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[Abstract] Objective: This srudy aims to establish a patient-derived xenograft (PDX) model of NOD background immunodeficient
mice for human cancer preclinical and biological research. Methods: NOD - Prkdc*TI2rg"" mice were obtained by CRISPR/cas9
technology , and homozygous offspring with stable inheritance were obtained through normal breeding. The proportion of immune cells
in peripheral blood of mice was monitored by flow cytometry. Fresh tumor tissues were transplanted and inoculated. The tumor growth
status and the morphological characteristics of passaged PDX tumors were observed and recorded. Results: There was no expression of
mature T, B and NK cells in peripheral blood of NYG mice. There was almost no rejection to human cells and tissues , and there was no
obvious abnormality in histopathological phenotype and immune system. Conclusion: NYG mice and immunodeficient mice were
successfully constructed , which provided a new PDX animal model for the basic theory and application of oncology.
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Figure 1 PCR identification result of NYG mice
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Figure 3 HCC/Colon cancer PDX model growth characterization

fi e JE A5 AHABL (T 4) , PDX g 45 88 1 5L & s 1)
TEA AR
3 3t 8

112rg 2 22 ot B 2 G0 028 PR - 19 3 ] 52 A4 0 35, 7
PR G ARAEEEAEN] . MR N2 K 2B Fh
YRR 32 AL B A5 5 52 B, NK SR T T B itk T 2
J s /b Fe7, £545 T CRISPR/Cas9 1)) 32 W FH
FRATFFE , X — RS BLE )12 o 2L sh )
RN ™, A 5T 1 H CRISPR/Cas9 £
AR I T Prkde " TI2rg™ S B FE NYG /ML
5 B AT G SR FA AR e ol A AR AN ek

HAFEHRY PDX T H L (NSG . NOG .NCG .B-NDG™)
—FE,NYG LA NOD-Prkde ™ T2rg™" [A] 2 7= ffh o 1l
JF 45 5 R, NYG /N B Prkde 35 R Btk 10 Bl
12rg 5 50 B AE . Ah i FAb B Ay ik, 2 3BEX
PN BE R AR R i 5 28 s R D e el s o T =X
JHARS I ) 235 SR FRUIESE T NY G SR lefiea /N BRAA A
A TN AR B AR A NK 4B A A77E (1 2) .

iR S SO PR 2 5 MRV T SR ) — A B
RIZR o MG ST By S 2 H bR o B0 28 4 i it ot
B ARG 7 28, IR AN AR B R AR
SRR B AR 1 e e o A R, T AR
0T 71 VLB X R 1 I geg S BRI gk RS .



2R 8
20224F-8 A

FrR, SO, RN , 2. Pride F1T12rg SRS Gz BLRE /N BRI A EE Ao 2 1 [T .
B R R A (B SRR ) ,2022,42(08) : 1107-1111

<1111~

PO JEL AR s P1: PDX Mo

B4 44]FEAKMEEF PDX BJE HE 3 L8 (x100)

Figure 4 Comparison of HE staining between primary tumor and PDX tumor of 4 patients(x100)

b AT T ik b R AR PR RN 2 ) ) 25 S5 DA R R
SR TR PR A 2 F AR S I TR s 22 57
S RAT I R A, DUE T AL kS TR
J7 o PDXAERINE N & BURIEGUE - &5 , A6 T 40 R
FEAR BRI R IR T S T P 59 10 At B, fifi
PDX A5 78 i 4R i 28 80% sl i . 554
211 it Z2 TR RS TR AR L, PDXORF S8 2 3 i i 4
ol 2 2 o R B A (2 o0 T U ) A5
J7 2URE A 2] G 2 SR /D B N, i B A 5 b 1
PR PR g A A AR e 27 A5 TR AR, 2
H AT B AR I 58 8 AR TR YT R g A A
A5 R FH T AR I T A 9 R0 285 W s A 4L
157 PDX AT [ ) 20 kg g, 3K R i DAL oo 34 7
NYG /N PR ARARAR T o 38 3 X 2 2000 e 1)
WLEE , BEAE iR 5 58 2 iR s BEAL 2UB S R B
T BE ) — &bk, e NY G /N T PDX A RLT 2
I PRETR TR RIS T o 32 580 25 BRI AR RIS
th 2 54 PDX IR () I S BUAT R, T 254k
Y7 AT S5 AH G SR IR R BB . (HREAT 9t
RES TRBRAAG AT ST A MR A A L R A5 R O ROR
NYG i A PDX AR R 4 hy 5

(&% 3]
[1] KOJIMA Y, HAYAKAWA F, MORISHITA T, et al.

Ym155 induces apoptosis through proteasome -dependent
degradation of mcl-1 in primary effusion lymphoma [J].
Pharmacol Res,2017,120:242-251

[2] OKADA S, VAETEEWOOTTACHARN K, KARIYA R.
Application of highly immunocompromised mice for the

establishment of patient-derived xenograft (PDX) models

[3]

[4]

(5]

(6]

(7]

(8]

[9]

[10]

[J]. Cells,2019,8(8):889
CASSIDY J W, CALDAS C, BRUNA A. Maintaining tu-
mor heterogeneity in patient-derived tumor xenografts [ ] ].
Cancer Res,2015,75(15) :2963-2968
WANG D,PHAM N A, TONG J, et al. Molecular hetero-
geneity of non-small cell lung carcinoma patient-derived
xenografts closely reflect their primary tumors [J]. Int J
Cancer,2017,140(3) :662-673
LEFLEY D, HOWARD F, ARSHAD F, et al. Develop-
ment of clinically relevant in vivo metastasis models using
human bone discs and breast cancer patient-derived xeno-
grafts [J].Breast Cancer Res,2019,21(1):130
NEOPHYTOU C M, PANAGI M, STYLIANOPOULOS T,
et al. The role of tumor microenvironment in cancer metas-
tasis : molecular mechanisms and therapeutic opportunities
[J]. Cancers(Basel ). 2021,13(9) :2053
HIROSHIMA Y,MAAWY A,ZHANG Y, et al. Patient-de-
rived mouse models of cancer need to be orthotopic in or-
der to evaluate targeted anti-metastatic therapy[J]. Onco-
target,2016,7(44) :71696-71702
COLLINS A T,LANG S H. A systematic review of the va-
lidity of patient derived xenograft(PDX)models : the impli-
cations for translational research and personalised medi-
cinel J].Peer J,2018:6:e5981
WAL RUIA L W R g R S e
] B ERR A2 (A ARARRA R , 2021, 41(11)
1689-1694
GOTO T. Patient-derived tumor xenograft models : toward
the establishment of precision cancer medicine [J].] Pers
Med,2020,10(3) :64

[FEH] 2021-12-13

(KX HE:E &)



