This invention relates to novel nultibindig conpounds that bind to
potassium (K[err]) channels and nodul ate their activity. The conpounds of
this invention conprise 2-10 Klerr] channel |igands coval ently connected by
a linker or linkers, wherein the ligands in their nonovalent (i.e.,
unlinked) state bind to and are capable of nodul ating the activity of one
or nore types of K[err] channel. The -marmmer of |inking the |igands together
is such that the multibinding agents thus formed denonstrate an increased
bi ol ogi ¢ and/ or therapeutic effect as conpared to the sanme nunber of
unlinked |igands ‘made avail able for binding to the K err] channel. The

i nvention also relates to nmethods of using such conpounds and to net hods: of
preparing them The conpounds of this invention are particularly useful for
treating di seases and conditions of manmal s that are nedirated by Klerr]

channel s. Accordi , . S.Lavent.ion al rel ates to pharmaceuti cal
conposi tions conpt #‘"EBEA%S‘EE%&&U NEL) .ﬁ,guggséﬂﬂaﬁiﬁl_ﬁﬂﬂ;_ﬁent and an

ef fective amount of a conpound of this invention.

ABSTRACT OF THE DISCLOSURE
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channels and modulate their activity. The compounds of this invention comprise 2-10 K*
channel ligands covalently connected by a linker or linkers, wherein the ligands in their
monovalent (i.e., unlinked) state bind to and are capable of modulating the activity of one or

10 more types of K* channel. The manner of linking the ligands together is such that the
multibinding agents thus formed demonstrate an increased biologic and/or therapéutic effect
as compared to the same number of unlinked ligands made available for binding to the K*
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preparing them. The compounds of this invention are particularly useful for treating diseases

15 and conditions of mammals that are mediated by K* channels. Accordingly, this invention
also relates to pharmaceutical cbmposiﬁér_xs comprising a pharmaceutically acceptable

excipient and an effective amount of a compound of this invention.
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