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TREATMENT OF MST1 RELATED DISEASES AND DISORDERS

CROSS-REFERENCE
[0001] This application claims the benefit of U.S. Provisional Application No. 63/211,364, filed June

16, 2021, which application is incorporated herein by reference.

BACKGROUND
[0002] Lung disorders are a common problem, and may affect a wide variety of persons. Improved

therapeutics are needed for treating these disorders.

SUMMARY
[0003] Disclosed herein, in some embodiments, are compositions comprising an oligonucleotide that
targets MST 1. Disclosed herein, in some embodiments, are compositions comprising an oligonucleotide
that targets MST/ and when administered to a subject in an effective amount increases a lung function
measurement. In some embodiments, the lung function measurement comprises a forced expiratory
volume in 1 second (FEV1) measurement, a forced expiratory volume in 1 second percent predicted
(FEV1pp) measurement, a forced vital capacity (FVC) measurement, a FEV1/FVC ratio measurement, a
forced expiratory volume, or a peak expiratory flow measurement. In some embodiments, the lung
function measurement is increased by about 10% or more, as compared to prior to administration.
Disclosed herein, in some embodiments, are compositions comprising an oligonucleotide that targets
MSTI and when administered to a subject in an effective amount decreases a leukocyte measurement. In
some embodiments, the leukocyte measurement comprises a lung leukocyte measurement. In some
embodiments, the leukocyte measurement comprises a circulating leukocyte measurement. In some
embodiments, the leukocyte measurement comprises a neutrophil measurement, eosinophil measurement,
basophil measurement, monocyte measurement, or lymphocyte measurement, or a combination thereof. In
some embodiments, the leukocyte measurement is decreased by about 10% or more, as compared to prior
to administration. Disclosed herein, in some embodiments, are compositions comprising an
oligonucleotide that targets AMS7'1 and when administered to a subject in an effective amount decreases a
chronic obstructive pulmonary disease (COPD) or asthma exacerbation measurement. In some
embodiments, the COPD or asthma exacerbation measurement is decreased by about 10% or more, as
compared to prior to administration. In some embodiments, the oligonucleotide comprises a modified
internucleoside linkage. In some embodiments, the modified internucleoside linkage comprises
alkylphosphonate, phosphorothioate, methylphosphonate, phosphorodithioate, alkyl phosphonothioate,
phosphoramidate, carbamate, carbonate, phosphate triester, acetamidate, or carboxymethyl ester, or a
combination thereof. In some embodiments, the modified internucleoside linkage comprises one or more
phosphorothioate linkages. In some embodiments, the oligonucleotide comprises 1, 2, 3,4, 5, 6,7, 8, 9,
10, 11, 12,13, 14, 15, 16, 17, 18, 19, or 20 modified internucleoside linkages. In some embodiments, the
oligonucleotide comprises a modified nucleoside. In some embodiments, the modified nucleoside
comprises a locked nucleic acid (LNA), hexitol nucleic acid (HLA), cyclohexene nucleic acid (CeNA), 2'-
methoxyethyl, 2'-O-alkyl, 2'-O-allyl, 2'-O-allyl, 2'-fluoro, or 2'-deoxy, or a combination thereof. In some
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embodiments, the modified nucleoside comprises a LNA. In some embodiments, the modified nucleoside

comprises a 2°,4” constrained ethyl nucleic acid. In some embodiments, the modified nucleoside
comprises a 2'-O-methyl nucleoside, 2'-deoxyfluoro nucleoside, 2'-O-N-methylacetamido (2'-O-NMA)
nucleoside, a 2'-O-dimethylaminoethoxyethyl (2'-O-DMAEOE) nucleoside, 2'-O-aminopropyl (2'-O-AP)
nucleoside, or 2'-ara-F, or a combination thereof. In some embodiments, the modified nucleoside
comprises one or more 2’fluoro modified nucleosides. In some embodiments, the modified nucleoside
comprises a 2' O-alkyl modified nucleoside. In some embodiments, the oligonucleotide comprises 1, 2, 3,
4,5,6,7,8,9,10,11,12,13, 14,15, 16,17, 18, 19, 20, or 21 modified nucleosides. In some
embodiments, the oligonucleotide comprises a lipid attached at a3’ or 5 terminus of the oligonucleotide.
In some embodiments, the lipid comprises cholesterol, myristoyl, palmitoyl, stearoyl, lithocholoyl,
docosanoyl, docosahexaenoyl, myristyl, palmityl stearyl, or a-tocopherol, or a combination thereof. In
some embodiments, the oligonucleotide comprises a sugar moiety attached at a3’ or 5° terminus of the
oligonucleotide. In some embodiments, the sugar comprises N-acetylgalactosamine (GalNAc), N-
acetylglucosamine (GIcNAc), or mannose. In some embodiments, the oligonucleotide comprises an
integrin targeting ligand attached at a3” or 5” terminus of the oligonucleotide. In some embodiments, the
integrin comprises integrin alpha-v-beta-6. In some embodiments, the integrin targeting ligand comprises
an arginine-glycine-aspartic acid (RGD) peptide. In some embodiments, the oligonucleotide comprises a
small interfering RNA (siRNA) comprising a sense strand and an antisense strand. In some embodiments,
the sense strand is 12-30 nucleosides in length. In some embodiments, the antisense strand is 12-30
nucleosides in length. Disclosed herein, in some embodiments, are compositions comprising an
oligonucleotide that inhibits the expression of MST'/, wherein the oligonucleotide comprises an siRNA
comprising a sense strand and an antisense strand, each strand is independently about 12-30 nucleosides in
length, and at least one of the sense strand and the antisense strand comprises a nucleoside sequence
comprising about 12-30 contiguous nucleosides of SEQ ID NO: 6185. In some embodiments, any one of
the following is true with regard to the sense strand: (i) all purines comprise 2° fluoro modified purines,
and all pyrimidines comprise a mixture of 2° fluoro and 2’ methyl modified pyrimidines; (ii) all purines
comprise 2° methyl modified purines, and all pyrimidines comprise a mixture of 2° fluoro and 2° methyl
modified pyrimidines; (ii1) all purines comprise 2° fluoro modified purines, and all pyrimidines comprise
2’ methyl modified pyrimidines; (iv) all pyrimidines comprise 2° fluoro modified pyrimidines, and all
purines comprise a mixture of 2° fluoro and 2° methyl modified purines; (v) all pyrimidines comprise 2’
methyl modified pyrimidines, and all purines comprise a mixture of 2” fluoro and 2 methyl modified
purines; or (vi) all pyrimidines comprise 2’ fluoro modified pyrimidines, and all purines comprise 2’
methyl modified purines. In some embodiments, the sense strand comprises any one of modification
patterns 1S, 28, 38, 45, 58, 68, 7S, 8S, 9S, 108, 118, 128, 138, 148, 158, 168, 178, 188, 198, 208, 218,
228, 238, 248, 258, 268, 278, 288, 298, 308, 318, 328, 338, 248, or 35S. In some embodiments, any one
of the following is true with regard to the antisense strand: (i) all purines comprise 2° fluoro modified
purines, and all pyrimidines comprise a mixture of 2’ fluoro and 2° methyl modified pyrimidines; (ii) all

purines comprise 2° methyl modified purines, and all pyrimidines comprise a mixture of 2” fluoro and 2’
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methyl modified pyrimidines; (iii) all purines comprise 2” methyl modified purines, and all pyrimidines
comprise 2’ fluoro modified pyrimidines; (iv) all pyrimidines comprise 2” fluoro modified pyrimidines,
and all purines comprise a mixture of 2° fluoro and 2” methyl modified purines; (v) all pyrimidines
comprise 2” methyl modified pyrimidines, and all purines comprise a mixture of 2” fluoro and 2” methyl
modified purines; or (vi) all pyrimidines comprise 2” methyl modified pyrimidines, and all purines
comprise 2° fluoro modified purines. In some embodiments, the antisense strand comprises any one of
modification patterns 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS, 13AS,
14AS, 15AS, 16AS, 17AS, 19AS, 20AS, or 21 AS. In some embodiments, the sense strand comprises the
nucleic acid sequence of any one of SEQ ID NOs: 1-3024 or 6358-6397, and the antisense strand
comprises the nucleic acid sequence of any one of SEQ ID NOs: 3025-6048 or 6398-6417. In some
embodiments, the sense strand comprises the nucleic acid sequence of any one of SEQ ID NOs 6373,
6375, 6385, 6386, or 6387, and the antisense strand comprises the nucleic acid sequence of any one of
SEQID NOs: 6403, 6405, 6415, 6416, or 6417. In some embodiments, the oligonucleotide comprises an
antisense oligonucleotide (ASO). In some embodiments, the ASO is 12-30 nucleosides in length.
Disclosed herein, in some embodiments, are compositions comprising an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises an ASO about 12-30 nucleosides in length
and a nucleoside sequence complementary to about 12-30 contiguous nucleosides of SEQ ID NO: 6185.
Some embodiments include a pharmaceutically acceptable carrier. . Some embodiments include a method
of treating a subject having a lung disorder, comprising administering an effective amount of the
composition to the subject. In some embodiments, the lung disorder comprises COPD, acute exacerbation
of COPD, emphysema, chronic bronchitis, asthma, status asthmaticus, asthma-COPD overlap syndrome

(ACOS), cough, lung cancer, interstitial lung disease, or pulmonary fibrosis.

