HHE RS FM 20134E5 A 34 B s http://www. ajsmmu. cn

o ATT7 .
Academic Journal of Second Military Medical University, May 2013, Vol. 34, No. 5

DOI.10. 3724/SP. ]. 1008. 2013. 00477 ° %} % °

REMHFEBEZEIDERARBZESE C4d TR

wm o= EF B LV E-F,FRE R B .EZLZTFV

1 MR EEE R BEW PRAMEE, 22 MK 2 WA R AMBERFF 52 9T, H oA 48 6 BR 2R 48 6 90 Wi R 2 2 vpols , B 48 06 JR 3R S8 95 0 I 52
FSLIRE L 22 M 730030

2. PN KA 4275 B B W PR AMRE , BUAB 610041

3. BN N R BE e W R AR, 5t M 550002

4. ZETTON R BE BE W IRAMNEE IR 572000

(HE] a6 WEBRBEBHYERCAN) KRB E b Cad B VTR B, I 40 B g2 300 5 % Cad VTR B 2
W, & ¥ Fisher 344 K RA BB F] Lewis KEAKPNE Kl CAN B, R4 FHME ACsA) 10 mg/(kg + ) X 10 d,
PR BB 5 AL BAH 9 RS T AR Y. (1) AR KX A (2) CsAL6 mg/(kg « D4l (3) HAEHR
[RAPA.0. 8 mg/(kg » d)J41;(4) 5 EF[FK506,0. 15 mg/(kg « ) J4;(5) EBYBRES[ MMF,20 mg/(kg « ) ]4, 4345
TERGEH 4.8 K 12 AL FERA KR 3 B, WIS AH & A5 4 , AR 4F Banff 97 F5 M1 21 2005 Bk A%, I A8 9 06 e il Cad
VUG L, %4 BAHE S A L S B A PR R I W] W0 CAN I RS B BUAE , 2% 4 Banff FrfETF 43 22 R R R E X
(P>0.05) B HZ R KRBT B /NS B B Y400 (PTC) # AL B Cad BHYETURL RJG 8 B 4 4139 K [a) 72 B 1 3
CAN iy 3 8955 A8 {k , PTC #BALEY Cad PIARIE G ; R )5 12 B CAN #E & 3 £ ™ 5 Ky Bt , PTC 362 1Y Cad JTRR AR B 3k 3 %
K, Cad VIR SRHE CAN g sk 28 5 IEAH 5 (- =0. 894, P=0.000), [[IXI B4, CsA 41H0 FK506 21 Cad JUARAR B 22
FY TG 2 X (P>>0.05), 1 MMF 20 f1 RAPA 4 AEGS /> Cad RITTRL, 2R A S %8 L (P<<0.05), ##& KWHHE
Bt ,PTC A7 o] H B Cad JUAL, H 7= 4 A B i) B F CAN & J& R BLAE 1k, R B Cad DU Rk 5 CAN Y F J& AH 36,
MMF HIl RAPA BE# 0 CAN Ay 3EJE ,CsA HI FK506 JCl] W40 il 4

[REIRA] AL PERAEY B s PO I ; CAd 5 B9 300 1 57

[hESES] R692 [XHEFRED] A [XEHS] 0258-879X(2013)05-0477-05

Influence of immunosuppressants on C4d deposition in renal allografts of rats with chronic allograft

nephropathy

YANG Li', LI Tao', LU Yi-ping’, LUO Guang-heng®, SONG Jun', WANG Zhi-ping'"

1. Department of Urology, Institute of Urology, Gansu Nephro-Urological Clinical Center, Key Laboratory of Urological
System Diseases of Gansu Province, Lanzhou University Second Hospital, Lanzhou 730030, Gansu, China

2. Department of Urology, West China Hospital, Sichuan University, Chengdu 610041, Sichuan, China

3. Department of Urology, People’s Hospital of Guizhou, Guizhou 550002, China

4. Department of Urology. People’s Hospital of Sanya, Hainan 572000, China

[Abstract] Objective To observe C4d deposition in renal allografts of rats undergoing chronic allograft nephropathy
(CAN), and to analyze the effects of immunosuppressants on deposition of C4d in peritubular capillaries. Methods The renal
grafts of Fisher 344 rats were orthotopically transplanted into Lewis rats to create CAN models, and all the recipients were
given cyclosporine A (CsA) 10 mg/(kg « d) X 10 d after operation. The models were then divided into 5 groups (each n=9) ;
Group A was normal saline control group, only receiving vehicle orally; Group B, C, D, and E received CsA 6 mg/(kg + d),
RAPA 0.8 mg/(kg « d), FK506 0. 15 mg/(kg * d),and MMF 20 mg/(kg « d), respectively. The renal allografts were
harvested after three rats were sacrificed at the 4™, 8" and 12" weeks post-transplantation. The histological changes were
assessed according to Banff 97 standard. The deposition of C4d was detected by immunofluorescence method. Results C4d

deposition in peritubular capillary(PTC) was found in all the allografts at the 4™ week after transplantation, while there were no
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obvious clinical pathological changes of CAN in all groups, and the Banff scores were not significantly different among different
groups (P >0. 05). CAN manifestations of different degrees were observed 8 weeks after operation, with increased C4d
deposition in the PTC. Severest CAN was observed at the 12™ week after operation, accompanied by the most C4d deposition in
the PTC. C4d deposition was positively correlated with the severity of CAN (+=0. 894, P=0. 000). Compared with the control
group, CsA and FK506 showed no significant effect on C4d deposition (P>0. 05); however, MMF and RAPA significantly
decreased C4d deposition (P <C0. 05). Conclusion Deposition of C4d in PTC may appear in allografts earlier than the

pathological changes of CAN, and the deposition is associated with the progression of CAN. MMF and RAPA can inhibit the

progression of CAN, while CsA and FK506 can not.
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Fig 1 Masson staining of interstitial fibrosis

A: Normal kidney; B: 4 weeks after transplantation; C: 8 weeks after transplantation; D: 12 weeks after transplantation.

Original magnification X200
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Tab 1 Banff scores 4, 8 and 12 weeks

after transplantation

n=3, ks
Group 4 weeks 8 weeks 12 weeks
Control 1.6740.58 5.33+0.58 12.67+1.16
CsA 1.3340.58 4.6741.53 13.33+1.53
FK506 1.0041. 00 5.67+0.58 12.33+3.79
RAPA 0.6740.61 1.33+1.53" 7.33£3.79"
MMF 0.6740.58 1.67+1.16~ 6.67+1.53"

* P<C0. 05 vs control group
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Fig 2 Comparison of serum creatinine (SCr) in each group
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Fig 3 C4d deposition in peritubular capillaries (PTC) in MMF treatment group

A 4 weeks after transplantation; B: 8 weeks after transplantation; C: 12 weeks after transplantation. Original magnification: X400
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Tab 2 C4d deposition 4, 8 and 12 weeks

after transplantation

n=3, xts

Group 4 weeks 8 weeks 12 weeks
Control 5.240.6 9.0£0.2 21.1+1.3
CsA 5.240.5 8.8+0.3 19.34+2.1
FK506 5.140.1 8.540.5 20.7+1.8
RAPA 4,040.2" 5.54+0.5% 7.8+1.1~%
MMF 4.140.2" 5.840.1" 8.240.7"

* P<C0. 05 vs control group
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