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Action and Mechanism of Epstein Barr virus Latent Membrane Proteinl

induced Immortalization of Mouse Embryonic Fibroblasts”

HE Zhi-min™", ZHANG Zhi-wei, YANG Fang, YU Yan-Hui, OUYANG Yong-mei, CHEN Zhu-Chu
(Cancer Research Institute, Xiangya Medical College, Central South University, Changsha 410078, China)

Abstract To investigate the action and mechanisms of Epstein Barr-virus(EBV) latent membrane
proteinl(LMP1) in stimulating the proliferation of primary mouse embryonic fibroblast (MEF) cells the
retrovirus (RV) containing wild type LMP1(wt-LMP1) and mutant type LMP1(mt-LMP1), which
replaced YYD with ID in tumor necrosis factor receptor associated death domain(TRADD)-binding site,
were constructed and used to infect the MEF cells, respectively. Then cytokinetic and morphologic
changes from infected cells at the course of passage were observed and found that control cells
(MEF-LNSX) showed an apparent growth arrest from passages 8 (P8). In contrast, mt-LMP1 prolonged
the cell (MEF-LMP1"™4PP) doubling time since P10 and arrested growth at P19, while the MEF-LMP1
cell with wt-LMP1 had an accurate doubling time and displayed a immortalization. Meantime, the
expression of cyclinA had a decrease in MEF-LNSX and MEF-LMP1™PP after P4and P10
respectively. while in MEF-LMP1, cyclinA increased from P10 and kept at a high level. These results
suggested that LMP1 can stimulate proliferation of MEF cells and induce their immortalization, while
LMP1™4PP only induces an early proliferation of MEF cells. It is implied that TRADD domain might
involve in LMP1-induced MEF cells immortalization.
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Pl Recruitment
Wuhan Institute of Virology, Chinese Academy of Sciences

Wuhan Institute of Virology, Chinese Academy of Sciences (CAS) founded in 1956 is the only comprehensive institute carrying
out fundamental researches on virology in CAS with scientific research elitists. Wuhan Institute of Virology has recently extended its
emphasis from general virology to medical virology and emerging infectious diseases. The institute invites applications for multiple
principle investigator positions, including CAS Hundred Talents Program. Our priority is for candidates interested in viral
immunology, virus-host interaction, HIV/AIDS, epidemiology and emerging infectious diseases, vaccines and antiviral drugs, but we
will consider strong applications in all areas of virology. These positions offer the opportunity to join a rapidly growing group of
virologists on an institute that focuses on the research on virology and provides a highly interactive, interdisciplinary research
environment and excellent research support facilities.

The successful candidates will receive attractive startup packages, spaces and highly competitive salaries that are
commensurate with experiences and qualifications. All appointments require a Ph.D. and /or M.D. degree, strong publications and
evidence of outstanding research potential and the ability to develop a vigorous, independently funded program. Applicant under the
age of 45 has priority for consideration.

Interested applicants should submit a complete CV, a copy of certification for the Ph.D. degree, a copy of appointment for the
current position, and five representative publications, a two-page summary of research interests related to the applied position and
three letters of recommendation by March 25, 2006. Review of applications will begin after that date and will continue until the
positions are filled.

The institute anticipates additional hires in these and related areas this year and for the next several years for the level of associate and
assistant professors for existing research programs that include tumor virology, hepatitis, influenza virus, viral zoonosis, etc.

Further information can be reviewed at website: http://www.whiov.ac.cn

Applicants are encouraged to contact the institute.

Contact : Ms. Naxin Shang , Dr. Zhiming Yuan

Address: Personnel Office, Wuhan Institute of Virology, Chinese Academy of Sciences,
44 Xiao Hongshan Middle District, Wuhan 430071, China.

Tel 86-27-87199413 86-27-87199145

Fax 86-27-87198072

E-mail shang@pentium.whiov.ac.cn yzm@wh.iov.cn