BRIEF DESCRIPTION OF THE DRAWINGS
[0004] The novel features of the invention are set forth with particularity in the appended claims. A
better understanding of the features and advantages of the present invention will be obtained by reference
to the following detailed description that sets forth illustrative embodiments, in which the principles of the
invention are utilized, and the accompanying drawings of which:

[0005] FIG. 1 shows a western blot for MST1 protein.

DETAILED DESCRIPTION
[0006] Large-scale human genetic data can improve the success rate of pharmaceutical discovery and
development. A Genome Wide Association Study (GWAS) may detect associations between genetic
variants and traits in a population sample. A GWAS may enable better understanding of the biology of
disease, and provide applicable treatments. A GWAS can utilize genotyping and/or sequencing data, and
often involves an evaluation of millions of genetic variants that are relatively evenly distributed across the
genome. The most common GWAS design is the case-control study, which involves comparing variant
frequencies in cases versus controls. If a variant has a significantly different frequency in cases versus

controls, that variant is said to be associated with disease. Association statistics that may be used in a
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GWAS are p-values, as a measure of statistical significance; odds ratios (OR), as a measure of effect size;

or beta coefficients (beta), as a measure of effect size. Researchers often assume an additive genetic model
and calculate an allelic odds ratio, which is the increased (or decreased) risk of disease conferred by each
additional copy of an allele (compared to carrying no copies of that allele). An additional concept in
design and interpretation of GWAS is that of linkage disequilibrium, which is the non-random association
of alleles. The presence of linkage disequilibrium can obfuscate which variant is “causal.”

[0007] Functional annotation of variants and/or wet lab experimentation can identify the causal
genetic variant identified via GWAS, and in many cases may lead to the identification of disease-causing
genes. In particular, understanding the functional effect of a causal genetic variant (for example, loss of
protein function, gain of protein function, increase in gene expression, or decrease in gene expression)
may allow that variant to be used as a proxy for therapeutic modulation of the target gene, or to gain
insight into potential therapeutic efficacy and safety of a therapeutic that modulates that target.

[0008] Identification of such gene-disease associations has provided insights into disease biology and
may be used to identify novel therapeutic targets for the pharmaceutical industry. In order to translate the
therapeutic insights derived from human genetics, disease biology in patients may be exogenously
‘programmed” into replicating the observation from human genetics. There are several potential options
for therapeutic modalities that may be brought to bear in translating therapeutic targets identified via
human genetics into novel medicines. These may include well established therapeutic modalities such as
small molecules and monoclonal antibodies, maturing modalities such as oligonucleotides, and emerging
modalities such as gene therapy and gene editing. The choice of therapeutic modality can depend on
several factors including the location of a target (for example, intracellular, extracellular, or secreted), a
relevant tissue (for example, lung or liver) and a relevant indication.

[0009] The MST1 (macrophage-stimulating 1) gene is located on chromosome 3, and encodes
macrophage-stimulating protein (MSP), also known as hepatocyte growth factor-like protein (HLP,
HGFL, or HGFLP). MSP may also be referred to as an MST1 protein. The AMS7/ gene may encode
various transcripts or splice variants. MSP may include 711 amino acids and have a mass of about 80.3
kDa. MSP may be cleaved into an alpha and beta chain. MSP may be cytoplasmic. MSP may be secreted.
MSP may interact with the macrophage-stimulating protein receptor, encoded by MSTIR (macrophage-
stimulating 1 receptor). MST1 may be expressed in liver cells such as hepatocytes. Secreted MSP may
bind or interact with macrophage-stimulating protein receptor in the lungs. MSP may stimulate lung
ciliary motility. MST'] may be expressed in lung cells. An example of an MSP amino acid sequence, and
further description of MSP is included at uniprot.org under accession no. P26927 (last modified May 15,
2007).

[0010] Here, it is shown that genetic variants that may result in loss of function of the MST/ gene in
humans are associated with decreased risk of chronic obstructive pulmonary disease (COPD), family
history of COPD, asthma, and use of inhaled beta agonist medication. Therefore, inhibition of MST'/ or

MSP may serve as a therapeutic strategy for treatment of a lung disorder such as COPD, acute
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exacerbation of COPD, emphysema, chronic bronchitis, asthma, status asthmaticus, asthma-COPD

overlap syndrome (ACOS), cough, lung cancer, interstitial lung disease, or pulmonary fibrosis.

[0011] Disclosed herein, are methods or compositions that inhibit or target AM/S7'/ or MSP. Where
inhibition or targeting of MST' is disclosed, it is contemplated that some embodiments may include
inhibiting or targeting MSP, or vice versa. For example, by inhibiting or targeting an RNA (e.g. mRNA)
encoded by the MST! gene using an oligonucleotide described herein, MSP may be inhibited or targeted
as aresult of there being less production of MSP by translation of the AMS7/ RNA; or MSP may be
targeted or inhibited by an oligonucleotide that binds or interacts with an MS77 RNA and reduces
production of MSP from the MST/ RNA. Thus, targeting MST'/ may refer to binding an MS7/ RNA and
reducing MST'1 RNA levels or MSP levels. The oligonucleotide may include a small interfering RNA
(siRNA) or an antisense oligonucleotide (ASO). Also provided herein are methods of treating alung

disorder by providing an oligonucleotide that targets AS7'/ to a subject in need thereof.
I. COMPOSITIONS

[0012] Disclosed herein, in some embodiments, are compositions comprising an oligonucleotide. In
some embodiments, the composition comprises an oligonucleotide that targets AM/ST'/. In some
embodiments, the composition consists of an oligonucleotide that targets AMS7/. In some embodiments,
the oligonucleotide reduces AMS7/ mRNA expression in the subject. In some embodiments, the
oligonucleotide reduces MSP expression in the subject. The oligonucleotide may include a small
interfering RNA (siRNA) described herein. The oligonucleotide may include an antisense oligonucleotide
(ASO) described herein. In some embodiments, a composition described herein is used in a method of
treating a disorder in a subject in need thereof. Some embodiments relate to a composition comprising an
oligonucleotide for use in a method of treating a disorder as described herein. Some embodiments relate to
use of a composition comprising an oligonucleotide, in a method of treating a disorder as described
herein.

[0013] Some embodiments include a composition comprising an oligonucleotide that targets MS7'/
and when administered to a subject in an effective amount decreases AMS7/ mRNA or MSP levelsina
cell, fluid or tissue. In some embodiments, the composition comprises an oligonucleotide that targets
MSTI and when administered to a subject in an effective amount decreases AMS7/ mRNA levelsin a cell
or tissue. In some embodiments, the cell is aliver cell or hepatocyte. In some embodiments, the cell is a
lung cell, lung epithelial cell, type or II alveolar cell, macrophage, al veolar macrophage, goblet cell, club
cell, or fibroblast. In some embodiments, the tissue is liver tissue. In some embodiments, the tissue is lung
tissue. In some embodiments, the MSTI mRNA levels are decreased by about 2.5% or more, about 5% or
more, or about 7.5% or more, as compared to prior to administration. In some embodiments, the AMS7T'/
mRNA levels are decreased by about 10% or more, as compared to prior to administration. In some
embodiments, the MS7T/ mRNA levels are decreased by about 20% or more, about 30% or more, about
40% or more, about 50% or more, about 60% or more, about 70% or more, about 80% or more, about
90% or more, or about 100%, as compared to prior to administration. In some embodiments, the MST/

mRNA levels are decreased by no more than about 2.5%, no more than about 5%, or no more than about
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7.5%, as compared to prior to administration. In some embodiments, the AMS77 mRNA levels are

decreased by no more than about 10%, as compared to prior to administration. In some embodiments, the
MSTI mRNA levels are decreased by no more than about 20%, no more than about 30%, no more than
about 40%, no more than about 50%, no more than about 60%, no more than about 70%, no more than
about 80%, or no more than about 90%, as compared to prior to administration. In some embodiments, the
MSTI mRNA levels are decreased by 2.5%, 5%, 7.5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%,
50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95%, or 100%, or by a range defined by any of the
two aforementioned percentages.

