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Total 15





OPS/images/fimmu.2023.1216107/table3.jpg
0 out of 6
1outof 6
2 out of 6

3 out of 6

Cumulative Percei
333
80,0
93,3

100,0

Total






OPS/images/fimmu.2023.1216107/table4.jpg
Percentile 2 Percentile

EGFR Tumor tissue 7,7 6,7 51 48 7,9 0,001
EGFR Healthy tissue 0,8 23 0,0 0,0 0,0

P53 Tumor tissue 8,0 82 55 43 7,0 <0,001***
P53 Healthy tissue 0,0 0,0 0,0 0,0 0,0

Ki67 Tumor tissue 9,1 6,1 67 54 10,5 0,008
Ki67 Healthy tissue 2,8 4,8 0,0 0,0 4,9

B7-H6 Tumor tissue 8,0 4,8 6,9 4,6 94 0,001
B7-H6 Healthy tissue 1,4 24 0,0 0,0 34

PD-L1 Tumor tissue 13,1 12,4 84 57 158 <0,001**
PD-L1 Healthy tissue 0,0 0,0 0,0 0,0 0,0

HLA-E Tumor tissue 10,3 6,9 6,9 58 154 <0,001***

HLA-E Healthy tissue 02 0,6 0,0 0,0 0,0
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Mouse
strain

NOD-SCID

Hu-BLT

NOG

NSG

NOG-IL2

NOG-IL15

NSG-IL15

NSG-IL7-IL15

NSG-SGM3

SRG-15

MISTRG

BRGSF

Full name

NOD.CB-17-Prkdc“™

NOD SCID Rag2” "y

NOD.Cg-Prkdc*“Il2rg"™ 'S8

NOD.Cg-Prkdc*“Tl2rg™""/
Szj

NOD SCID I2rg™" hIL2 tg

NOD SCID Il2rg™" hIL15 tg

NOD SCID Ii2rg-/- hILI5 tg

NOD SCID Tl2rg-/- hIL7 KI
hIL15 KI

NOD SCID Il2rg-/-
hIL3/hGMCSF tg hSCF tg

Balb/c x 129 Rag2-/-
Il2rg-/~ hSIRPA KI hIL15 KI

Balb/c x 129 Rag2-/~
T12rg-/~ hMCSF KI hIL3/
hGMCSF KI

hSIRPA KI hTHPO KI

Balb/c Rag2-/-
T2rg/-
SIRPAN®P Flk2 -/~

Features of mouse strain

Impaired T and B cell lymphocyte development
deficient NK cell function

Co-transplantation of human fetal thymus and fetal liver into the renal
capsule of mice

Injection of HSC in mice

T, B, Myeloid development

Truncated intracytoplasmic domain of IL2 receptor gamma chain
Defective mouse NK cell development

IL2 receptor gamma chain deficiency
lack mature T cells, B cells and functional NK cells
deficient in cytokine signaling

Similar to NOG
Transgenic expression of human IL2
human NK cell proliferation

Similar to NOG

Transgenic expression of human IL15

human NK cell proliferation

human NK cells produce granzyme A and perforin upon stimulation

Transgenic expression of human IL15
human NK cell proliferation and maturation
human NK cells produce granzyme A and perforin

Transgenic expression of human IL15 and IL7
Efficient development of human NK cells
Human NK cells undergo maturation process and exhibit cytotoxicity

Transgenic expression of human IL3, GM-CSF and SCF
Development of human myeloid cells (compared to NSG)
Increased levels of human NK cells

Expression of human SIRPa enables mouse phagocytes to tolerate human cells
Development of human ILCI and NK cell subsets

Development of functional human myeloid cells and NK cells

Development of functional human myeloid cells and NK cells

References when first
described

(39)

(59, 60)

(42)

(43, 44)

(©3)

(64)

(65)

(66)

(67, 68)

(69)

(70)

(71)

NOD, nonobese diabetic; Scid, severe combined immunodeficient; I12rg, interleukin 2 receptor gammal; prkdc, protein kinase DNA-activated catalytic polypeptide; BLT, Bone Marrow-Liver-
Thymus; hIL2 tg, humaninterleukin 2 transgenic; hIL15 tg, human interleukin 15 transgenic; hIL7 KI, human interleukin 7 knock-in; HSC, haematopoietic stem cells; hIL3/hGMCSE, human

interleukin 3/human Granulocyte-macrophage colony-stimulating factor knock-in; hMCSF KI, macrophage colony-stimulating factor knock-in.
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Humanized mouse Solid tumor engrafment Studied human immune  References

model <=

NOG-IL2 Melanoma TIL (76)
Uveal and cutaneous melanoma CART (77)
Cutaneous melanoma TIL (78)

NOG-IL15* - - -

NSG-1L-15 Human sarcoma NK cells (79)
Melanoma T cells, NK cells (65)
Non-small-cell-lung-cancer T cells, NK cells (80)

NSG-IL7-IL15* - - -

NSG-SGM3 Head and neck cancer (HNC) T cells (81)
Clear-cell renal cell carcinoma CAR T cells (82)
Metastatic breast cancer Myeloid cells (83)
Metastatic melanoma Myeloid cells (84)
Melanoma Dendritic cells (85)
Atypical teratoid/rhabdoid tumors and central nervous system primitive CTL (86)
neuroectodermal tumors T cells (87)
Glioblastoma Macrophage (88)
Ovarian cancer T cells (89)

Ovarian cancer
SRG-15* = - -
MISTRG* = E =

BRGSF* - - -

*Humanized mouse models not yet employed in preclinical studies.
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Actual Test Assumptions
Powerb

Power Std. Dev. Effect Size Sig.

Test for Mean® 7 0,820 0,8 14,39 1,098 0,05
a. One-sided test.

b. Based on non-central t distribution.
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p53 null  p53 overexpressed

(n=16) (n=18)
Mean age (years) 68.8 + 7.1 64.1+75
Mean follow-up (months) 13.5 £ 10.2 16.8 + 12.8
Early stage (FIGO I-IT) 1 4
Advanced stage (FIGO III-1V) 15 14
NACT 5 5
No debulking surgery 3 0
Macro residual disease (MDR) 3+3 3
mOS(months) 13.5+10.2 16.8 + 12.8
mPFS(months) 74 +88 10.4 + 9.1
Deaths 7 3
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