#1646 11 B Vol. 16 No.1
20254F 1 H Organ Transplantation Jan. 2025

—

i -

NERD RS E IS HER R N AR B BV B ILAD DT

R RERE BERAMA ARAE HT

EREE
~ 2L 2

— BT (A
}L\HE%$E‘I§II.{-E -
X HETF S0 A5 T
° D REFRIE R —
/ /
BALB/c C57BL/6 | A
CTLA4-1g0.25 mg
ARG, 2 digEsE
| BmEsE
20 g L1
- J

[HWHE] B&Y &/ MBS EHT W (CR) BB Hr HAR A . AiE LSS BALB/C il
C57BL/6 /NRAF BN EMARIZ AT DIERSHE, TARJE 1. 2 d A TS AIETEIE T M AHMAH SR 4 fesk
HH (CTLA4-Ig) . WEBAHYAAGRE . Rt (DSA) 7K B A R BRI ST 4 i 2 1 1
. &R FEEBALE T, CTLA4-IgIGYT G B Y AR M EK [ (28.244.1) d [k (7.040.7) d, P<0.01];
RIEH 2. 3. 4 JAITE DSA-IgG /K FEFHR, DSA-IgM KFEAZE; Rig 3 FRHLOALO ARG . SAE 4R
. RIBLF LB M N C4d TURR, HARJEH 4 JMNE ; BAEY) NEIE I SR 40M £ 20 EVRAIiE . T 4
AR, &t FH/DRRER ORI CTLA4-Ig BLEhEN. T CR A, AJR4E CR AY &b A+ i
FEARALELR

(k@i ] ORERSAE; YRR SN SRl /N AERETE T W A MAR DGR 4 e sk m; it
TR e i S 4 AR

[hESZES] R617,R3924 [xikirEmE] A [XE=4HS] 1674-7445 (2025) 01-0010-07

DOL: 10.12464/j.issn.1674-7445.2024215

REWH: ERAKFERS (82200847) 5 JMTRHEITRITE (2024A03J0765)

EFHLL: 510630 N, Rl 55 = B e B A AR

YEHE A . 5K8% (ORCID 0009-0008-0118-5461) , AF}, WIFEJ7 M A%, Email: 951651291@qq.com
WfFEEH : #€ (ORCID 0009-0000-8775-6633) , i+, WF5EJ I B %)%, Email: hanf23@mail.sysu.edu.cn


https://doi.org/10.12464/j.issn.1674-7445.2024215
https://doi.org/10.12464/j.issn.1674-7445.2024215
https://doi.org/10.12464/j.issn.1674-7445.2024215
mailto:951651291@qq.com
mailto:hanf23@mail.sysu.edu.cn

+ 100 - wE

B

F16

Establishment and analysis of chronic rejection model of mouse heart transplantation

Zhang Wei, Zhang Qingrong,

Ma Maolin, Leng Qianghua, Han Fei. Department of Kidney Transplantation, the Third Affiliated Hospital of Sun Yat-sen University,

Guangzhou 510630, China
Corresponding author: Han Fei, Email: hanf23@mail.sysu.edu.cn

[ Abstract] Objective To establish a chronic rejection (CR) model of mouse heart transplantation and analyze its
characteristics. Methods Allogeneic BALB/c and C57BL/6 mice were used as donor and recipient for heart transplantation,
and intraperitoneal injection of cytotoxic T lymphocyte-associated antigen 4-immunoglobulin (CTLA4-Ig) was given 1 and
2 days after surgery. Graft survival time, donor specific antibody (DSA) level, graft pathology and inflammatory cell
infiltration were observed. Results In allogeneic transplantation model, graft survival time was prolonged after CTLA4-Ig
treatment [(28.2+4.1) d vs. (7.0+0.7) d, P < 0.01]. The level of serum DSA-IgG increased at 2, 3 and 4 weeks after surgery,
while the level of DSA-IgM remained unchanged. Myocardial cell injury, inflammatory cell infiltration, interstitial fibrosis
and C4d deposition in capillaries were aggravated 3 weeks after operation and worsened 4 weeks after operation. The
infiltrated immune cells were mainly macrophages, T cells and plasma cells. Conclusions Mouse allogeneic heart

transplantation combined with CTLA4-Ig successfully establishes a CR model, which provides a basis for subsequent

studies on the pathogenesis and intervention of CR.

[ Key words ] Heart transplantation; Chronic rejection; Animal model; Mouse; Cytotoxic T lymphocyte-associated

antigen 4-immunoglobulin; Donor specific antibody; Immune cell; Inflammatory cell infiltration
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Figure 1 Survival curves of cardiac allografts and postoperative DSA levels of each group
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Figure 2 Pathological manifestations and C4d staining of cardiac grafts from recipient mice in each group

2.3 DREBEYNRE%REHE

S KAH+CTLAL-Ig AR 3 JABAHEYINA K
R MRE, A (CD4sT) b ( 8.2+
0.8) %, HH—HNHKEBELEM (CD11b'F4/80") |
T 4ifils (CD3") . B4l (CD19") FZ4ML (CD19
CDI138") 43k (31.2423) %. (32.7424) %. (1.8+
0.4) % A1 (30.4+1.1) % (B 3A) . BAHY N E W
YA, T 40/, B 4HMORIR A0 AR O ULIE 3B,

3 #

M R b CR B A 5 2 phy T G 5 00 1 R X AN
A2, i B AT 5" A DSA BRA 2 Fh S AE 4 i
XA AT IR, Soh, B Rdn AR T
Y40 il 2 5 R A W) 18] T 2T A A g R B FAT,
CR IR ARG HERT, RRHIT AT ARl
Pk, &2/ CR R ALT EINTR AR .

REAE A —Lbgd s CR BT VL, L i o

afi EEH LA A1 1A Y B6.C-H-"""KhEg
(bml12, H-2""?2) Al C57BL/6 ( B6, H-2*) /N4>
SR HE AR Z AR T DR A, A (0 FHSE P Rk 2
P /N Bl CDAT 4 J 4 i 2 vk HE R Bz DA T 75
CR By J7 LM, (HIX STy 4 5 i R 35 &A= CR 1Y
PR RN TA], 3 57 A A5 R AN B B A b 2 IR R (1] S8
T 20 M35 fL A1 B 4l i1 AL 5 728 DSA J& S BUHE+ i
N FEZ A, AR AE/NROIEB AN 1. 2d
fii/H CTLAA4-Ig, 7] LATERLES RIS T 40357k,
AT 2 T A0S HE R RN . Bl AR
[ A SE R, B ZHAL . T 40 B R 58 K G st 4 0 Ak J5
DSA M4 i35 CR. ABFIEAEA ST BEAT 1AL Y 55
ik, PR 2 TG DSA KT, KRG 3. 44
AR IR OB . ST AL L[] B f



51 e

ZINBRUC RS AR P P B A8 4 7 A 3T - 103 -

32.97%

CD45

<
@]
w2
2 e
‘ i 34.929%

30.95%

1.59%

CDI11b CD3
40
2ol F T =
= 20
E=
10

— > SSC-A
———FFF > (D138

04— —t
RPN SN U
XU\ GRS
CD19 ¥ M @
CD138
\ AV M\ e
» .( : .':‘l . ‘.' “
- v .;\ (.‘
”“."_\‘. VWO ot .
;B @) X
-\ =0 LR 2
. A "V"\;“.
TRt Ay ®

T A By e i i R 4528 s B RN ZE SOy Bt . T 40, B 4, JRANRIETE oL (ered

1k, x400) .

B3 BERSIEY R AR E R

Figure 3 Infiltration of immune cells in transplant hearts
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