[0014] In some embodiments, the composition comprises an oligonucleotide that targets MS7'/ and
when administered to a subject in an effective amount decreases MSP levels in a cell, fluid or tissue. In
some embodiments, the cell is aliver cell or hepatocyte. In some embodiments, the cell is alung cell, lung
epithelial cell, type I or II alveolar cell, macrophage, alveolar macrophage, goblet cell, club cell, or
fibroblast. In some embodiments, the tissue is liver tissue. In some embodiments, the tissue is lung tissue.
In some embodiments, the fluid is a blood, serum, or plasma sample. In some embodiments, the fluid is a
lung fluid such as a bronchoalveolar fluid. In some embodiments, the MSP levels are decreased by about
2.5% or more, about 5% or more, or about 7.5% or more, as compared to prior to administration. In some
embodiments, the MSP levels are decreased by about 10% or more, as compared to prior to
administration. In some embodiments, the MSP levels are decreased by about 20% or more, about 30% or
more, about 40% or more, about 50% or more, about 60% or more, about 70% or more, about 80% or
more, about 90% or more, or about 100%, as compared to prior to administration. In some embodiments,
the MSP levels are decreased by no more than about 2.5%, no more than about 5%, or no more than about
7.5%, as compared to prior to administration. In some embodiments, the MSP levels are decreased by no
more than about 10%, as compared to prior to administration. In some embodiments, the MSP levels are
decreased by no more than about 20%, no more than about 30%, no more than about 40%, no more than
about 50%, no more than about 60%, no more than about 70%, no more than about 80%, or no more than
about 90%, as compared to prior to administration. In some embodiments, the MSP levels are decreased
by 2.5%, 5%, 7.5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%,
80%, 85%, 90%, 95%, or 100%, or by a range defined by any of the two aforementioned percentages.
[0015] In some embodiments, the composition comprises an oligonucleotide that targets MST'7 and
when administered to a subject in an effective amount diminishes an adverse phenotype of lung disorder
in the subject. The lung disorder may include chronic obstructive pulmonary disease (COPD), acute
exacerbation of COPD, emphysema, chronic bronchitis, asthma, status asthmaticus, asthma-COPD
overlap syndrome (ACOS), cough, lung cancer, interstitial lung disease, or pulmonary fibrosis. In some
embodiments, the adverse phenotype is decreased by about 2.5% or more, about 5% or more, or about
7.5% or more, as compared to prior to administration. In some embodiments, the adverse phenotype is
decreased by about 10% or more, as compared to prior to administration. In some embodiments, the
adverse phenotype is decreased by about 20% or more, about 30% or more, about 40% or more, about

50% or more, about 60% or more, about 70% or more, about 80% or more, about 90% or more, or about
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100%, as compared to prior to administration. In some embodiments, the adverse phenotype is decreased

by no more than about 2.5%, no more than about 5%, or no more than about 7.5%, as compared to prior to
administration. In some embodiments, the adverse phenotype is decreased by no more than about 10%, as
compared to prior to administration. In some embodiments, the adverse phenotype is decreased by no
more than about 20%, no more than about 30%, no more than about 40%, no more than about 50%, no
more than about 60%, no more than about 70%, no more than about 80%, or no more than about 90%, as
compared to prior to administration. In some embodiments, the adverse phenotype is decreased by 2.5%,
5%, 7.5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%,
90%, 95%, or 100%, or by a range defined by any of the two aforementioned percentages.

[0016] In some embodiments, the composition comprises an oligonucleotide that targets MS7'/ and
when administered to a subject in an effective amount enhances a protective phenotype of alung disorder.
The lung disorder may include chronic obstructive pulmonary disease (COPD), acute exacerbation of
COPD, emphysema, chronic bronchitis, asthma, status asthmaticus, asthma-COPD overlap syndrome
(ACOS), cough, lung cancer, interstitial lung disease, or pulmonary fibrosis. In some embodiments, the
protective phenotype is increased by about 2.5% or more, about 5% or more, or about 7.5% or more, as
compared to prior to administration. In some embodiments, the protective phenotype is increased by
about 10% or more, as compared to prior to administration. In some embodiments, the protective
phenotype is increased by about 20% or more, about 30% or more, about 40% or more, about 50% or
more, about 60% or more, about 70% or more, about 80% or more, about 90% or more, or about 100% or
more, as compared to prior to administration. In some embodiments, the protective phenotype is increased
by about 200% or more, about 300% or more, about 400% or more, about 500% or more, about 600% or
more, about 700% or more, about 800% or more, about 900% or more, or about 1000% or more, as
compared to prior to administration. In some embodiments, the protective phenotype is increased by no
more than about 2.5%, no more than about 5%, or no more than about 7.5%, as compared to prior to
administration. In some embodiments, the protective phenotype is increased by no more than about 10%,
as compared to prior to administration. In some embodiments, the protective phenotype is increased by no
more than about 20%, no more than about 30%, no more than about 40%, no more than about 50%, no
more than about 60%, no more than about 70%, no more than about 80%, no more than about 90%, orno
more than about 100%, as compared to prior to administration. In some embodiments, the protective
phenotype is increased by no more than about 200%, no more than about 300%, no more than about
400%, no more than about 500%, no more than about 600%, no more than about 700%, no more than
about 800%, no more than about 900%, or no more than about 1000%, as compared to prior to
administration. In some embodiments, the protective phenotype is increased by 2.5%, 5%, 7.5%, 10%,
15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%. 70%, 75%, 80%, 85%, 90%, 95%, 100%,
150%, 200%, 250%, 300%, 400%, 500%, 600%, 700%, 800%, 900%, or 1000%, or by a range defined by
any of the two aforementioned percentages.

[0017] In some embodiments, the composition comprises an oligonucleotide that targets MS7'/ and

when administered to a subject in an effective amount improves (e.g. increases) a lung function
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measurement. The lung function measurement may include a measurement of forced expiratory volume in
1 second (FEV1), forced expiratory volume in 1 second percent predicted (FEV 1pp), forced vital capacity
(FVC), FEV1/FVC ratio, forced expiratory volume, or peak expiratory flow. In some embodiments, the
lung function measurement is improved by about 2.5% or more, about 5% or more, or about 7.5% or
more, as compared to prior to administration. In some embodiments, the lung function measurement is
improved by about 10% or more, as compared to prior to administration. In some embodiments, the lung
function measurement is improved by about 20% or more, about 30% or more, about 40% or more, about
50% or more, about 60% or more, about 70% or more, about 80% or more, about 90% or more, or about
100% or more, as compared to prior to administration. In some embodiments, the lung function
measurement is improved by about 200% or more, about 300% or more, about 400% or more, about
500% or more, about 600% or more, about 700% or more, about 800% or more, about 900% or more, or
about 1000% or more, as compared to prior to administration. In some embodiments, the lung function
measurement is improved by no more than about 2.5%, no more than about 5%, or no more than about
7.5%, as compared to prior to administration. In some embodiments, the lung function measurement is
improved by no more than about 10%, as compared to prior to administration. In some embodiments, the
lung function measurement is improved by no more than about 20%, no more than about 30%, no more
than about 40%, no more than about 50%, no more than about 60%, no more than about 70%, no more
than about 80%, no more than about 90%, or no more than about 100%, as compared to prior to
administration. In some embodiments, the lung function measurement is improved by no more than about
200%, no more than about 300%, no more than about 400%, no more than about 500%, no more than
about 600%, no more than about 700%, no more than about 800%, no more than about 900%, or no more
than about 1000%, as compared to prior to administration. In some embodiments, the lung function
measurement is improved by 2.5%, 5%, 7.5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%, 50%, 55%,
60%, 65%, 70%, 75%, 80%, 85%, 90%, 95%, 100%, 150%, 200%, 250%, 300%, 400%, 500%, 600%,
700%, 800%, 900%, or 1000%, or by a range defined by any of the two aforementioned percentages.
[0018] A leukocyte measurement may be affected by alung disorder. For example, some
inflammatory lung disorders that may include chronic obstructive pulmonary disease (COPD) or asthma
may lead to increased inflammation and circulating white blood cell counts that may be treated using a
composition comprising an oligonucleotide; or lung inflammation concomitant with a lung disorder may
include an increase in leukocytes in a lung tissue or lung fluid (e.g. bronchoalveolar fluid). In some
embodiments, the composition comprises an oligonucleotide that targets MS7'/ and when administered to
a subject in an effective amount changes a leukocyte measurement in a cell, fluid or tissue of the subject.
In some embodiments, the cell is a liver cell or hepatocyte. In some embodiments, the cell is a lung cell,
lung epithelial cell, type I or II alveolar cell, macrophage, alveolar macrophage, goblet cell, club cell, or
fibroblast. In some embodiments, the tissue is liver tissue. In some embodiments, the tissue is lung
tissue. In some embodiments, the fluid is a blood, serum, or plasma sample. In some embodiments, the
fluid is a lung fluid such as a bronchoalveolar fluid. The change may be a decrease (for example, when

circulating levels of leukocytes, or levels of leukocytes in lungs are increased due to an inflammatory lung
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disorder). The change may be an increase in some embodiments. In some embodiments, the leukocyte

measurement is changed by about 2.5% or more, about 5% or more, or about 7.5% or more, as compared
to prior to administration. In some embodiments, the leukocyte measurementis changed by about 10% or
more, as compared to prior to administration. In some embodiments, the leukocyte measurement is
changed by about 20% or more, about 30% or more, about 40% or more, about 50% or more, about 60%
or more, about 70% or more, or about 80% or more, as compared to prior to administration. In some
embodiments, the leukocyte measurement is changed by no more than about 2.5%, no more than about
5%, or no more than about 7.5%, as compared to prior to administration. In some embodiments, the
leukocyte measurement is changed by no more than about 10%, as compared to prior to administration. In
some embodiments, the leukocyte measurement is changed by no more than about 20%, no more than
about 30%, no more than about 40%, no more than about 50%, no more than about 60%, no more than
about 70%, no more than about 80%, or no more than about 90%, as compared to prior to administration.
In some embodiments, the leukocyte measurement is changed by 2.5%, 5%, 7.5%, 10%, 15%, 20%, 25%,
30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, or 90%, or by arange defined by
any of the two aforementioned percentages.

