % CellCor CD
g 3 10x101{ ™ Commercial B
= 304 e -
2 E 2.0x1011 1
P 5 1.5x1011
s —— CellCor CD AOF s 1
11 4
% 10{ -+ CellCor CD 5 1.0x10
3 10
2 - Commercial B ke 5.0x10
g 0 0.0 -
o 6 7 8 9 10 11 12 13 6 7 8 9 10 11 12 13

Passage Passage

Experimental Method: 1x10° cells /25 T flask seeding, Sub-culture at 85-90% confluency conditions
Measuring and analyzing instrument: NC-250

The proliferation rate of MSCs cultured with CellCor CD AOF was faster and more stable across the field
compared to Commercial B, and our CellCor CD. In addition, the cumulative number of cells obtained was
significantly higher for MSCs cultured with CellCor CD AOF.

( Viability )

1004

[1=]
(5]
1

Viability (%)

-+ CellCor CD AOF
-+~ CellCor CD

-& Commercial B
85 T 1 T T T T T T
6 7 8 9 10 11 12 13

Passage

Experimental Method: 1x10° cells /25 T flask seeding, Sub-culture at 85-90% confluency conditions
Measuring and analyzing instrument: NC-250

All mesenchymal stem cells cultured with CellCor CD AOF, CellCor CD and Commercial B were confirmed to
have stable survival rates across all passages.

A
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CellCor MSC CD AOF | mesenchymal Stem Cell

Comparison of culture test with Commercial CD medium

I'_ISpecific Marker

A
XCELL

Distributed by:

rlDifferentiation

. i ™
Test . Methods
- Purity (CD14, CD34, CD45) - Purity < 2%
- Identity (CD73, CD90, CD105)  « ldentity > 95%
- Immunogenicity (HLA-DR) .« Immunogenicity < 2%

,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,

Cell surface marker

Surface marker CellCor CD AOF CellCor CD Commercial B
Cch14 0.5 0.01 0.05
Purity (%) CD34 0.7 3.83 15.77
CD45 0.6 0.01 0.08
CD73 100 99.88 99.55
Identity (%) CD90 100 99.69 98.30
CD105 100 98.75 99.33
Immunogenicity (%) HLA-DR 1.0 0.01 0.02

Experimental Method: 1x10° cells/25 T flask seeding, Analysis after 1 hour staining with CD marker antibody
Measuring and analyzing instrument: Flow Cytometry

After culturing ADSC with CellCor CD AOF, CellCor CD and Commercial B, the surface markers were compared
through flow cytometry. Specific surface markers that cultured with CellCor CD AOF were confirmed to be

significantly maintained compared to other media (Passage 10).
\ J

. ™
Test and Methods
- Adipogenesis : Oil red O Staining
- Chondrogenesis : Alcian blue Staining
- Osteogenesis : Alizarin red S Staining

Stain

CellCor CD AOF

Osteogenesis Chondrogenesis Adipogenesis

Experimental Method:

» Adipogenesis: 2.1x105 cells/12 well, Staining after 2 weeks of differentiation with StemPro™ Adipogenesis Differentiation Kit

* Chondrogenesis: 2.1x10* cells/12 well, Staining after 2 weeks of differentiation with DMEM(High)+Ascorbic acid
+Dexamethasone + TGF-B

+  Osteogenesis: 2.1x104 cells/12 well, Staining after 4 weeks of differentiation with StemPro™ Osteogenesis Differentiation Kit

Measuring and analyzing instrument: NIKON TS2 microscope

When differentiated into Adipogenesis (adipocyte differentiation), Chondrogenesis (chondroblast differentiation),
and Osteogenesis (osteoblast differentiation), respectively, after culturing ADSC with CellCor CD AOF, CeliCor CD
and Commercial B. It was confirmed that ADSC differentiation ability was stably maintained compared to

CliniSciences Group

q Commercial B (Passage 10). )
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CellCor MSC CD AOF | mesenchymal Stem Cell

Comparison of culture test with Commercial CD medium

A
XCELL

Distributed by:

CliniSciences Group

Senescence Human Serum Derivative Identification Test
; e i h
Test - Methods Test - Methods
- Test that validates changes in cell senescence b Identify dyed senescent cells to measure the amount - Human-derived serum (BDKRB1) Identification - ldentify BDKRB1 gene expression, a human-derived
post sub-culture . of senescent cells serum marker
( Stain ) <Human-derived serum (BDKRB1) Identification )
BDKRB1
1.5 *x
1.0
]
o
x4 0.5
8,
2
=
ﬁ 2 0.0 === T
g CellCor CD AOF CellCorCD CommercialB Commercial A
- 1
s
20 -
CellCor CDAOF CellCor €D Commercial B Experimental Method: 1x105 cells/25 T flask seeding/3 days later mesenchymal stem cell harvest, qRT-PCR (*** p<0.001)
. . 4 g . - —
Experlm.ental Method.. 3.§x10 cells/6 \.Nell seeding, After 3 days, staining with X-gal reagent Measurement and analyzer: QuantStudio Real-Time PCR
Measuring and analyzing instrument: Microscope
We checked human-derived serum components in CellCor CD AOF, CellCor CD, Commercial A and Commercial B
ADSC cultured with CellCor CD AOF showed the lowest senescence (Passage 6). media. We confirmed that CellCor CD AOF, CellCor CD and Commercial B media do not contain animal-derived or
human-derived components (Passage 6).
N 4 N /
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CellCor MSC CD AOF | mesenchymal Stem Cell

Comparison of culture test with Commercial CD medium

I'_ICeII Culture Coating Verification Test

P

Methods

- After cell culturing 72 hours, analysis of the adhesion rate
depending on coating materials.

Test !
- Verify of cell attachment depending on }
coating material. |

< Cell attachment >

CellCor CD

Non-coating

CellCor CD AOF Commercial B

1.0x10¢
1.0x10%. @@ Commercial B

8.0x10% = &ﬁmﬂch - &ﬁfﬁm (Non-coating)
) 3 CellCor CD AOF i £ CeliCor CD 3 Commercial B
5 60105 (Costing) £ s0uer (coating) (Coating)
2 4.0x10%
2.0x10% 2.0x10%
0 ]

Seeding Harvest  Seeding Harvest
number number  number number

Seeding Harvest Seeding Harvest

] Seeding Harvest Seeding Harvest
number ~number  number  number

number number  number number

Experimental Method : 1x10° cells/25 T flasks seeded and sub-cultured after 72 hours to determine cell number (*** p<0.001)
Measurement and analyzer: NC-250

While there was no difference in cell culture between CellCor CD AOF and CellCor CD depending on the presence
or absence of coating on the culture dish, we found a difference in cell culture of Commercial B on the presence or
absence of coating (Passage 10).

A
XCELL

Distributed by:

CliniSciences Group

I'_ISeIf-renewaI

Ve

Test
- Identify Colony Forming assay

Methods
- Cationic dye, crystal violet, stains negatively charged
DNA, proteins, etc. in the cell purple

CellCor CD AOF

Commercial B

Experimental method: 3x102 cells/6 wells seeding/2 day medium change/2 weeks later staining with crystal violet
Measurement and analysis instrument: camera shooting

After culturing ADSCs with CellCor CD AOF, CellCor CD and Commercial B medium, a colony forming assay was
performed to determine self-renewal capacity. The highest self-renewal capacity was observed in ADSCs cultured
with CellCor CD AOF (Passage 2).

N\ /
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CellCor MSC CD AOF | mesenchymal Stem Cell

Comparison of culture test with various tissue origin

|'_ICeII morphology

A
XCELL

Distributed by:

CliniSciences Group

I'_ICeII proliferation and viability assays

! R 4 ! N
: i Methods
Test . Methods Test | .
| Verif hol " I cul b - ACN (Accumulated Cell Number) .+ (cumulative cell count/cells seeded) x number of cells
. i i igi .« Verify morphology after stem cell culture by tissue i .
Identify stem cell shapes by tissue origin o i;’ gy y - AODAPI (Acridine Orange*4™6-Diamidino-2- obtained
3 g phenylindole) '+ Measures viability as the ratio of total cells stained with AO
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, ... tononviablecells stained withDAPI |
(Identify stem cell shapes by tissue origin )
< ACN ) < Viability )
Stem cell Tissue
ucsc ucsc
ucsc Umbilical Cord-derived Stem Cell (UCSC) Umbilical Cord 1010" 1 4 CellCor CD AOF 100
S —
BMSC Bone Marrow-derived Stem Cell (BMSC) Bone Marrow R ek N
3 1.0x100% 5
B0
CellCor CD ‘:J 1.0x1009 % .,
\ j g 10100 s - CellCor CD AOF
1.0x10% 604 - CellCor CD
(8} < 1.0x100 . v T T + v 50 * Fas.medi'. T v v
w -] 6 7 8 9 10 5 6 7 8 9 10
o Passage Passage
= BMSC BMSC
] 1.0x10% 4 -+ CellCor CD AOF 100 ¥ + 8
- CellCor CD T -
Z 1.0x100 { * FBS media =¥
3 Sw
T 1.0x1007 g
O 0
(7)) s -* CellCor CD AOF
s 1.0x10%¢ 60 -+ CellCor CD
m " -+ FBS media
< 1.0x1008 S 1 5 & 7 & 8 10
Passage Passage
Experimental Method: 1x105 cells/25 T flask seeding , cell shape imaging (4X) under 85-90% confluency conditions Experimental Method: 1x105 cells/25T flask seeding, sub-culture at 85-90% confluency conditions
Measurement and analysis instrument : Microscope Measuring and analyzing instrument : NC250
We checked s?em cell shape by tissue origin in CellCor CD AOF and. Ce!ICor cb Ms.c' YVe confirmed t!lat stc_am CellCor CD AOF and CellCor CD MSC were observed to have a higher proliferation rate compared to fetal bovine
cells cultured in CellCor CD AOF and CellCor CD MSC were smaller in size and maintained a more spindle-like . . .
. . . serum medium. The cell viability was stable across the field (UCSC, BMSC Donor N=2).
| shape compared to stem cells cultured in fetal bovine serum medium (passage 5). J L )19
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CellCor MSC CD AOF | mesenchymal Stem Cell

|'_ISpecific Marker Expression

Comparison of culture test with various tissue origin

Distributed by:

CliniSciences Group

~
Test Methods
+ Purity (CD14, CD34, CD45) - Purity < 2%
- ldentity (CD73, CD90, CD105) - Identity > 95%
- Immunogenicity (HLA-DR) - Immunogenicity < 2%
< Cell surface marker )
ucsc Surface marker | CellCor CD AOF CeliCor CD FBS media BMSC Surface marker | CellCor CD AOF CeliCor CD FBS media
CcD14 0.47 0.06 0.1 CcD14 0.35 0.02 0.28
Purity (%) CD34 0.86 0.23 0.27 Purity (%) CD34 1.25 0.19 0.2
CD45 0.25 0.12 0.1 CD45 0.24 0.02 0.24
cD73 99.99 99.82 99.71 CcD73 99.98 99.9 98.64
Identity (%) CD90 99.99 99.79 99.67 Identity (%) CD90 99.99 99.98 97.89
CD105 99.77 99.42 99.73 CD105 99.93 99.74 97.21
Immunogenicity (%) HLA-DR 0.14 0.52 0.15 Immunogenicity (%) HLA-DR 0.15 0 29
Experimental Method: 1x10° cells/25 T flask seeding, Analysis after 1 hour staining with CD marker antibody
Measuring and analyzing instrument: Flow Cytometry
After culturing UCSC and BMSC with CellCor CD AOF, CellCor CD and fetal bovine serum, the surface markers were compared through flow cytometry. Specific surface markers that
cultured with CellCor CD AOF were confirmed to be significantly maintained compared to other media (UCSC, BMSC Donor N=2, Passage 7)
o

A
XCELL
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Austria
Company: CliniSciences GmbH
Address: Sternwartestrasse 76, A-1180
Wien - Austria

Telephone: +43 720 115 580

Fax: +43 720 115 577

Email: oesterreich

clinisciences.com

—

‘Web: https:/fwww._clinisciences.com

Germany

Company: Biotrend Chemikalien GmbH
Address: Wilhelm-Mauser-Str. 41-43,
50827 Koln - Germany

Telephone: +49 221 9498 320

Fax: +49 221 9498 325

Email: info@biotrend.com

‘Web: https://fwww.biotrend.com

MNorway

Company: CliniSciences AS

Address: Kraijenhoffstraat 137A,
1018RG Amsterdam, Netherlands
Telephone: +47 21 988 882

Email: norge@clinisciences.com
Web: https://www.clinisciences.com

Switzerland

Company: CliniSciences AG

Address: Address: Fracht Ost Flughafen
Kloten CH-8058 Zurich - Switzerland
Telephone: +41 (044) 805 76 81

