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[ Z)E8 R EREARKK T 1 524K (insulin-like growth factor 1 receptor, IGF—1R )31 F40 AR b0 B0 /1N BUAG B
LY, FiE EHC 90 H 8 ik C57/BLO MER ARIFHENLE 73R 500 5 A, B4 18 K MRUCH A ZH (BB PR B i) \B 20
(IGF-1R 41) ,C 4 (M S5k L MR 20 ) D 41 (RS R A1) Fxd E4L, A 20 B 41 .C 4001 D 4k BUIE I 7 5 100 mg/kg
HENREE R, 48 h BEALITAE =16.7 mmol/L, BRAE (+~4+ ) PEAMEIR T . GEH8E 8 UG , A 2 AR B KHE S | B 2H 48 h/Ak AL ]
30 mg/kg IGF-1R AMHIFIHEE , C 20 48 WML 30 mg/kg IGF-1R AMHIFIHEE D 41 PG 1~2 Ukg BRI E  F UG T4 20
PRIVUET | M4 24 h 25 ARG 16 JE R X 25 20 /N BRSEA T IRRIAAL FE , WS B B 2 P UREAS A8 A A 3 A T2 U B A
M, S5 X RRA/INEUMAE E R, A 20 B 200 C 20/ RS & T 16.7 mmol/L, D ZH/NRUIMMEAR T 16.7 mmol/L, 22 5 B A Gt
SR X (P<0.05) . A 41/NFRUREE FIHAEIERE XL/, B 4180 D 4/NEURE FHEIERIE T A 41, 2R BA G L (P<
0.05), A Z1/NERIRER FULEF LG i AT RRZE/NEL, B 4/ BRUREE FUULEF LU T A 20, D 4/ RUREE I UUEF AR T A 41, 22 R 2
Gt X (P<0.05) , ZEUFEAT 23K 8 PRI B B B 4121 Snaill F1 IGF-1 ik R, A 41/ IGF-1 mRNA kA8 fk
TGETT 7 L (P>0.05) ,Snail | mRNA ik PR, 2257 B Gi 40 L (P<0.05) . C 401 D /MR E 20 Snaill F1 IGF-1
FERTC BAEIE (P>0.05) , s AUk A (0, A 4NV HZUH Snaill F1 IGF-1 FA R TXHEA, 25 A G248 L (P<
0.05), B ZH/INEL IGF-1 25 I 3RIATCH A2 1k, Snail 1 25 IR, 22 5 A GEIT4 18 L (P<0.05) . C ZHH1 D ZH/NEAE A 2/
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Possible mechanism of IGF-1R inhibitor inhibiting renal fibrosis in mice

with diabetic nephropathy
Zhang Xiaoli ,Hu Weili
(Department of Nephropathy and Rheumatism,The Third Affiliated Hospital of Xinxiang Medical University)
[ Abstract)Objective . To investigate the possible mechanism of insulin-like growth factor 1 receptor(IGF-1R) inhibitor inhibiting renal
fibrosis in mice with diabetic nephropathy. Methods : Ninety 8—week—old C57/BL6 male rats were equally and randomly divided into
five groups:group A (diabetic nephropathy group),group B(IGF-1R group),group C(angiotensin—converting—enzyme inhibitor group),
group D (insulin group),and control group. Groups A-D were intraperitoneally injected with 100 mg/kg streptozotocin to establish a
diabetes model,,which was confirmed with 48 h random blood glucose (=16.7 mmol/L) and urine glucose (+~4+). After 8 weeks of
modeling, group A was given normal saline by gavage,group B was given 30 mg/kg IGF-1R inhibitor by gavage once every 48 h,
group C was given 30 mg/kg angiotensin—converting—enzyme inhibitor once every 48 h,and group D was injected subcutaneously with
1-2 U/kg insulin. The urine creatinine,blood glucose,and 24—hour protein excretion in each group were routinely tested. At the age
of 16 weeks,the mice in each group were anesthetized and sacrificed. The renal tissue samples were collected and routinely paraffin—
embedded for histopathological examination. Results:The blood glucose in the control group was normal. The blood glucose levels in