[0019] In some embodiments, the composition comprises an oligonucleotide that targets MS7'/ and
when administered to a subject in an effective amount decreases chronic obstructive pulmonary disease
(COPD) exacerbations in the subject. In some embodiments, the COPD exacerbations are decreased by
about 2.5% or more, about 5% or more, or about 7.5% or more, as compared to prior to administration. In
some embodiments, the COPD exacerbations are decreased by about 10% or more, as compared to prior
to administration. In some embodiments, the COPD exacerbations are decreased by about 20% or more,
about 30% or more, about 40% or more, about 50% or more, about 60% or more, about 70% or more,
about 80% or more, about 90% or more, or about 100%, as compared to prior to administration. In some
embodiments, the COPD exacerbations are decreased by no more than about 2.5%, no more than about
5%, or no more than about 7.5%, as compared to prior to administration. In some embodiments, the
COPD exacerbations are decreased by no more than about 10%, as compared to prior to administration. In
some embodiments, the COPD exacerbations are decreased by no more than about 20%, no more than
about 30%, no more than about 40%, no more than about 50%, no more than about 60%, no more than
about 70%, no more than about 80%, or no more than about 90%, as compared to prior to administration.
In some embodiments, the COPD exacerbations are decreased by 2.5%, 5%, 7.5%, 10%, 15%, 20%, 25%,
30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95%, or 100%, or by a range
defined by any of the two aforementioned percentages.

[0020] In some embodiments, the composition comprises an oligonucleotide that targets MS7'/ and
when administered to a subject in an effective amount decreases asthma exacerbations in the subject. In
some embodiments, the asthma exacerbations are decreased by about 2.5% or more, about 5% or more, or
about 7.5% or more, as compared to prior to administration. In some embodiments, the asthma
exacerbations are decreased by about 10% or more, as compared to prior to administration. Insome

embodiments, the asthma exacerbations are decreased by about 20% or more, about 30% or more, about
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40% or more, about 50% or more, about 60% or more, about 70% or more, about 80% or more, about

90% or more, or about 100%, as compared to prior to administration. In some embodiments, the asthma
exacerbations are decreased by no more than about 2.5%, no more than about 5%, or no more than about
7.5%, as compared to prior to administration. In some embodiments, the asthma exacerbations are
decreased by no more than about 10%, as compared to prior to administration. In some embodiments, the
asthma exacerbations are decreased by no more than about 20%, no more than about 30%, no more than
about 40%, no more than about 50%, no more than about 60%, no more than about 70%, no more than
about 80%, or no more than about 90%, as compared to prior to administration. In some embodiments, the
asthma exacerbations are decreased by 2.5%, 5%, 7.5%, 10%, 15%, 20%, 25%, 30%, 35%, 40%, 45%,
50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%., 90%, 95%, or 100%, or by a range defined by any of the
two aforementioned percentages.

A. siRNAs
[0021] In some embodiments, the composition comprises an oligonucleotide that targets MST/,
wherein the oligonucleotide comprises a small interfering RNA (siRNA). In some embodiments, the
composition comprises an oligonucleotide that targets MST/, wherein the oligonucleotide comprises a
small interfering RNA (siRNA) comprising a sense strand and an antisense strand.
[0022] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'], wherein the oligonucleotide comprises an siRNA comprising a sense strand and an
antisense strand, wherein the sense strand is 12-30 nucleosides in length. In some embodiments, the
composition comprises a sense strange thatis 10, 11, 12, 13, 14, 15, 16, 17, 18,19, 20, 21, 22, 23, 24, 25,
26,27, 28, 29, or 30 nucleosides in length, or a range defined by any of the two aforementioned numbers.
The sense strand may be 14-30 nucleosides in length. In some embodiments, the composition comprises
an antisense strand is 12-30 nucleosides in length. In some embodiments, the composition comprises an
antisense strand that is 10, 11, 12, 13, 14, 15, 16, 17, 18,19, 20, 21,22, 23, 24, 25, 26,27, 28, 29, or 30
nucleosides in length, or a range defined by any of the two aforementioned numbers. The antisense strand
may be 14-30 nucleosides in length.
[0023] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an
antisense strand, each strand is independently about 12-30 nucleosides in length, and at least one of the
sense strand and the antisense strand comprises a nucleoside sequence comprising about 12-30 contiguous
nucleosides of a full-length human AMS7 7 mRNA sequence such as SEQ ID NO: 6163. In some
embodiments, at least one of the sense strand and the antisense strand comprise a nucleoside sequence
comprising at least about 10, 11, 12, 13, 14, 15, 16, 17, 18,19, 20, 21, 22, 23, 24, 25,26, 27, 28,29, 30, or
more contiguous nucleosides of one of SEQ ID NO: 6163.
[0024] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an
antisense strand, each strand is independently about 12-30 nucleosides in length, and at least one of the

sense strand and the antisense strand comprises a nucleoside sequence comprising about 12-30 contiguous
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nucleosides of a full-length human MS7'7 mRNA sequence such as SEQ ID NO: 6185, In some

embodiments, at least one of the sense strand and the antisense strand comprise a nucleoside sequence
comprising at least about 10, 11, 12, 13, 14, 15, 16, 17, 18,19, 20,21, 22, 23,24, 25,26, 27, 28, 29, 30, or
more contiguous nucleosides of one of SEQ ID NO: 6185.

[0025] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an
antisense strand, wherein the sense strand and the antisense strand form a double-stranded RNA duplex.
In some embodiments, the first base pair of the double-stranded RNA duplex is an AU base pair.

[0026] In some embodiments, the sense strand further comprises a 3> overhang. In some
embodiments, the 3” overhang comprises 1, 2, 3,4, 5, 6, 7, 8,9, or 10 nucleosides, or arange of
nucleotides defined by any two of the aforementioned numbers. In some embodiments, the 3° overhang
comprises 1, 2, or more nucleosides. In some embodiments, the 3” overhang comprises 2 nucleosides. In
some embodiments, the sense strand further comprises a5° overhang. In some embodiments, the 5°
overhang comprises 1, 2, 3,4, 5, 6,7, 8,9, or 10 nucleosides, or arange of nucleotides defined by any two
of the aforementioned numbers. In some embodiments, the 5° overhang comprises 1, 2, or more
nucleosides. In some embodiments, the 5° overhang comprises 2 nucleosides.

[0027] In some embodiments, the antisense strand further comprises a3’ overhang. In some
embodiments, the 3” overhang comprises 1, 2, 3, 4, 5, 6, 7, 8,9, or 10 nucleosides, or arange of
nucleotides defined by any two of the aforementioned numbers. In some embodiments, the 3” overhang
comprises 1, 2, or more nucleosides. In some embodiments, the 3” overhang comprises 2 nucleosides. In
some embodiments, the antisense strand further comprises a 5° overhang. In some embodiments, the 5°
overhang comprises 1, 2, 3,4, 5, 6,7, 8, 9, or 10 nucleosides, or arange of nucleotides defined by any two
of the aforementioned numbers. In some embodiments, the 5° overhang comprises 1, 2, or more
nucleosides. In some embodiments, the 5° overhang comprises 2 nucleosides.

[0028] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an
antisense strand, wherein the siRNA binds with a 19mer in a human AS7/ mRNA. In some embodiments,
the siRNA binds with a 12mer, a 13mer, a 14mer, a 15mer, a 16mer, a 17mer, a 18mer, a 19mer, a 20mer,
a 21mer, a22mer, a 23mer, a 24mer, or a 25mer in a human AS7/ mRNA.

[0029] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an
antisense strand, wherein the siRNA binds with a 17mer in anon-human primate MS77 mRNA. In some
embodiments, the siRNA binds with a 12mer, a 13mer, a 14mer, a 15mer, a 16mer, a 17mer, a 18mer, a
19mer, a 20mer, a 21mer, a 22mer, a 23mer, a 24mer, or a 25mer in a non-human primate MS7/ mRNA.
[0030] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an
antisense strand, wherein the siRNA binds with a human MS7/ mRNA and less than or equal to 20 human

off-targets, with no more than 2 mismatches in the antisense strand. In some embodiments, the siRNA
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binds with a human AS77 mRNA and less than or equal to 10 human off-targets, with no more than 2

mismatches in the antisense strand. In some embodiments, the siRNA binds with a human AS7T7 mRNA
and less than or equal to 30 human off-targets, with no more than 2 mismatches in the antisense strand. In
some embodiments, the siRNA binds with ahuman MS77 mRNA and less than or equal to 40 human off-
targets, with no more than 2 mismatches in the antisense strand. In some embodiments, the siRNA binds
with a human MS77 mRNA and less than or equal to 50 human off-targets, with no more than 2
mismatches in the antisense strand. In some embodiments, the siRNA binds with a human AS77 mRNA
and less than or equal to 10 human off-targets, with no more than 3 mismatches in the antisense strand. In
some embodiments, the siRNA binds with a human AMS77 mRNA and less than or equal to 20 human off-
targets, with no more than 3 mismatches in the antisense strand. In some embodiments, the siRNA binds
with ahuman MST7 mRNA and less than or equal to 30 human off-targets, with no more than 3
mismatches in the antisense strand. In some embodiments, the siRNA binds with a human AS7T7 mRNA
and less than or equal to 40 human off-targets, with no more than 3 mismatches in the antisense strand. In
some embodiments, the siRNA binds with a human AMS77 mRNA and less than or equal to 50 human off-
targets, with no more than 3 mismatches in the antisense strand.

