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E7.ARRREIEA MRS, EMARRIRERE, 65 . MR, FBE. OIE. AT i B0\ K7, B SRR BRER. IR F 5. S5 2. S 8AN. R
Miz@fshs (14, 6/31E) ;B,C: M-NSG/NRBURRAEERZ B 38, i EE AR (6/8HE)

Male (g) 143%£1.97 23.2%+2.28 25.4%2.19 26.2*1.97 27.4%£1.93 283%*2.15 29.3%2.27 30.8%2.23

Female(g) 14.3*+1.35 18.7+1.43 19.8+1.40 20.3%*2.23 21.7*1.65 22.5%1.59 23.3*1.63 24.2+1.79

M-NSG/) B iE A48 \\ M-NSG/)MER Ifn 4 A& T \\

400 - Male Male Female
BN Blank Parameter Full Name 12w, n=8 16w, n=8 16w, n=8
[ BALB/c )
Total Prot: 43 £ 0. .21 £ 0. 43 £ 0. .58 & 0. .58 £ 0. .09 £ 0.
Emm NOD SCID TP otal Protein g/dL 5.43 +0.07 5.21 +0.07 4.43 £ 0.05 4.58 £ 0.02 5.58 = 0.06 5.09 = 0.06
300 [ M-NSG ALB Albumin g/dL 2.56 + 0.02 2.45 £ 0.02 2.04 £0.02 2.15+0.02 2.59 £0.01 2.44 £ 0.02
=) T-BIL Total Bilirubin mg/dL 0.15*£0.91 0.08 £ 0.01 0.18 & 0.00 0.12 +0.01 0.18 £ 0.00 0.09 £ 0.00
S
o
: 200 - ALT Alanine Aminotransferase u/L 85.38 +0.32 67.50 = 0.81 112.25 + 6.65 90.13 +0.48 88.00 = 0.78 75.38 £0.53
™
= AST Aspartate Aminotransferase U/L 170.25 £ 2.63 148.00 £ 5.69 298.13 +28.16 285.00 + 7.97 213.88 = 8.79 220.88 = 7.19
100 - ALP Alkaline Phosphatase uU/L 201.00 = 5.20 327.50 & 2.60 190.50 £+ 0.95 253.88 +2.89 198.88 £ 5.05 31338 £ 5.74
GGT y-Glutamyl Transpeptidase U/L 0,04 +0.03 0.05 £ 0.04 0.01 £0.00 0.02 +0.01 0.01 = 0.00 0.06 * 0.04
0— q ﬁ CRE Creatinine mg/dL 0.09 £ 0.00 0.09 £ 0.00 0.07 £ 0.00 0.07 £ 0.00 0.08 £ 0.00 0.10 £ 0.00
|gG1 Inga Ingb |gM |gG3 |gE |gA BUN Urea nitrogen mg/dL 154.35 £ 0.82 138.38 £ 2.59 158.18 £ 1.81 158.18 £ 1.70 159.53 £2.38 144.68 £ 2.01
E6. M-NSG/NELME T T 246 (He 1, 8/EIS) TCHO Total Cholesterol mg/dL 97.93 £0.74 73.67 £0.99 80.34 £ 0.42 60.08 £ 0.92 98.13£0.71 7159 £1.20
TG Triglyceride mg/dL 74.60 = 0.72 93.86 £ 0.44 91.09 £ 3.06 66.74 +1.35 92.09 +2.34 90.87 £3.51
Serum Antl body Response ( MF |/1000) HDL-C High Density Lipoprotein Cholesterol mg/dL 77.02+£1.13 62.79 £5.18 59.26 + 1.65 45,05 £ 1.12 8135+ 1.24 5351+ 1.14
LDL-C Low Density Lipoprotein Cholesterol mg/dL 9.14 + 0.64 6.82 £ 0.65 8.94 £0.87 11.21 £ 0.44 7.11+0.68 6.33 £ 0.47
Parameter Blank BALB/c NOD SCID M-NSG
NEFA Nonestesterified Fatty Acid megq/L (mmol/L) 1.51 +0.00 1.48 = 0.00 1.51 =0.00 1.52 +0.00 1.58 £0.01 1.52 +0.00
1gGl 1.28 = 0.03 276.83 + 10.64 1.69 +0.41 3.33£1.55
Ca mg/dL Calcium 11.18 +0.09 10.66 = 0.08 8.18 £ 0.07 8.42 +0.06 10.88 & 0.05 10.30 £ 0.07
IgG2a 0.55 + 0.05 26.12 = 3.88 0.44 £ 0.01 0.77 £ 0.22
IP mg/dL Phosphorus 1.31+0.04 1.14 £0.02 0.86 = 0.00 0.94 £0.01 1.36 £0.01 1.10 £0.01
