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of UTRN. The single stranded oligonucleotide may be
complementary to a human genomic region encompassing or
in proximity to the UTRN gene and also be complementary to
a mouse genomic region encompassing or in proximity to the
mouse homolog of UTRN. For example, the single stranded
oligonucleotide may be complementary to a sequence as set
forthin SEQ ID NO: 1 or 2, which is a human genomic region
encompassing or in proximity to the UTRN gene, and also be
complementary to a sequence as set forth in SEQ ID NO: 3 or
4, which is a mouse genomic region encompassing or in
proximity to the mouse homolog of the UTRN gene. Oligo-
nucleotides having these characteristics may be tested in vivo
or in vitro for efficacy in multiple species (e.g., human and
mouse). This approach also facilitates development of clini-
cal candidates for treating human disease by selecting a spe-
cies in which an appropriate animal exists for the disease.
[0055] In some embodiments, the region of complementa-
rity of the single stranded oligonucleotide is complementary
with at least 8 to 15, 8 to 30, 8 to 40, or 10 to 50, or 5 to 50, or
5to 40 bases, e.g., 5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17,
18,19,20,21,22,23,24,25,26,27,28,29,30,31, 32,33, 34,
35,36,37,38,39,40, 41, 42, 43, 44, 45, 46,47, 48, 49, or 50
consecutive nucleotides of a PRC2-associated region. In
some embodiments, the region of complementarity is
complementary with at least 8 consecutive nucleotides of a
PRC2-associated region. In some embodiments the sequence
of the single stranded oligonucleotide is based on an RNA
sequence that binds to PRC2, or a portion thereof, said portion
having a length of from 5 to 40 contiguous base pairs, or about
8 to 40 bases, or about 5 to 15, or about 5 to 30, or about 5 to
40 bases, or about 5 to 50 bases.

[0056] Complementary, as the term is used in the art, refers
to the capacity for precise pairing between two nucleotides.
For example, if a nucleotide at a certain position of an oligo-
nucleotide is capable of hydrogen bonding with a nucleotide
at the same position of PRC2-associated region, then the
single stranded nucleotide and PRC2-associated region are
considered to be complementary to each other at that position.
The single stranded nucleotide and PRC2-associated region
are complementary to each other when a sufficient number of
corresponding positions in each molecule are occupied by
nucleotides that can hydrogen bond with each other through
their bases. Thus, “complementary” is a term which is used to
indicate a sufficient degree of complementarity or precise
pairing such that stable and specific binding occurs between
the single stranded nucleotide and PRC2-associated region.
For example, if a base at one position of a single stranded
nucleotide is capable of hydrogen bonding with a base at the
corresponding position of a PRC2-associated region, then the
bases are considered to be complementary to each other at
that position. 100% complementarity is not required.

[0057] The single stranded oligonucleotide may be at least
80% complementary to (optionally one of at least 85%, 90%,
91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% or 100%
complementary to) the consecutive nucleotides of a PRC2-
associated region. In some embodiments the single stranded
oligonucleotide may contain 1, 2 or 3 base mismatches com-
pared to the portion of the consecutive nucleotides of a PRC2-
associated region. In some embodiments the single stranded
oligonucleotide may have up to 3 mismatches over 15 bases,
or up to 2 mismatches over 10 bases.

[0058] It is understood in the art that a complementary
nucleotide sequence need not be 100% complementary to that
of'its target to be specifically hybridizable. In some embodi-
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ments, a complementary nucleic acid sequence for purposes
of the present disclosure is specifically hybridizable when
binding of the sequence to the target molecule (e.g., IncRNA)
interferes with the normal function of the target (e.g.,
IncRNA) to cause a loss of activity (e.g., inhibiting PRC2-
associated repression with consequent up-regulation of gene
expression) and there is a sufficient degree of complementa-
rity to avoid non-specific binding of the sequence to non-
target sequences under conditions in which avoidance of non-
specific binding is desired, e.g., under physiological
conditions in the case of in vivo assays or therapeutic treat-
ment, and in the case of in vitro assays, under conditions in
which the assays are performed under suitable conditions of
stringency.

[0059] In some embodiments, the single stranded oligo-
nucleotide is 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20,
21,22, 23, 24,25, 26, 27, 28, 29, 30, 35, 40, 45, 50 or more
nucleotides in length. In a preferred embodiment, the oligo-
nucleotide is 8 to 30 nucleotides in length.

[0060] Insome embodiments, the PRC2-associated region
occurs on the same DNA strand as a gene sequence (sense). In
some embodiments, the PRC2-associated region occurs on
the opposite DNA strand as a gene sequence (anti-sense).
Oligonucleotides complementary to a PRC2-associated
region can bind either sense or anti-sense sequences. Base
pairings may include both canonical Watson-Crick base pair-
ing and non-Watson-Crick base pairing (e.g., Wobble base
pairing and Hoogsteen base pairing). It is understood that for
complementary base pairings, adenosine-type bases (A) are
complementary to thymidine-type bases (T) or uracil-type
bases (U), that cytosine-type bases (C) are complementary to
guanosine-type bases (G), and that universal bases such as
3-nitropyrrole or S-nitroindole can hybridize to and are con-
sidered complementary to any A, C, U, or T. Inosine (I) has
also been considered in the art to be a universal base and is
considered complementary to any A, C, U or T.

[0061] In some embodiments, any one or more thymidine
(T) nucleotides (or modified nucleotide thereof) or uridine
(U) nucleotides (or a modified nucleotide thereof) in a
sequence provided herein, including a sequence provided in
the sequence listing, may be replaced with any other nucle-
otide suitable for base pairing (e.g., via a Watson-Crick base
pair) with an adenosine nucleotide. In some embodiments,
any one or more thymidine (T) nucleotides (or modified
nucleotide thereof) or uridine (U) nucleotides (or a modified
nucleotide thereof) in a sequence provided herein, including
a sequence provided in the sequence listing, may be suitably
replaced with a different pyrimidine nucleotide or vice versa.
In some embodiments, any one or more thymidine (T) nucle-
otides (or modified nucleotide thereof) in a sequence pro-
vided herein, including a sequence provided in the sequence
listing, may be suitably replaced with a uridine (U) nucleotide
(or a modified nucleotide thereof) or vice versa.

[0062] In some embodiments, GC content of the single
stranded oligonucleotide is preferably between about
30-60%. Contiguous runs of three or more Gs or Cs may not
be preferable in some embodiments. Accordingly, in some
embodiments, the oligonucleotide does not comprise a
stretch of three or more guanosine nucleotides.

[0063] In some embodiments, the single stranded oligo-
nucleotide specifically binds to, or is complementary to an
RNA that is encoded in a genome (e.g., a human genome) as
a single contiguous transcript (e.g., as a non-spliced RNA). In
some embodiments, the single stranded oligonucleotide spe-