[0031] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an
antisense strand, siRNA binds with a human MS7'/ mRNA target site that does not harbor an SNP, with a
minor allele frequency (MAF) greater or equal to 1% (pos. 2-18). In some embodiments, the MAF is
greater or equal to about 2%, about 3%, about 4%, about 5%, about 6%, about 7%, about 8%, about 9%,
about 10%, about 11%, about 12%. about 13%, about 14%, about 15%. about 16%, about 17%, about
18%, about 19%, or about 20%.

[0032] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an
antisense strand, wherein the sense strand comprises a nucleoside sequence comprising or consisting of
the sequence of any one of SEQ ID NOs: 1-3024, or anucleic acid sequence thereof having 1 or 2
nucleoside substitutions, additions, or deletions. In some embodiments, the sense strand comprises a
nucleoside sequence comprising or consisting of the sequence of any one of SEQ ID NOs: 1-3024, or a
nucleic acid sequence thereof having 3 or 4 nucleoside substitutions, additions, or deletions. In some
embodiments, the sense strand further comprises a 3" overhang. In some embodiments, the 3” overhang
comprises 1, 2, 3,4, 5, 6,7, 8,9, or 10 nucleosides, or arange of nucleotides defined by any two of the
aforementioned numbers. In some embodiments, the 3° overhang comprises 1, 2, or more nucleosides. In
some embodiments, the 3” overhang comprises 2 nucleosides. In some embodiments, the sense strand
further comprises a5* overhang. In some embodiments, the 5 overhang comprises 1, 2, 3,4, 5, 6,7, 8,9,
or 10 nucleosides, or a range of nucleotides defined by any two of the aforementioned numbers. In some
embodiments, the 5° overhang comprises 1, 2, or more nucleosides. In some embodiments, the 5
overhang comprises 2 nucleosides. In some embodiments, the sense strand comprises a nucleoside

sequence comprising or consisting of the sequence of any one of SEQ ID NOs: 1-3024, or anucleic acid
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sequence thereof having 1 or 2 nucleoside additions at the 3° end. In some embodiments, the composition

comprises an oligonucleotide that inhibits the expression of MS7'/, wherein the oligonucleotide comprises
an siRNA comprising a sense strand and an antisense strand, wherein the sense strand comprises a
nucleoside sequence comprising or consisting of the sequence of any one of SEQ ID NOs: 1-3024. The
sense strand or antisense strand may comprise any modifications described herein. The sense strand or
antisense strand may comprise a lipid moiety or a GalNAc moiety.

[0033] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an
antisense strand, wherein the antisense strand comprises a nucleoside sequence comprising or consisting
of the sequence of any one of SEQ ID NOs: 3025-6048, or anucleic acid sequence thereof having 1 or 2
nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand sequence
comprises a nucleoside sequence comprising or consisting of the sequence of any one of SEQ ID NOs:
3025-6048, or anucleic acid sequence thereof having 3 or 4 nucleoside substitutions, additions, or
deletions. In some embodiments, the antisense strand further comprises a3” overhang. In some
embodiments, the 3” overhang comprises 1, 2, 3, 4, 5, 6, 7, 8,9, or 10 nucleosides, or a range of
nucleotides defined by any two of the aforementioned numbers. In some embodiments, the 3> overhang
comprises 1, 2, or more nucleosides. In some embodiments, the 3° overhang comprises 2 nucleosides. In
some embodiments, the antisense strand further comprises a 5° overhang. In some embodiments, the 5’
overhang comprises 1, 2, 3,4, 5, 6, 7, 8, 9, or 10 nucleosides, or arange of nucleotides defined by any two
of the aforementioned numbers. In some embodiments, the 5* overhang comprises 1, 2, or more
nucleosides. In some embodiments, the 5° overhang comprises 2 nucleosides. In some embodiments, the
antisense strand comprises a nucleoside sequence comprising or consisting of the sequence of any one of
SEQID NOs: 3025-6048, or a nucleic acid sequence thereof having 1 or 2 nucleoside additions at the 3
end. In some embodiments, the composition comprises an oligonucleotide that inhibits the expression of
MST1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an antisense
strand, wherein the antisense strand comprises a nucleoside sequence comprising or consisting of the
sequence of any one of SEQ ID NOs: 3025-6048. The sense strand or antisense strand may comprise any
modifications described herein. The sense strand or antisense strand may comprise a lipid moiety or a
GalNAc moiety.

[0034] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an
antisense strand, wherein the sense strand comprises a nucleoside sequence comprising or consisting of
the sequence of any one of SEQ ID NOs: 6358-6397, or anucleic acid sequence thereof having 1 or 2
nucleoside substitutions, additions, or deletions. In some embodiments, the sense strand comprises a
nucleoside sequence comprising or consisting of the sequence of any one of SEQ ID NOs: 6358-6397, or
a nucleic acid sequence thereof having 3 or 4 nucleoside substitutions, additions, or deletions. In some
embodiments, the sense strand further comprises a 3 overhang. In some embodiments, the 3" overhang

comprises 1, 2, 3,4, 5, 6,7, 8,9, or 10 nucleosides, or arange of nucleotides defined by any two of the
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aforementioned numbers. In some embodiments, the 3" overhang comprises 1, 2, or more nucleosides. In
some embodiments, the 3” overhang comprises 2 nucleosides. In some embodiments, the sense strand
further comprises a5* overhang. In some embodiments, the 5° overhang comprises 1, 2, 3, 4, 5, 6, 7, 8,9,
or 10 nucleosides, or a range of nucleotides defined by any two of the aforementioned numbers. In some
embodiments, the 5° overhang comprises 1, 2, or more nucleosides. In some embodiments, the 5
overhang comprises 2 nucleosides. In some embodiments, the sense strand comprises a nucleoside
sequence comprising or consisting of the sequence of any one of SEQ ID NOs: 6358-6397, or anucleic
acid sequence thereof having 1 or 2 nucleoside additions at the 3” end. In some embodiments, the
composition comprises an oligonucleotide that inhibits the expression of MST/, wherein the
oligonucleotide comprises an siRNA comprising a sense strand and an antisense strand, wherein the sense
strand comprises a nucleoside sequence comprising or consisting of the sequence of any one of SEQ ID
NOs: 6358-6397. The sense strand or antisense strand may comprise any modifications described herein.
The sense strand or antisense strand may comprise a lipid moiety or a GaINAc moiety.

[0035] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an
antisense strand, wherein the antisense strand comprises a nucleoside sequence comprising or consisting
of the sequence of any one of SEQ ID NOs: 6398-6417, or anucleic acid sequence thereof having 1 or 2
nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand sequence
comprises a nucleoside sequence comprising or consisting of the sequence of any one of SEQ ID NOs:
6398-6417, or anucleic acid sequence thereof having 3 or 4 nucleoside substitutions, additions, or
deletions. In some embodiments, the antisense strand further comprises a 3° overhang. In some
embodiments, the 3” overhang comprises 1, 2, 3, 4, 5, 6, 7, 8,9, or 10 nucleosides, or a range of
nucleotides defined by any two of the aforementioned numbers. In some embodiments, the 3” overhang
comprises 1, 2, or more nucleosides. In some embodiments, the 3° overhang comprises 2 nucleosides. In
some embodiments, the antisense strand further comprises a 5* overhang. In some embodiments, the 5°
overhang comprises 1, 2, 3,4, 5, 6, 7, 8, 9, or 10 nucleosides, or a range of nucleotides defined by any two
of the aforementioned numbers. In some embodiments, the 5* overhang comprises 1, 2, or more
nucleosides. In some embodiments, the 5° overhang comprises 2 nucleosides. In some embodiments, the
antisense strand comprises a nucleoside sequence comprising or consisting of the sequence of any one of
SEQID NOs: 6398-6417, or anucleic acid sequence thereof having 1 or 2 nucleoside additions at the 3’
end. In some embodiments, the composition comprises an oligonucleotide that inhibits the expression of
MST1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an antisense
strand, wherein the antisense strand comprises a nucleoside sequence comprising or consisting of the
sequence of any one of SEQ ID NOs: 6398-6417. The sense strand or antisense strand may comprise any
modifications described herein. The sense strand or antisense strand may comprise a lipid moiety or a
GalNAc moiety.

[0036] In some embodiments, the siRNA comprises the sense strand and/or the antisense strand

sequence of an siRNA in any one of Tables 3-8, or anucleic acid sequence thereof having 3 or 4
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nucleoside substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense

strand and/or the antisense strand sequence of an siRNA in any one of Tables 3-8, or anucleic acid
sequence thereof having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the
siRNA comprises the sense strand and/or the antisense strand sequence of an siRNA in any one of Tables
3-8. In some embodiments, the siRNA is cross-reactive with a non-human primate (NHP) MS7 7 mRNA.
The sense strand or antisense strand may comprise any modifications described herein. The sense strand
or antisense strand may comprise a lipid moiety or a GalNAc moiety.

