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ABSTRACT Objective: To investigate the changes of the proliferation of neural stem/progenitor cell (NSC/NPC) in diabetes
mellitus (DM) mediated by abnormal immune responses. Methods: Female non-obese diabetic (NOD) mice were divided into non-DM or
DM groups according to the results of glycosuria tests. The changes of body weight and the severity of insulitis were observed and
compared between the two groups. 5-bromo-2'-deoxyuridine (BrdU) incorporation and subsequent BrdU immunofluorescent staining
were used. The NSC/NPC proliferation was assessed by counting the number of BrdU-positive cells in the dentate gyrus (DG) of
hippocampus and in the subventricular zone (SVZ), respectively. Results: Diabetic NOD mice exhibited the classical symptoms of
hyperglycemia including polydipsia, polyuria, and weight loss. The number of islets with an inflammatory score of 3 was larger in DM
group than in non-DM group. The mean inflammatory score of insulitis is also higher in DM group (P < 0.05). Compared with non-DM
NOD mice, the number of BrdU-positive cells was significantly decreased in the DG of hippocampus in diabetic NOD mice (P<0.01).
Similarly, a reduced number of BrdU-positive cells also occurred in the SVZ of diabetic NOD mice (P<0.001). Conclusion: Abnormal
immune responses-mediated DM contributes to an impaired NSC/NPC proliferation in female NOD mice.
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Fig.1 Comparison of weight change NOD mice between two groups
i*: 5 D0 ALk%s, *P<0.05,**P < 0.01,
Note: *P<0.05,**P<0.01, compared with DO group.
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Fig.2 The HE staining of the islet and the results of inflammatory score in NOD mice
EEA‘C ﬁ%lljlﬂiﬁﬁﬁﬁzﬁ 1 ,2,3 ﬁﬁ’\] NOD I]\ﬁﬂ%% HE ;‘é%o *P< 0.05 , Eﬁﬁﬁgﬂthﬁo

Note: A, B, C represents HE staining of 1, 2, 3 scores of insulitis respectively. *P<0.05, compared with non-DM group.

* 1 BA/NRIED DG #1 SVZ X BrdU PRI ARSI LR ( Xt 5)

Tablel Comparison of the number of BrdU-positive cell of two groups of mice in DG and SVZ zone (xt s)

Group n DG zone SVZ zone
DM 8 256.0+ 322 %* 18452 = 145.3 ***
NON-DM 8 589.5+ 50.6 2784.6+ 1309

S RERALLE,**P <0.01,***P<0.001,
Note: compared with non-DM NOD mice,*P<0.01,***P<0.001.
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