MODULATORS OF PHARVACOLOG CAL AGENTS ABSTRACT The bi ol ogi cal activity of
nucleic acid ligand is regulated (i.e. enhanced or inhibited) in vivo to
produce a desired biological effect. This is acconplished through the
adm ni stration of a nodulator, or regulator, that changes the binding of
the nucleic acid ligand for its target or that degrades or otherw se

cl eaves, netaboliz t j i 1 d while the
ligand is still ex@%b%@gfﬁg?@A%ﬁ{yﬁ@r@@gfg;etlgﬁ’gsent i nvention
can be admnistered in real tine %§W$Fﬁg§3 based on various factors,
including the progress of the pati , Il as the physician's

di scretion in how to achieve optinmal therapy. Thus, this invention provides
for the fThedtioloisel astividyaf arddir ecidleap suckdaed gi-qrenhanceder philisd) of

nucl ei c av%iwd t(l)i gr%ﬁgcet %erdgﬁ%'d E{o%lgrlgal Nore£O This s accomplished through the
administration of a modulator, or regulator, that changes the binding of the nucleic acid

ligand for its target or that degrades or otherwise cleaves, metabolizes or breaks down

the nucleic acid ligand while the ligand is still exerting its effect. Modulators of the

10 present invention can be administered in real time as needed based on various factors,
including the progress of the patient, as well as the physician's discretion in how to

achieve optimal therapy. Thus, this invention provides for the first time a regulatable

therapeutic regime in the course of nucleic acid ligand therapy.
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