[0037] In some embodiments, the sSiIRNA comprises the sequence of a sense strand in Table 24B, or
a nucleic acid sequence thereof having 3 or 4 nucleoside substitutions, additions, or deletions. In some
embodiments, the siRNA comprises the sequence of a sense strand in Table 24B. or a nucleic acid
sequence thereof having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the
siRNA comprises the sequence of a sense strand in Table 24B. The sense strand may include any of these
sequences may include an overhang such as a3” UU overhang. The sense strand may include any
modifications described herein. The sense strand may include a lipid moiety or a GalNAc moiety. In some
embodiments, the sSIRNA comprises the sequence of an antisense strand in Table 24B, or a nucleic acid
sequence thereof having 3 or 4 nucleoside substitutions, additions, or deletions. In some embodiments, the
siRNA comprises the sequence of an antisense strand in Table 24B, or anucleic acid sequence thereof
having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the siRNA
comprises the sequence of an antisense strand in Table 24B. The antisense strand may include any of
these sequences may include an overhang such as a 3° UU overhang. The antisense strand may include
any modifications described herein. The antisense strand may include a lipid moiety or a GalNAc moiety.
[0038] In some embodiments, the siRNA comprises the sequence of a sense strand in Table 24D, or
a nucleic acid sequence thereof having 3 or 4 nucleoside substitutions, additions, or deletions. In some
embodiments, the siRNA comprises the sequence of a sense strand in Table 24D, or anucleic acid
sequence thereof having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the
siRNA comprises the sequence of a sense strand in Table 24D. The sense strand may include any of these
sequences may include an overhang such as a3° UU overhang. The sense strand may include any
modifications described herein. The sense strand may include a lipid moiety or a GalNAc moiety. In some
embodiments, the siIRNA comprises the sequence of an antisense strand in Table 24D, or anucleic acid
sequence thereof having 3 or 4 nucleoside substitutions, additions, or deletions. In some embodiments, the
siRNA comprises the sequence of an antisense strand in Table 24D, or anucleic acid sequence thereof
having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the sSiRNA
comprises the sequence of an antisense strand in Table 24D. The antisense strand may include any of
these sequences may include an overhang such as a 3° UU overhang. The antisense strand may include
any modifications described herein. The antisense strand may include a lipid moiety or a GalNAc moiety.
[0039] In some embodiments, the siRNA comprises the sense strand and/or the antisense strand
sequence of an siRNA in Table 33B or Table 33C, or anucleic acid sequence thereof having 3 or 4

nucleoside substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense
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strand and/or the antisense strand sequence of an siRNA in Table 33B or Table 33C, or anucleic acid

sequence thereof having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the
siRNA comprises the sense strand and/or the antisense strand sequence of an siRNA in Table 33B or
Table 33C. In some embodiments, the siRNA is cross-reactive with a non-human primate (NHP) MST1
mRNA. The sense strand or antisense strand may comprise any modifications described herein. The sense
strand or antisense strand may comprise a lipid moiety or a GalNAc¢ moiety.

[0040] The siRNA may comprise the sense strand and/or the antisense strand base sequence (e.g.
unmodified sequence, or base sequence with other modifications) of an siRNA in any table included
herein; or may include a nucleic acid sequence thereof having 1 or 2 nucleoside substitutions, additions, or
deletions; or may include a nucleic acid sequence thereof having 3 or 4 nucleoside substitutions,
additions, or deletions. In some cases, the sequence does not include an overhang (e.g. UU) that is
included in a table.

[0041] In some embodiments, the siRNA comprises the sense strand and/or the antisense strand
sequence of an siIRNA of subset A, or a nucleic acid sequence thereof having 3 or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sSIRNA comprises the sense strand and/or
the antisense strand sequence of an siRNA of subset A, or anucleic acid sequence thereof having 1 or 2
nucleoside substitutions, additions, or deletions. In some embodiments, the sSIRNA comprises the sense
strand and/or the antisense strand sequence of an siRNA of subset A. In some embodiments, the siRNA is
cross-reactive with a non-human primate (NHP) MST7 mRNA. The sense strand or antisense strand may
comprise any modifications described herein. The sense strand or antisense strand may comprise a lipid
moiety or a GalNAc moiety.

[0042] In some embodiments, the siRNA comprises the sense strand and/or the antisense strand
sequence of an siRNA of subset B, or anucleic acid sequence thereof having 3 or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense strand and/or
the antisense strand sequence of an siRNA of subset B, or anucleic acid sequence thereof having 1 or 2
nucleoside substitutions, additions, or deletions. In some embodiments, the sSiIRNA comprises the sense
strand and/or the antisense strand sequence of an siRNA of subset B. In some embodiments, the siRNA is
cross-reactive with anon-human primate (NHP) MST 7 mRNA. The sense strand or antisense strand may
comprise any modifications described herein. The sense strand or antisense strand may comprise a lipid
moiety or a GalNAc moiety.

[0043] In some embodiments, the siRNA comprises the sense strand and/or the antisense strand
sequence of an siRNA of subset C, or anucleic acid sequence thereof having 3 or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the siIRNA comprises the sense strand and/or
the antisense strand sequence of an siRNA of subset C, or anucleic acid sequence thereof having 1 or 2
nucleoside substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense
strand and/or the antisense strand sequence of an siRNA of subset C. In some embodiments, the siRNA is

cross-reactive with anon-human primate (NHP) MST ! mRNA. The sense strand or antisense strand may
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comprise any modifications described herein. The sense strand or antisense strand may comprise a lipid

moiety or a GalNAc moiety.

[0044] In some embodiments, the siRNA comprises the sense strand and/or the antisense strand
sequence of an siRNA of subset D, or a nucleic acid sequence thereof having 3 or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense strand and/or
the antisense strand sequence of an siRNA of subset D, or anucleic acid sequence thereof having 1 or 2
nucleoside substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense
strand and/or the antisense strand sequence of an siRNA of subset D. In some embodiments, the sSiRNA is
cross-reactive with a non-human primate (NHP) MS7 7 mRNA. The sense strand or antisense strand may
comprise any modifications described herein. The sense strand or antisense strand may comprise a lipid
moiety or a GalNAc moiety.

[0045] In some embodiments, the siRNA comprises the sense strand and/or the antisense strand
sequence of an siRNA of subset E, or anucleic acid sequence thereof having 3 or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense strand and/or
the antisense strand sequence of an siRNA of subset E, or anucleic acid sequence thereof having 1 or 2
nucleoside substitutions, additions, or deletions. In some embodiments, the siIRNA comprises the sense
strand and/or the antisense strand sequence of an siRNA of subset E. In some embodiments, the siRNA is
cross-reactive with a non-human primate (NHP) MST 7 mRNA. The sense strand or antisense strand may
comprise any modifications described herein. The sense strand or antisense strand may comprise a lipid
moiety or a GalNAc moiety.

[0046] In some embodiments, the siRNA comprises the sense strand and/or the antisense strand
sequence of an siIRNA of subset F, or anucleic acid sequence thereof having 3 or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sSIRNA comprises the sense strand and/or
the antisense strand sequence of an siRNA of subset F, or anucleic acid sequence thereof having 1 or 2
nucleoside substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense
strand and/or the antisense strand sequence of an sSiRNA of subset F. In some embodiments, the siRNA is
cross-reactive with anon-human primate (NHP) MST 7 mRNA. The sense strand or antisense strand may
comprise any modifications described herein. The sense strand or antisense strand may comprise a lipid
moiety or a GalNAc moiety.

[0047] In some embodiments, the siRNA comprises a sense strand having a sequence in accordance
with any of SEQ ID NOs: 6373, 6375, 6385, 6386, or 6387. In some embodiments, the sense strand
sequence comprises or consists of sequence at least 75% identical to any one of SEQ ID NOs: 6373, 6375,
6385, 6386, or 6387, at least 80% identical to any one of SEQ ID NOs: 6373, 6375, 6385, 6386, or 6387,
at least 85% identical to of any one of SEQ ID NOs: 6373, 6375, 6385, 6386, or 6387, at least 90%
identical to any one of SEQ ID NOs: 6373, 6375, 6385, 6386, or 6387, or at least 95% identical to any one
of SEQ ID NOs: 6373, 6375, 6385, 6386, or 6387. In some embodiments, the sense strand sequence
comprises or consists of the sequence of any one of SEQ ID NOs 6373, 6375, 6385, 6386, or 6387, or a

sense strand sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or deletions. In some
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embodiments, the sense strand sequence comprises or consists of the sequence of any one of SEQ ID

NOs: 6373, 6375, 6385, 6386, or 6387, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NOs: 6373, 6375, 6385, 6386, or 6387. The sense strand
sequence may include thefirst 5, 6,7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, or 19 nucleotides (in the 5°
to 3” direction) of any of the aforementioned sequences. The sense strand sequence may include the last 5,
6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, or 19 nucleotides (in the 5 to 3 direction) of any of the
aforementioned sequences. The sense strand may comprise a modification pattern described herein. The
sense strand may comprise an overhang. The sense strand may comprise a lipid moiety. The sense strand
may comprise a GalNAc moiety.

