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Table 1 Characteristics of experimental animals

4 weeks 8 weeks 12 weeks 16 weeks 20 weeks 24 weeks
Body mass/g
db/m 13.65 + 0.52 18.83 + 0.55 22.97 £ 0.90 26.05 £ 1.15 29.28 £ 0.95 30.00 + 1.13
db/db 18.28 + 0.56" 27.72 + 0.59" 38.73 £ 0.55" 4543 + 1.44" 48.82 + 1.16Y 48.87 + 131V
Plasma glucose levels /(mmol*L")
db/m 855+ 1.72 9.13 + 1.49 9.87 + 1.57 9.55 + 1.87 9.17 + 1.42 10.47 + 1.98
db/db 10.57 + 1.64 2498 + 2.17" 34.28 + 2.67" 42.23 + 4.05" 43.80 + 4.23" 4325 + 4.42Y
Plasma cholesterol /(mmol L")
db/m 1.54 + 0.44 1.96 + 0.24 1.92 + 0.37 1.86 + 0.57 1.81 + 0.34 1.71 £ 0.42
db/db 1.48 + 0.32 2.66 + 0.20" 3.16 + 0.57Y 3.41 + 0.55Y 3.22 + 0.56" 3.47 £ 0.62Y
Plasma triglyceride /(mmol-L")
db/m 1.07 £ 0.28 1.23 £ 0.27 1.02 + 0.29 1.24 + 0.45 1.06 + 0.22 0.97 + 0.30
db/db 1.10 + 0.31 1.85 + 0.30" 1.91 + 0.39" 2.22 + 0.38Y 2.43 £ 037" 2.57 + 0.32Y
Plasma creatinine level / (umolsL™")
db/m 25.18 + 3.55 27.28 + 3.21 27.60 + 3.54 28.80 + 3.41 29.35 £ 2.42 30.17 + 5.18
db/db 23.05 + 4.80 27.80 + 3.23 31.28 + 4.70 40.23 + 4.08" 47.75 + 478" 48.90 + 6.60"
Urinary albumin excretion /(jg/24 h)
db/m 10.1 = 1.7 11.9 + 4.0 13.6 £ 2.6 16.0 + 44 144 +7.7 19.1 + 5.7
db/db 103 +24 86.9 + 19.8" 168.0 + 34.2) 202.2 + 44.8" 243.5 + 62.0" 241.2 + 54.1Y

Data are the (x + s). Each group has n = 6. 'P<0.01 ps db/m.
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Fig. 1 Increased glomerular injury of db/db mice

with the development of diabetic nephropathy
(PAS dyeing, originally 400x)
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Fig. 2 Relative expression level of ANGPTL2 mRNA
in db/db and db/m mice kidney
(a) Comparison of ANGPTL2 mRNA level between db/db mice and
db/m mice.[ ]: db/m mice; Il: db/db mice. (b) Partial results of semi-
quantitative RT-PCR of ANGPTL2 gene in db/db mice and db/m mice.
4d: 4 weeks old db/db mouse; 4m: 4 weeks old db/m mouse; 8d: 8 weeks
old db/db mice; 8m: 8 weeks old db/m mice; 12d: 12 weeks old db/db
mice; 12m: 12 weeks old db/m mice; 16d: 16 weeks old db/db mice;
16m: 16 weeks old db/m mice; 20d: 20 weeks old db/db mice; 20m:
20 weeks old db/m mice; 24d: 24 weeks old db/db mice; 24m: 24 weeks

old db/m mice.
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Fig. 3 Results of immunohistochemistry staining of mice
glomeruli by ANGPTL2 antibody
(originally 400x)
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Expression of ANGPTL2 in The Kidney of
Diabetic Nephropathy db/db Mice *

ZHENG Jing-Min™, LIU Zhi-Hong LI Lei-Shi
(Research Institute of Nephrology, Jinling Hospital, Nanjing 210002, China)

Abstract Kidney samples were obtained from db/db mice and their db/m littermates at the age of 4, 8, 12, 16, 20
and 24 weeks. The expression of ANGPTL2 was assessed by RT-PCR and immunohistochemistry, and then
correlated with biochemical and histological indices of kidney injury. No significant difference of ANGPTL2
expression was found in the kidney of db/db mice and the control db/m mice at the age of 4 weeks, a time when all
biochemical and histological indices indicated that the db/db mice were in pre-diabetic condition. However, with
the development of obesity, hyperglycemia and proteinuria, the expression of ANGPTL2 in the kidney of db/db
mice increased, which indicated that the increased expression of ANGPTL2 associated with diabetic nephropathy.
ANGPTL2 protein was found distributed mainly in the glomerulus. It is along the capillary loop, located just
outside the basement membrane, and in the same location as podocytes, which suggested that podocytes are the
main origin of ANGPTL?2 in the kidney. Besides, increased expression of ANGPTL2 was found in older db/m mice
though it has not reached to a significant level, which may suggest that ANGPTL2 might have some thing to do
with the kidney injury caused by ageing.

Key words angiopoietin-like protein 2 (ANGPTL2), diabetic nephropathy, db/db mice
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