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WFZER R OB (30) : As planned, I constructed the inducible retroviral system that
could allow rapid and dose-related regulation of expression of the target protein. It,
however, turned out that the degradation-domain (DD)/Shield-1 system did have an
intrinsic defect in itself, which was compatible with significant expression leak. I thus
decided to change gears to the combined use of DD/Shield-1 and tetracycline-inducible
system, the latter of which was originally developed by Dr. Bujard. I utilized so-called
“All-in-One LV”, the lentiviral system that was generated by my colleague to allow
containing all the required elements for the system to work within a single cassette.
Among the combination tested, I finally figured out that the system comprised of Tet-ON
and DD/Shield-1 was the best performer so that it allowed the lowest leak and prompt
expression upon dual stimulation. Although the overall progress remain behind the
schedule due to the change of plans, I believe that the system is now ready to be tested in
vivo, once the inducible target gene is introduced within this newly developed
dual-regulation lentiviral vector.
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