o5 38 5 2 1) | SO U N = Vol. 38 No. 2
142 2020 4F 4 A JOURNAL OF GUANGDONG MEDICAL UNIVERSITY Apr. 2020

miRNA-146a%0 6 F 7 X =R EAAPP/PS1 W AL B [F & B /N IA N Th BE i
SCIRFFER

ZOBL2EHR, BAASL AR RKLZ (URERRERBER | MR 2. i
B, TTARHEL 524001)

O OE. HMM %1 miRNA-146a80 [7] T 15 % 1% ] APP/PS1 (APPswe/PSEN1dE9) XL 5 R /Iy FRUIA 61 B i iy i 32 12
. Jii EHI18HBAPP/PSI/MEL, 43 NADZL . THI4L(ADIZ]). [7H#C57/M(CONG), F4162 ., ADIZH/MRZS
T miRNA-146a agomir 1 nmol, FfH 2425, ADAFCONY /N FADEPCdiethyl pyrocarbonate){C %, 30 dj5, KH
Morris 7K E . YREEHEATAT AN AN AERIN , S e 2 S MELISAK i S N AR & BHAY 81k, RIS SR | Western Blott-
ing A T M taudh 15 BERR AL 8L . 850 ADIZH /N BURY ke AR S BE A DI 2R BB i e, 5 AR ADZH /)N B
FHEG, 5820 3. 4. SRAYHGREVE IR IDTR S48 0, A2 D7 5 T 6 52 RS B e Iv) B ek % A 1 40 L 3400 g 384 1 (P< 0.05 5%
0.01). FEYIRT H R N SE8e T, ADIZH/NBRAEB SR (045 B Bl 1) L 28 B SR (A v B L ) 13 S ADZH /I BRFH 2
M (P<0.05850.01), ADIZL/NRSADZ L4, WS IXABR. APA2UTFIBERT B 25 MG, W2V 2 T s vk SR T ik
APA2 B A 22 A G2 1 L (P<0.058%0.01), ADIZH/NEL S ADZHAHLL, ¥ Th2HZH f'P-tau S396., P-tau T181 Fl P-
tau T205 2K 1 5 5 R b /K F-BH 2054 (P<0.055%0.01), 4518 miRNA-146a agomirfl ] + 15 o] 4036 e B AD /N B A T4
FRAHITRERERG , FEIRAD/N B X AB/AB42EE H TR K taufE F B S W BEIR LK, ZfRADIHEL . AEREERE

X837 : miRNA-146a agomir; FU/RKHEERIG ; Morris/KikE ; AB; tau

FESES: R749 XHEFRERD: A XEHS: 2096-3610(2020)02-0142-07

Experimental study on miRNA-146a targeted intervention in the improvement of cognitive
function in late APP/PS1 double transgenic model mice

MAI Hui'?, FAN Wei-hao!, CHEN Xiong-jin!, ZHAO Bin'? (1. Institute of Neurology; 2. Neurology Department, the
Affiliated Hospital of Guangdong Medical University, 524001 Zhanjiang, China)

Abstract: Objective To investigate the effect of miRNA-146a targeted intervention in the improvement of cognitive
function in late APP/PS1 double transgenic mice. Methods 18-month-old APP/PS1 mice were divided into the AD Group,
intervention group (ADI Group) and the group of C57 mice with same month of age (CON Group), 6 mice in each group. The
ADI Group was given nasally administered with 1 nmol miRNA-146a agomir every other day, which was replaced with DEPC
(Diethyl pyrocarbonate) for the AD and CON Group. After 30 days, Morris water maze (MWM) and Y-maze were used to
detect behavioral cognitive function, immunofluorescence and ELISA were used to detect the changes of AP content in
hippocampus, and Western Blotting was used to detect the abnormal phosphorylation of tau protein in hippocampus. Results
The ADI Group had the escape latency gradually reduced with the increase of training times, and had the escape latency on
Day 2, 3, 4 and 5 significantly shortened and had the dwell time in the quadrant of the original platform and the percentage of
swimming distance increased significantly compared with the Group AD at the same age (P<0.01). In Y-maze spontaneous
alternating reaction experiment, the ADI Group had the dwell time in new arm and the number of crossing the new arm
significantly higher than the AD Group at the same age (P<0.05 or 0.01). Compared with the AD Group, the ADI Group had
the number of AP and AB42 deposits in the hippocampus significantly decreased, and there was statistical difference in the
content of soluble and insoluble AP42 in hippocampus between the two groups (P<0.05 or 0.01), and had the abnormal
phosphorylation levels of P-tau S396, P-tau T181 and P-tau T205 in hippocampus significantly reduced (P<0.05 or 0.01).
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Conclusion The miRNA-146a agomir targeted intervention can improve the behavioral and cognitive dysfunction in late AD

mice, significantly reduce the deposition of AB/AP42 protein and abnormal phosphorylation level of tau protein in

hippocampus of AD mice, and alleviate the pathophysiological process of AD.
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