1gG2b 1.28 £ 0.29 246.64 + 7.36 0.78 £ 0.04 6.09 + 3.71 .
K meg/L (mmol/L) Kalium 8.47 £0.09 8.07 £0.09 7.13£0.08 7.26 £0.08 8.28 £0.08 746 £0.11
+ + + +
IgM 0.27 £ 0.04 244.19 T 11.02 0.47 = 0.09 0.39%0.15 Na meg/L (mmol/L) Natrium 202.11+1.19 197.29 £ 1.40 180.64 £ 1.35 182.54 £ 1.26 201.50 = 0.91 191.53 £0.79
+
IgG3 0.22£0.01 25.72 £ 461 0.19 £0.00 0.24 +0.03 CL meq/L (mmol/L) Chlorine 109.17 £0.31 109.23 £ 0.47 107.36 £ 0.54 107.70 £ 0.60 109.32 £ 0.24 109.39 £ 0.39
IgE 0.15 =+ 0.02 19.68 = 7.59 0.16 & 0.02 0.17 £ 0.02 K uL CreatineKinase ~ 2381887077 167300+ 11230 341925+67901 160L9*6131  3814.00 26345 3065.0 % 92.44
IgA 0.18 £0.02 78.96 £ 5.19 0.17 £0.01 0.16 £0.01 GLU mg/dL Blood Glucose ~ 117.43+4.36 131.31£135 163.69 £2.25 140.40 £ 1.15 106.65 * 2.97 129.65 * 4.11
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Farameter L s r::,lerpso :::‘:l;o rza\:: n=26 iiﬁf o m: n=26 i:m,arl;so
WBC White blood cell count 10° cells/L 2.1+0.20 1.7£0.10 1.8 +0.10 1.6 £0.70 1.7%0.10 1.7%0.10
RBC Red blood cell count 1022 cells/L 10.0 £0.10 10.2£0.10 9.6 £0.20 9.9+0.10 9.7+0.08 9.7+ 0.09
HGB Hemoglobin g/L 15.6 £ 0.20 16.0 £ 0.20 15.4 £ 0.30 15.5£0.20 15.0 £0.10 15.4 % 0.10
HCT Hematocrit % 51.7 £ 0.50 52.11+0.80 49.6 +0.90 52.0+£0.80 48.9 *+ 0.40 48.8 = 0.50
MCV Mean corpuscular volume fL 51.7£0.20 51.1+0.20 52.0 £0.30 52.7£0.20 50.6 £ 0.10 50.1£0.20
MCH Mean corpuscular hemoglobin Pg 15.6 = 0.10 15.7+0.10 16.1 +0.10 15.7 = 0.60 15.5+0.04 15.7 £ 0.05
MCHC Mean corpuscular hemoglobin concentration g/L 30.2£0.20 30.7£0.10 31.0 £0.20 29.7£0.10 30.6 =£0.01 31.5+0.10
PLT Platelet count 10° cells/L 1372+ 92 122773 1270 £ 56 1500 * 41 1472+ 134 1620 = 43
NEUT Neutrophil ratio % 1379+ 4.36 239+ 546 15.1 £5.30 11.9 £3.00 6.9+ 1.30 8.0 £0.90
LYMPH Lymphocyte ratio % 59.0 £ 6.30 61.4*6.10 73.5%£3.90 69.9 +2.90 69.0 = 2.80 80.0 = 1.10
MONO Monocyte ratio % 15.1£1.20 11.3£0.90 13.3£1.10 16.2 = 0.80 17.0 £ 1.90 11.1 £ 0.80
EO Eosinophil ratio % 3.7%+0.90 33+ 140 141020 2.1+0.30 42+1.40 1.0+0.10
BASO Basophil ratio % 0.1 £0.05 0.1 £0.07 0.01 £0.01 / 0.06 £ 0.05 /

NEUT Neutrophil ratio 10° cells/L 0.55 % 0.20 0.48 +0.10 0.28 = 0.09 0.20 £ 0.05 0.14 £ 0.04 0.13 +0.02
LYMPH Lymphocyte count 10° cells/L 1.15+0.17 1.06 £ 0.15 1.27 £0.10 1.08 £0.10 1.16 £0.13 1.24 %+ 0.08
MONO Monocyte count 10° cells/L 0.31 £0.03 0.20 £ 0.02 0.24 +0.03 0.25 = 0.02 0.29 = 0.04 0.17 = 0.01
EO Eosinophil count 10° cells/L 0.07 & 0.026 0.08 & 0.03 0.02 £ 0.00 0.03 % 0.00 0.07 = 0.03 0.01 %+ 0.00
BASO Basophil count 106 cells/L 2.0£0.70 1.0+ 0.80 0.3£0.20 / 0.80 £0.10 /

