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MSCs Have Broad Clinical Relevance

Disease Infusion Method Cell Source Study Phase Serious Adverse Event NCT Number
Amyotrophic Lateral Sclerosis 1.7 BM-MSC | No NCT01363401
Parkinson’s Disease LA BM-MSC | No NCT01824121
Spinal Cord Injury Subarachnoid BM-MSC Il No NCT0216590
Stroke AY BM-MSC | No NCT01297413

Primary Biliary Cirrhosis Y UC-MSC N/A No NCT01662973
Ischemic-Type Biliary Lesions LV UC-MSC | No NCT02223897
Acute-on-Chronic Liver Failure A% BM-MSC N/A No NCT01322906
Arrhythmogenic Right Ventricular Dysplasia LA AD-MSC la No NCT02266394
Chronic Kidney Disease A% BM-MSC | No NCT02195323
Heart Failure A UC-MsC 1/11 No NCT01739777
Refractory Angina Intramyocardial AD-MSC N/A No NCT01449032
Osteoarthritis Intra-Articular BM-MSC /1 No NCT02351011

Bone Fracture Percutaneous BM-MSC I/1 No NCT02020590
Diabetic Foot Ulcers N/A AD-MSC N/A No NCT02619877
Uterine Injury Intrauterine UC-MSC | No NCT03386708

Vocal Fold Local injection BM-MSC I/1 No NCT01981330

* Adapted From: Margiana, R., Markov, A., Zekiy, A.O.et al. Clinical application of mesenchymal stem cell in regenerative medicine: a narrative review. Stem Cell Res Ther 13,366 (2022)
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IPSC Derived MSCs Address the Shor’rco}nihgs of fissue Derived MSCs K
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iPSC Derived MSCs Address the Shortcomings of Tissue Derived MSCs
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Knockout of B2M Addréss Premature Immune Cléaronce of MSCs
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Genero’rioﬁ of B2M-KO iPSC

Left Binding Site Deleted sequence Right Binding Site
m RN A :J'l"'_-e",ix';;GC'I‘R';G'I‘G;C;G’;—G;"l‘h}\G\ #ﬁaﬂﬁ1GGA{SLA'I"I'C)‘-\(:AC'[';G'l

G G A A A G AA G AAT G G AG AG AG A AT T G A A AAA
(] o 80 o
N
/ NA N I\ ) :
X ' '- Y 1 ‘_ ¥\ e Y W/ \ \/ ..‘ y \ i -l \
q , WT ACATTGAAGTTGACTTACTGAAGRATGGAG
GGAG

Gene ed itir?g Q ' Q (_) . 1:f)aS|T:FI‘\alirYDeleton
protein

B2M-KO iPSCs

iPSCs

Kopacz, M. et al., Mol Ther Vol 29,2021



Differentiation of B2M-KO iRSCs — iMSCs .
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+50 ng/mL IFNy, 48hr B2M Immunofluorescence
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B2M-KO iMSCs Do Not Express HLA-I
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B2M-KO iIMSCs Do Not Express HLA-DR
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IDO1 is A Key Modulator ofitMSC Imr\nunosuppression
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Assay Setup: IDO1 Western
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B2M-KO iMSCs Express More IDO1 than Native iIMSCs

Relative IDOI Expression

(Normalized to B-actin)
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Assay Step Up: PBMC Suppression
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B2M-KO iMSCs Better Suppress PBMC Proliferation
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B2M-KO iMSCs Better Suppress PBMC Proliferation

PBMCs % Proliferation

1007

80"

60"

40-

PBMCs

Activated
PBMCs

p <0.01

p < 0.0l p=0.04

Ml

bmMSCs iMSCs
+ Activated PBMCs  + Activated PBMCs

i B

B2M-KO iMSCs
+ Activated PBMCs

© Factor Bioscience Limited

19



-

B2M-KO iIMSCs Bettef Suppress PBMC Proliferation
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IDO1 is Critical for the Suppression of PBMCS
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IDO1 is Critical for the Suppression of"PBCs .
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IDO1 is Crifical for the Suppression of CD4+ T Cells

CD4+ T Cells
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IDO1 is Critical for the Suppression of CD8+ T Cells

CD8+ T Cells
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Summary & LookingsForward

B2M-KO iMSCs

v" Do not express HLA-I or the HLA-Il molecule, HLA-DR
v" More likely to evade immune clearance by CD8+ T Cells
v" Express higher levels of IDO1 following IFNy stimulation

v" Improved ability to inhibit CD4+ and CD8+ T Cell proliferation
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