L TR E R Chin J Biotech 2009, July 25; 25(7): 1022-1027
journals.im.ac.cn Chinese Journal of Biotechnology ISSN 1000-3061
cjpb@im.ac.cn © 2009 Institute of Microbiology, CAS & CSM, All rights reserved

EX5REEMEA

RNAI

fXHE 2 280, 2R, A

, 100101
, 100039
3 , 100029

D PR A A AT AR LB RS R I R AR BT, mi T B s ARG (PrPO)EZ AR REL R PR
FoL IV AR R . BB, PrPC SARGEIE B . SUIRE F R T R IE AR R @I E R . AR4EAR PrPC(HuPrP©)
cDNA 57|, AFFRZT 440 19 nt 49 siRNA, #4342 & RNAI # 4% o F 8K & 4, H4T T 25t HuPrPC &L 4947
B R G AT, AT RAF T A 528 A 47 5 HuPrPC R A ¢4 3 A 3e @) A 7], £ ¥ 5i626(5'-GGTTGAGCAGATGTGTATC-3")
AP R AR R AP R, EIP R BETIE 85% A £, BB, AR iHik 69 51292 F= si626 69488 Fhmhe 2 #1477 Rz
bz R LN, PP TR w2 BN EE TR, I AR —F AR ERRBGER ST . vl PrPC A feidn
AT PrPC A R R IE GG S B 6 T AR R B R T — R ey A,

: Mok #, RNAIQ, #4 F0R & 8K, @2 E

Stable inhibition of human prion protein through a
retrovirus-based RNAI system

Wenjing Xu'?, Di Wang’, Juan Wang'~, and Huaiyi Yang'

1 Institute of Microbiology, Chinese Academy of Sciences, Beijing 100101, China
2 Graduate University of Chinese Academy of Sciences, Beijing 100039, China
3 Beijing University of Chinese Medicine, Beijing 100029, China

Abstract: Prion leads to fatal transmissible spongiform encephalopathies. Cellular prion protein (PrP®) is necessary in prion disease.
At present, itis demonstrated that PrP€ plays a protective role in several carcinomas, such as gastric and breast cancer. We designed
four 19-nt siRNAs according to cDNA sequence of human PrP® and constructed retrovirus-based RNAi vectors. We evaluated the
inhibitive effect of these sequences on HuPrP® (human PrP®) and selected out three sequences with stable and efficient inhibition.
And the efficiency of si626 reached more than 85%, which effect was significant. Next, we performed cell invasion assays of
PC3M-5i292 and PC3M-si626 in which PrP® was inhibited. And it showed that the cell invasive ability decreased in PrP®
knock-down cell lines. This will make preparations for the further research on gene therapy of prion diseases and PrP¢ related
carcinoma treatment and PrP° could be considered as a potential therapeutic target molecule in prostate cancer treatment.
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Fig. 1 Retrovirus-based RNAIi system. (A) Schematic representation of the retroviral vector RNAi-Ready pSIREN-RetroQ. (B) The
sequences of four shRNA template oligonucleotides encoding shRNAs for PRNP gene silence. (C) The predicted shRNAs for PRNP
gene silence.
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