RDW-SD Red blood cell distribution width-standard deviation fL 35.1%0.30 3341030 33.1£0.40 34.4 £0.50 34.81+0.20 34.0%0.20
RDW-CV Red blood cell distribution width-coefficient of variation % 21.81+0.10 21.3£0.30 20.8 = 0.40 21.1+0.40 22.11+0.10 22.0%0.10
PDW Platelet volume distribution width fL 8.510.20 8.2%0.10 7.2%0.10 73£0.10 8.6 +0.10 8.0+0.10
MPV Mean platelets volume fL 7.4£0.10 7.2£0.10 6.6 £ 0.05 6.7 £0.08 7.4%0.08 7.1%0.04
P-LCR Platelet-larger cell ratio % 9.1 £ 0.60 7.7 £0.40 52%0.20 5.8 = 0.40 9.0 £ 0.50 7.0£0.20
PCT Platelet hematocrit % 1.00 % 0.06 0.88 & 0.05 0.87 +0.03 1.01 £0.03 1.2+0.08 1.1+0.03
RET Reticulocyte ratio % 52%0.10 51%0.10 5410.10 541£0.10 5.7+ 0.09 55+ 0.12
RET Reticulocyte count 10° cells/L 519.0 £11.4 525.7+133 5181+ 147 529.5£11.0 551.8 £10.8 535.7 £ 10.6
IRF Immature reticulocyte fraction % 53.9 = 0.40 53.9 £ 0.50 50.0 £ 0.60 52.9 £ 0.50 57.7 £ 0.50 54.1 £ 0.60
LFR Low fluorescent reticulocyte ratio % 44.8 +0.40 46.1 £ 0.50 50.0 £ 0.60 47.1£0.50 4231050 45,9 + 0.60
MFR Medium fluorescent reticulocyte ratio % 18.4+£0.30 189+ 0.30 17.1+£0.20 17.1£0.20 19.1£0.30 19.0 £0.30
HFR High fluorescent reticulocyte ratio % 36.8 £ 0.40 35.0 £ 0.40 33.0£0.60 35.8 £ 0.60 38.510.40 35.1%0.50
7
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[E18. A549 FiBhE4ARE (A) 3 Raji B4R (B) 7 M-NSG /)N L HYRRIE LI,

90 £ EFRR, FASA9fmTEZARE R ARajiit BYEARRE & 2 5IZM B A B RE R/ R L, T AR 8 =N EMEAIR, FTUBEIM-NSG/)
BHRBMRRE. Bl BMBLRIE T IEEMARARTEM-NSC LR REMR, X REIIER EEREMENERABAR TR EEI,

N\

NCI-H292, NCI-H446, SW1573, SHP-77, NCI-H1975-Luc, H460-Luc, Calu-6, NCI-H1975, NCI-H1299, NCI-H460, SK-MES-1, A549, NCI-H23, NCI-H2030, HCC-95, EBC-1, NCI-H1703

<~ BF M-NSG /MERTHEIIAY CDX 1RE

Cell Lines

Cancer Type

Lung cancer(17)

Leukemia(12) NALM-6-Luc, Molm13-Luc, HL-60-Luc, K562-Luc, HEL 92.1.7-Luc, Molm16-Luc, HEL 92.1.7-Luc, MOLT-4-Luc, HL-60, K562, NALM-6 Clone5, OCI-LY7

Pancreatic cancer(7) Aspc-1, PANC-1, PANC-1-Luc, BxPC-3, Capan-1, Panc 02.13, KP-4
Breast cancer(7) MDA-MB-231-Luc, MCF7, JIMT-1, MDA-MB-231, BT-474, HCC1937, MDA-MB-436
Lymphoma(7) Raji-Luc, Raji, JeKo-1-Luc-tdtomato, JeKo-1-Luc, THP-1-Luc, Z-138-Luc, SU-DHL-4-Luc

Colon cancer(5) HCT116-Luc, HCT 116, HT29, COLO 205, SW620

Gastric cancer(5) NUGC4, SNU-16, AGS, HGC-27, NCI-N87
Liver cancer(5) HEPG2, Huh-7, Hep3B-Luc, Hep 3B2.1-7, SUN-354

Renal carcinoma(4) A-498-Luc, 786-0-Luc, 786-0, A-498

Myeloma(4) NCI-H929-Luc, RPMI 8226-Luc, RPMI 8226, NCI-H929
Melanoma(2) A375, SK-MEL-5
Cervical carcinoma(2) Hela, Ca Ski

