A loss-of-function RNA interference screen for
molecular targets in cancer (Nafure 441: 106-110)
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Figure 1. Inducible shRNA library screen for genes controlling cancer cell proliferation and survival.
a, Structure of the inducible shRNA-expressing retroviral vector after integration into genomic DNA
of infected cells. Two tetracycline repressor (TETR) binding sites (Tet operators) were inserted into
the histone H1 promoter, which drives shRNA expression. In cell lines expressing the TETR, shRNA
from this vector is only expressed upon addition of doxycycline, which dissociates the TETR from
the H1 promoter. A random 60-bp molecular bar-code oligonucleotide was cloned adjacent to each
shRNA, and the association of a particular bar-code sequence with a particular shRNA was
determined by sequencing each vector in the library. Also shown is a diagram of the shRNA
structure, consisting of a 21-base sequence complementary to a targeted mRNA and a 9-base loop.
LTR, long terminal repeat; puror, puromycin resistance gene; Pgk, phosphoglycerate kinase
promoter; enh., deletion of LTR promoter seguences. b, Achilles’ heel loss-of-function genetic
screen for genes required for cancer cell proliferation or survival. (See text for details.)
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