[0048] In some embodiments, the siIRNA comprises an antisense strand having a sequence in
accordance with any of SEQ ID NOs: 6403, 6405, 6415, 6416, or 6417. In some embodiments, the
antisense strand sequence comprises or consists of sequence at least 75% identical to any one of SEQ ID
NOs: 6403, 6405, 6415, 6416, or 6417, at least 80% identical to any one of SEQ ID NOs: 6403, 6405,
6415, 6416, or 6417, at least 85% identical to of any one of SEQ ID NOs: 6403, 6405, 6415, 6416, or
6417, at least 90% identical to any one of SEQ ID NOs: 6403, 6405, 6415, 6416, or 6417, or at least 95%
identical to any one of SEQ ID NOs: 6403, 6405, 6415, 6416, or 6417. In some embodiments, the
antisense strand sequence comprises or consists of the sequence of any one of SEQ ID NOs: 6403, 6405,
6415, 6416, or 6417, or an antisense strand sequence thereof having 1, 2, 3, or 4 nucleoside substitutions,
additions, or deletions. In some embodiments, the antisense strand sequence comprises or consists of the
sequence of any one of SEQ ID NOs: 6403, 6405, 6415, 6416, or 6417, or an antisense strand sequence
thereof having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the antisense
strand sequence comprises or consists of a sequence 100% identical to SEQ ID NOs: 6403, 6405, 6415,
6416, or 6417. The antisense strand sequence may include the first 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16,
17, 18, or 19 nucleotides (in the 5° to 3’ direction) of any of the aforementioned sequences. The antisense
strand sequence may include thelast 5, 6, 7, 8,9, 10, 11, 12, 13,14, 15, 16, 17, 18, or 19 nucleotides (in
the 5° to 3” direction) of any of the aforementioned sequences. The antisense strand may comprise an
overhang. The antisense strand may comprise a modification pattern described herein. The antisense
strand may comprise a lipid moiety or a GaINAc moiety.

[0049] In some embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6373. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6373, at least 80% identical to SEQ ID NO: 6373, at least
85% identical to SEQ ID NO: 6373, at least 90% identical to SEQ ID NO: 6373, or at least 95% identical
to SEQ ID NO: 6373. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6373, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6373, or a sense strand sequence thereof having 1 or 2 nucleoside

substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
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consists of a sequence 100% identical to SEQ ID NO: 6373. The sense strand may comprise a

modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise alipid moiety. The sense strand may comprise a GalNAc moiety.

[0050] In some embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6374. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6374, at least 80% identical to SEQ ID NO: 6374, at least
85% identical to SEQ ID NO: 6374, at least 90% identical to SEQ ID NO: 6374, or at least 95% identical
to SEQ ID NO: 6374. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6374, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6374, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6374. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise alipid moiety. The sense strand may comprise a GalNAc moiety.

[0051] In some embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6385. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6385, at least 80% identical to SEQ ID NO: 6385, at least
85% identical to SEQ ID NO: 6385, at least 90% identical to SEQ ID NO: 6385, or at least 95% identical
to SEQ ID NO: 6385. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6385, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6385, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6385. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise alipid moiety. The sense strand may comprise a GalNAc moiety.

[0052] In some embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6386. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6386, at least 80% identical to SEQ ID NO: 6386, at least
85% identical to SEQ ID NO: 6386, at least 90% identical to SEQ ID NO: 6386, or at least 95% identical
to SEQ ID NO: 6386. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6386, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6386, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or

consists of a sequence 100% identical to SEQ ID NO: 6386. The sense strand may comprise a
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modification pattern described herein. The sense strand may comprise an overhang. The sense strand may

comprise alipid moiety. The sense strand may comprise a GalNAc moiety.

[0053] In some embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6387. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6387, at least 80% identical to SEQ ID NO: 6387, at least
85% identical to SEQ ID NO: 6387, at least 90% identical to SEQ ID NO: 6387, or at least 95% identical
to SEQ ID NO: 6387. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6387, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6387, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6387. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise alipid moiety. The sense strand may comprise a GalNAc moiety.

[0054] In some embodiments, the siRNA comprises an antisense strand having a sequence in
accordance with SEQ ID NO: 6403. In some embodiments, the antisense strand sequence comprises or
consists of sequence at least 75% identical to SEQ ID NO: 6403, at least 80% identical to SEQ ID NO:
6403, at least 85% identical to SEQ ID NO: 6403, at least 90% identical to SEQ ID NO: 6403, or at least
95% identical to SEQ ID NO: 6403. In some embodiments, the antisense strand sequence comprises or
consists of the sequence of SEQ ID NO 6403, or an antisense strand sequence thereof having 1, 2, 3, or 4
nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand sequence
comprises or consists of the sequence of SEQ ID NO: 6403, or an antisense strand sequence thereof
having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand
sequence comprises or consists of a sequence 100% identical to SEQ ID NO: 6403. The antisense strand
may comprise a modification pattern described herein. The antisense strand may comprise an overhang.
The antisense strand may comprise a lipid moiety. The antisense strand may comprise a GalNAc moiety.
[0055] In some embodiments, the siRNA comprises an antisense strand having a sequence in
accordance with SEQ ID NO: 6405. In some embodiments, the antisense strand sequence comprises or
consists of sequence at least 75% identical to SEQ ID NO: 6405, at least 80% identical to SEQ ID NO:
6405, at least 85% identical to SEQ ID NO: 6405, at least 90% identical to SEQ ID NO: 6405, or at least
95% identical to SEQ ID NO: 6405. In some embodiments, the antisense strand sequence comprises or
consists of the sequence of SEQ ID NO 6405, or an antisense strand sequence thereof having 1, 2, 3, or 4
nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand sequence
comprises or consists of the sequence of SEQ ID NO: 6405, or an antisense strand sequence thereof
having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand
sequence comprises or consists of a sequence 100% identical to SEQ ID NO: 6405. The antisense strand
may comprise a modification pattern described herein. The antisense strand may comprise an overhang.

The antisense strand may comprise a lipid moiety. The antisense strand may comprise a GalNAc moiety .
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[0056] In some embodiments, the siIRNA comprises an antisense strand having a sequence in

accordance with SEQ ID NO: 6415. In some embodiments, the antisense strand sequence comprises or
consists of sequence at least 75% identical to SEQ ID NO: 6415, at least 80% identical to SEQ ID NO:
6415, atleast 85% identical to SEQ ID NO: 6415, at least 90% identical to SEQ ID NO: 6415, or at least
95% identical to SEQ ID NO: 6415. In some embodiments, the antisense strand sequence comprises or
consists of the sequence of SEQ ID NO 6415, or an antisense strand sequence thereof having 1, 2, 3, or 4
nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand sequence
comprises or consists of the sequence of SEQ ID NO: 6415, or an antisense strand sequence thereof
having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand
sequence comprises or consists of a sequence 100% identical to SEQ ID NO: 6415. The antisense strand
may comprise a modification pattern described herein. The antisense strand may comprise an overhang.
The antisense strand may comprise a lipid moiety. The antisense strand may comprise a GalNAc moiety.
[0057] In some embodiments, the siRNA comprises an antisense strand having a sequence in
accordance with SEQ ID NO: 6416. In some embodiments, the antisense strand sequence comprises or
consists of sequence at least 75% identical to SEQ ID NO: 6416, at least 80% identical to SEQ ID NO:
6416, at least 85% identical to SEQ ID NO: 6416, at least 90% identical to SEQ ID NO: 6416, or at least
95% i1dentical to SEQ ID NO: 6416. In some embodiments, the antisense strand sequence comprises or
consists of the sequence of SEQ ID NO 6416, or an antisense strand sequence thereof having 1, 2, 3, or 4
nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand sequence
comprises or consists of the sequence of SEQ ID NO: 6416, or an antisense strand sequence thereof
having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand
sequence comprises or consists of a sequence 100% identical to SEQ ID NO: 6416. The antisense strand
may comprise a modification pattern described herein. The antisense strand may comprise an overhang.
The antisense strand may comprise a lipid moiety. The antisense strand may comprise a GalNAc moiety.
[0058] In some embodiments, the siRNA comprises an antisense strand having a sequence in
accordance with SEQ ID NO: 6417. In some embodiments, the antisense strand sequence comprises or
consists of sequence at least 75% identical to SEQ ID NO: 6417, at least 80% identical to SEQ ID NO:
6417, atleast 85% identical to SEQ ID NO: 6417, at least 90% identical to SEQ ID NO: 6417, or at least
95% identical to SEQ ID NO: 6417. In some embodiments, the antisense strand sequence comprises or
consists of the sequence of SEQ ID NO 6417, or an antisense strand sequence thereof having 1, 2, 3, or 4
nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand sequence
comprises or consists of the sequence of SEQ ID NO: 6417, or an antisense strand sequence thereof
having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand
sequence comprises or consists of a sequence 100% identical to SEQ ID NO: 6417. The antisense strand
may comprise a modification pattern described herein. The antisense strand may comprise an overhang.
The antisense strand may comprise a lipid moiety. The antisense strand may comprise a GalNAc¢ moiety.
[0059] In some embodiments, the siRNA comprises a sense strand having a sequence in accordance

with SEQ ID NO: 6440. In some embodiments, the sense strand sequence comprises or consists of
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sequence at least 75% identical to SEQ ID NO: 6440, at least 80% identical to SEQ ID NO: 6440, at least