Ovarian cancer(2) A2780, NIH:OVCAR-3

Prostatic cancer(2) PC-3, LNCaP clone FGC
Bladder cancer(1) J82

Epidermal carcinoma(l) A-431

Mouth cancer(1) Cal27

U-87 MG

Brain tumor(1)
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Body weight (g)

-®- Group 1PBS,i.p,QD*14
- Group 2 5F9-L, 1 mg/kg, i.p, QD*14
5 - Group 3 5F9-H, 5 mg/kg, i.p, QD*14
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9.7 FRIH B 5 (Raji) COXEEL##ITHA CDATHUS ZS MBI K I

CDXPPJEIE B CAR-THT3USEI8 \\

Group 1unT, 5M,i.v., Once

Group 2 CAR-T 1,5M,i.v., Once
Group 3 CAR-T 2,5M,i.v., Once
Group 4 CAR-T 3,5M, i.v., Once

o -
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Days post administration

Body weight (g)

-~ Group 1unT,5M,i.v.,Once

-8 Group 2 CAR-T 1,5M,i.v.,Once
- Group 3 CAR-T 2,5M,i.v., Once
¥ Group 4 CAR-T 3,5M, i.v., Once
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[E10. #| L7 (HCT116) CDXIE AL #1TCAR- T RILIE LRI,

Group 1 PBS,i.v.,unT,i.v., Once

Group 2 PBS, i.v., CAR-T, i.v., Once

Group 3 Nab-paclitaxel, i.v., CAR-T, i.v., Once
Group 4 Oxaliplatin, i.v., CAR-T, i.v., Once
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Days post administration

Body weight (g)

-®- Group 1PBS,i.v.,unT,i.v.,Once

<% Group 2 PBS, i.v., CAR-T, i.v.,Once
—h
—'—

Group 3 Nab-paclitaxel, i.v., CAR-T, i.v., Once
Group 4 Oxaliplatin, i.v., CAR-T, i.v., Once
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E11. FIRLHRE (HCT116) COXIRALHITCAR- TR LT BX & /AT T FIZ R IIE K3,

42

-®- Group 1 unT,i.v., Once, Isol+lso2,i.p., BIW

-~ Group 2 CAR-T, i.v., Once, Iso1+1s02, i.p., BIW
—& Group 3 CAR-T, i.v., Once, Abl+Is02, i.p., BIW
-¥- Group 4 CAR-T, i.v., Once, Ab2+Isol, i.p., BIW

Body Weight (g)
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—— Group 1unT,i.v., Once, Isol+lso2,i.p., BIW

—— Group 2 CAR-T, i.v., Once, Isol+lso2, i.p., BIW
—— Group 3 CAR-T, i.v., Once, Ab1l+lso2, i.p., BIW
—— Group 4 CAR-T, i.v., Once, Ab2+Isol, i.p., BIW
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<~ huPBMC-M-NSGAB{L/NER

M-NSG Mice

o cid em1Smoc
NOD.Cg-Prkdc="lI2rg Infectious disease

o — e Gene therapy
Hematopoiesis

Drug targets without
Cross-reactivity

Immunogenicity study

Hu-PBMC Reconstruction Mice
Hu-PBMCI&EY, st &4 R AIHU-PBL (perihperal blood lymphocyte, PBL) {22!, R—fia @R AN B AR TN EERFZANRL/NE

&AL, Hu-PBMCIE R NS E S X BRI 51 5 B Rk SY, @5 LI4-6 I HIM-NSG/ R IFNB1ER(F, PBMCISHE/1EH 88 E
FE5~10*1076//\Bo AR B E R A T HR 75 AR TABRAYSE fb AR T e R I 25470

<~ Hu-PBMC-M-NSGH&E B! f{H{ATH% \\

Donor 1 P122030307C, 5X 10”6, i.v.
Donor 2 P122051302C, 5X 10”6, i.v.
Donor 3 P122050705C, 5X 1076, i.v.
Donor 4 P122030107C, 5X 10”6, i.v.
Donor 5 P122030307C, 5X 10”6, i.v.

-®- Donor 1 P122030307C, 5X10%6, i.v.
-0~ Donor 2 P122051302C, 5X10%6, i.v.
-8~ Donor 3P122050705C, 5X10%6, i.v.
-e- Donor 4 P122030107C, 5X 1046, i.v.
-~ Donor5P122030307C, 5X 1076, i.v.
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In vivo efficacy in huPBMC-M-NSG mice engrafted with H929 cancer cell line
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