Fax: +41 (044) 805 76 75

Email: switzerland@cli
Web: https://www.clinisciences.com

isciences.com

)

CliniSciences Group

Belgium
Company: CliniSciences S.R.L
Address: Avenue Stalingrad 52, 1000
Brussels - Belgium

Telephone: +32 2 31 50 800

Fax: +32 2 31 50 801
Email: belgium@clini:
Web: https://fwww.cli

ences.com
ences.com

Iceland

Company: CliniSciences ApS
Address: Oesterbrogade 226, st. 1,
Copenhagen, 2100 - Denmark
Telephone: +45 89 888 349

Fax: +45 89 884 064

Ema sland@clinisciences.com
Web: https://www.clinisciences.com

Poland
Company: CliniSciences sp.Z.0.0.

Address: ul. Rotmistrza Witolda Pileckiego 67
lok. 200 - 02-781 Warszawa -Poland
Telephone: +48 22 307 0535

Fax: +48 22 307 0532

Email: polska@cli
Web: https:/iwww.cl

iences.com
ciences.com

UK
Company: CliniSciences Limited
Address: 11 Progress Business center, Whittle
Parkway, SL1 6DQ Slough- United Kingdom
Telephone: +44 (0)1753 866 511
or +44 (0) 330 684 0982
Fax: +44 (0)1753 208 899
Email: uk@clinisciences.com
Web: https:/fwww. isciences.com
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Portugal

Company: Quimigen Unipessoal LDA
Address: Rua Almada Negreiros, Lote 5, Loja 14,
2615-275 Alverca Do Ribatejo - Portugal
Telephone: +351 30 8808 050

Fax: +351 30 8808 052

Emai
Web: https://www.quimigen.pt

Denmark

Company: CliniSciences ApS
Address: Oesterbrogade 226, st. 1,
Copenhagen, 2100 - Denmark
Telephone: +45 89 888 349

Fax: +45 89 884 064
Email: danmark@cli
Web: https://www.clinisciences.com

ciences.com

Ireland

Company: CliniSciences Limited

Address: Ground Floor, 71 lower Baggot street
Dublin D02 P593 - Ireland

Telephone: +353 1 6971 146

Fax: +353 1 6971 147

Email: ireland@clinisciences.com

Web: https://www.clinisciences.com

nfo@quimigen.com

usa

Company: Biotrend Chemicals LLC
Address: c/o Carr Riggs Ingram,

500 Grand Boulevard, Suite 210 Miramar
Beach, FL 32550- USA

Telephone: +1 850 650 7790

Fax: +1 850 650 4383

Email: info@biotrend-usa.com

Web: https://www.biotrend-usa.com
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Finland

Company: CliniSciences ApS
Address: Oesterbrogade 2286, st. 1,
Copenhagen, 2100 - Denmark
Telephone: +45 89 888 349

Fax: +45 89 884 064

Email: suomi@clinisciences.com
Web: https:/iwww.clinisciences.com

Italy
Company: CliniSciences S.r.l

Address: Via Maremmana inferiore 378
Roma 00012 Guidonia Montecelio - Italy
Telephone: +39 06 94 80 56 71

Fax: +39 06 94 80 00 21

Email: italia@clinisciences.com

Web: https://www.clinisciences.com

Spain
Company: CliniSciences Lab Solutions
Address: C/ Hermanos del Moral 13
(Bajo E), 28019, Madrid - Spain
Telephone: +34 91 269 40 65

Fax: +34 91 269 40 74

Email: espana@cli

isciences.com
Web: https:fiwww nisciences.com

®
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France

Company: CliniSciences S.A.S
Address: 74 Rue des Suisses, 92000
Nanterre- France

Telephone: +33 9 77 40 02 09

Fax: +33 977 40 10 11

Email: info@clinisciences.com
Web: https://www.clinisciences.com

Netherlands

Company: CliniSciences B.V.

Address: Gaetano Martinolaan 85, 6229
GS Maastricht - Netherlands
Telephone: +31 85 2082 351

Fax: +31 85 2082 353

Email: nederland@clinisciences.com
Web: https://www.clinisciences.com

Sweden

Company: CliniSciences ApS
Address: Oesterbrogade 226, st. 1,
Copenhagen, 2100 - Denmark
Telephone: +45 89 888 349

Fax: +45 89 884 064

Email: sverige@clinisciences.com
Web: hitps:/fwww.clinisciences.com
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