groups A—C were higher than 16.7 mmol/L,,and that in group D
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was lower than 16.7 mmol/L. There was a significant difference

in blood glucose between the groups(P<0.05). The urinary pro—
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in the control group(P<0.05) ;the urinary protein excretion rates in group B and D were significantly lower than that in group A (P<
0.05). The urinary protein/creatinine ratio in group A was significantly higher than that in the control group (P<0.05) ; compared
with group A, groups B and D had a significantly lower urine protein/creatinine ratio(both P<0.05). In situ hybridization assay showed
that the expression of Snaill and IGF-1 in the renal tissue was up-regulated in mice with diabetic nephropathy. Compared with the
control group,group A had no significant change in the mRNA expression of IGF-1(P>0.05),but had significantly lower mRNA
expression of Snaill (P<0.05) ;no significant changes in the mRNA expression of Snaill and IGF-1 in the renal tissue were observed
in groups C and D(P>0.05). Immunohistochemical staining results showed that compared with the control group,group A had signifi—
cantly higher protein expression of Snaill and IGF-1 in the renal tissue(P<0.05) ;group B had no significant change in the protein
expression of IGF-1(P>0.05),but had significantly lower protein expression of Snaill (P<0.05). No significant changes in the protein
expression of Snaill and IGF-1 were observed in groups C and D compared with group A (P>0.05). Conclusion :Inhibiting IGF-1R or
silencing IGF-1 can inhibit renal tubular epithelial-mesenchymal transition and relieve renal fibrosis.
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124 JEOIA3E 0.1 mol/L BEFRERZE W (phosphate buffer,
PBS) VRS AL, % F 0 A 1/1 000 5k R — L1 (4%
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D2/ FUALBEIE T 16.7 mmol/L; A ZH/NEUR R (1 HEI R & T
Xf BRI, B 2 D A/ RUREE FHEIRAR T A 21, 2255 A
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Xif RE 2 18 7.33+£0.92 97.75 £ 10.68 25.44 +2.44
A4l 18 23.15 = 2.04 698.37 + 168.93 257.56 + 47.74
B4 18 24.42+1.98 130.82 +27.90 93.36 +7.99
4 18 2339+1.78 594.69 + 126.17 204.69 +36.01
D4l 18 9.65+0.74 269.58 + 14.02 159.67 + 16.58
ARSI FIP 1 498.432/0.000 147.725/0.000 191.463/0.000
A vs. XA HSD-q/P {ii 42242/ <0.01 26.699/ < 0.01 35.170/ < 0.01
B 24 vs. XfHRZH HSD-¢/P {H 45.657/ < 0.01 1.470/=0.05 10.291/ < 0.01
C 41 vs. XA HSD-q¢/P {if 42.900/ < 0.01 22.090/ < 0.01 27.160/ < 0.01
D 41 vs. X HRAL HSD-¢/P {H 6.207/<0.01 7.638/ < 0.01 20.338/<0.01
B4lvs. A4l HSD-q/P {if 3.415/=0.05 25.229/<0.01 24.879/ < 0.01
CHlvs. A HSD-¢/P {H. 0.659/=0.05 4.609/ < 0.05 8.010/ < 0.01
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D4 vs. C4H HSD-¢/P i 36.693/ < 0.01 14.452/ < 0.01 6.822/<0.01
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(P>0.05), HAtHELERS W% 2,
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DZ 18 0.122+0.015  0.203 =0.010
ARSI FIP{E 73 794.266/0.000  5.077/0.001
A4 vs. WTHEZH  HSD-¢/P{H  305.112/<0.01  5.782/<0.01
B #H vs. %[ IEZH HSD—q/P{  612.959/<0.01  4.581/<0.05
C 4 vs. XHHEZL HSD-q/P{H 6.237/ < 0.01 3.487/=0.05
C 4 vs. XHHEZL  HSD-q/P{H 7.716/ < 0.01 2.010/=0.05
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C#vs.AZH  HSD—q/P{i  298.874/<0.01  2.295/=0.05
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C#vs. B4  HSD—q/P{i  605.244/<0.01  2.571/=0.05
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