Abstract

Integrator complex is a metazoan-specific protein complex with dual enzymatic activity; endonuclease
and phosphatase. The 15 subunits, INTS1-INTS15, form this complex and are arranged into modules.
Integrator was originally identified as a complex involved in the 3’end processing of UsnRNAs, and
later also described to act on other non-coding RNA substrates. Not only that, but evidence also sheds
light on its function in overall transcriptional regulation of protein-coding genes, further influencing
promoter-proximal pausing of RNA polymerase II, transcription elongation, and transcription
termination. Some Integrator subunits have also been reported to participate in the DNA damage
response. Interestingly, mutations in five Integrator subunits are linked to severe neurological diseases,
and deregulated expression of Integrator has been linked to cancer development. Even though several
functions of Integrator have already emerged and the structure of the complex has been largely
described, extensive research is still needed to uncover novel regulatory mechanisms involving
Integrator subunits, the deregulation of which may further contribute to the pathology of Integrator-

related diseases.
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