85% identical to SEQ ID NO: 6440, at least 90% identical to SEQ ID NO: 6440, or at least 95% identical
to SEQ ID NO: 6440. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6440, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6440, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6440. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise a moiety such as a GalNAc moiety or alipid moiety. In some embodiments, the siRNA
comprises an antisense strand having a sequence in accordance with SEQ ID NO: 6499. In some
embodiments, the antisense strand sequence comprises or consists of sequence at least 75% identical to
SEQID NO: 6499, at least 80% identical to SEQ ID NO: 6499, at least 85% identical to SEQ ID NO:
6499, at least 90% identical to SEQ ID NO: 6499, or at least 95% identical to SEQ ID NO: 6499. In some
embodiments, the antisense strand sequence comprises or consists of the sequence of SEQ ID NO 6499,
or an antisense strand sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or
deletions. In some embodiments, the antisense strand sequence comprises or consists of the sequence of
SEQID NO: 6499, or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions,
additions, or deletions. In some embodiments, the antisense strand sequence comprises or consists of a
sequence 100% identical to SEQ ID NO: 6499. The antisense strand may comprise a modification pattern
described herein. The antisense strand may comprise an overhang. The antisense strand may comprise a
moiety such as a GaINAc moiety or alipid moiety.

[0060] In some embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6446. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6446, at least 80% identical to SEQ ID NO: 6446, at least
85% identical to SEQ ID NO: 6446, at least 90% identical to SEQ ID NO: 6446, or at least 95% identical
to SEQ ID NO: 6446. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6446, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6446, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6446. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise a moiety such as a GalNAc moiety or alipid moiety. In some embodiments, the siRNA
comprises an antisense strand having a sequence in accordance with SEQ ID NO: 6505. In some
embodiments, the antisense strand sequence comprises or consists of sequence at least 75% identical to
SEQID NO: 6505, at least 80% identical to SEQ ID NO: 6505, at least 85% identical to SEQ ID NO:
6505, at least 90% identical to SEQ ID NO: 6505, or at least 95% identical to SEQ ID NO: 6505. In some
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embodiments, the antisense strand sequence comprises or consists of the sequence of SEQ ID NO 6505,

or an antisense strand sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or
deletions. In some embodiments, the antisense strand sequence comprises or consists of the sequence of
SEQID NO: 6505, or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions,
additions, or deletions. In some embodiments, the antisense strand sequence comprises or consists of a
sequence 100% identical to SEQ ID NO: 6505. The antisense strand may comprise a modification pattern
described herein. The antisense strand may comprise an overhang. The antisense strand may comprise a
moiety such as a GalNAc¢ moiety or alipid moiety.

[0061] In some embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6447. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6447, at least 80% identical to SEQ ID NO: 6447, at least
85% identical to SEQ ID NO: 6447, at least 90% identical to SEQ ID NO: 6447, or at least 95% identical
to SEQ ID NO: 6447. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6447, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6447, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6447. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise a moiety such as a GalNAc moiety or alipid moiety. In some embodiments, the siRNA
comprises an antisense strand having a sequence in accordance with SEQ ID NO: 6506. In some
embodiments, the antisense strand sequence comprises or consists of sequence at least 75% identical to
SEQID NO: 6506, at least 80% identical to SEQ ID NO: 6506, at least 85% identical to SEQ ID NO:
6506, at least 90% identical to SEQ ID NO: 6506, or at least 95% identical to SEQ ID NO: 6506. In some
embodiments, the antisense strand sequence comprises or consists of the sequence of SEQ ID NO 6506,
or an antisense strand sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or
deletions. In some embodiments, the antisense strand sequence comprises or consists of the sequence of
SEQID NO: 6506, or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions,
additions, or deletions. In some embodiments, the antisense strand sequence comprises or consists of a
sequence 100% identical to SEQ ID NO: 6506. The antisense strand may comprise a modification pattern
described herein. The antisense strand may comprise an overhang. The antisense strand may comprise a
moiety such as a GalNAc¢ moiety or alipid moiety.

[0062] In some embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6448. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6448, at least 80% identical to SEQ ID NO: 6448, at least
85% identical to SEQ ID NO: 6448, at least 90% identical to SEQ ID NO: 64438, or at least 95% identical
to SEQ ID NO: 6448. In some embodiments, the sense strand sequence comprises or consists of the

sequence of SEQ ID NO 6448, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside

-23-



WO 2022/266037 PCT/US2022/033344
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or

consists of the sequence of SEQ ID NO: 6448, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6448. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise a moiety such as a GalNAc moiety or alipid moiety. In some embodiments, the siRNA
comprises an antisense strand having a sequence in accordance with SEQ ID NO: 6507. In some
embodiments, the antisense strand sequence comprises or consists of sequence at least 75% identical to
SEQID NO: 6507, at least 80% identical to SEQ ID NO: 6507, at least 85% identical to SEQ ID NO:
6507, at least 90% identical to SEQ ID NO: 6507, or at least 95% identical to SEQ ID NO: 6507. In some
embodiments, the antisense strand sequence comprises or consists of the sequence of SEQ ID NO 6507,
or an antisense strand sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or
deletions. In some embodiments, the antisense strand sequence comprises or consists of the sequence of
SEQID NO: 6507, or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions,
additions, or deletions. In some embodiments, the antisense strand sequence comprises or consists of a
sequence 100% identical to SEQ ID NO: 6507. The antisense strand may comprise a modification pattern
described herein. The antisense strand may comprise an overhang. The antisense strand may comprise a
moiety such as a GalNAc¢ moiety or alipid moiety.

[0063] In some embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6461. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6461, at least 80% identical to SEQ ID NO: 6461, at least
85% identical to SEQ ID NO: 6461, at least 90% identical to SEQ ID NO: 6461, or at least 95% identical
to SEQ ID NO: 6461. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6461, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6461, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6461. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise a moiety such as a GalNAc moiety or alipid moiety. In some embodiments, the siRNA
comprises an antisense strand having a sequence in accordance with SEQ ID NO: 6520. In some
embodiments, the antisense strand sequence comprises or consists of sequence at least 75% identical to
SEQID NO: 6520, at least 80% identical to SEQ ID NO: 6520, at least 85% identical to SEQ ID NO:
6520, at least 90% identical to SEQ ID NO: 6520, or at least 95% identical to SEQ ID NO: 6520. In some
embodiments, the antisense strand sequence comprises or consists of the sequence of SEQ ID NO 6520,
or an antisense strand sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or
deletions. In some embodiments, the antisense strand sequence comprises or consists of the sequence of

SEQID NO: 6520, or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions,
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additions, or deletions. In some embodiments, the antisense strand sequence comprises or consists of a

sequence 100% identical to SEQ ID NO: 6520. The antisense strand may comprise a modification pattern
described herein. The antisense strand may comprise an overhang. The antisense strand may comprise a
moiety such as a GalNAc moiety or alipid moiety.

[0064] In some embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6466. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6466, at least 80% identical to SEQ ID NO: 6466, at least
85% identical to SEQ ID NO: 6466, at least 90% identical to SEQ ID NO: 6466, or at least 95% identical
to SEQ ID NO: 6466. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6466, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6466, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6466. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise a moiety such as a GaNAc moiety or alipid moiety. In some embodiments, the siRNA
comprises an antisense strand having a sequence in accordance with SEQ ID NO: 6525. In some
embodiments, the antisense strand sequence comprises or consists of sequence at least 75% identical to
SEQID NO: 6525, at least 80% identical to SEQ ID NO: 6525, at least 85% identical to SEQ ID NO:
6525, at least 90% identical to SEQ ID NO: 6525, or at least 95% identical to SEQ ID NO: 6525. In some
embodiments, the antisense strand sequence comprises or consists of the sequence of SEQ ID NO 6525,
or an antisense strand sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or
deletions. In some embodiments, the antisense strand sequence comprises or consists of the sequence of
SEQID NO: 6525, or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions,
additions, or deletions. In some embodiments, the antisense strand sequence comprises or consists of a
sequence 100% identical to SEQ ID NO: 6525. The antisense strand may comprise a modification pattern
described herein. The antisense strand may comprise an overhang. The antisense strand may comprise a
moiety such as a GaINAc moiety or alipid moiety.

[0065] In some embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6470. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6470, at least 80% identical to SEQ ID NO: 6470, at least
85% identical to SEQ ID NO: 6470, at least 90% identical to SEQ ID NO: 6470, or at least 95% identical
to SEQ ID NO: 6470. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6470, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6470, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or

consists of a sequence 100% identical to SEQ ID NO: 6470. The sense strand may comprise a
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modification pattern described herein. The sense strand may comprise an overhang. The sense strand may

comprise a moiety such as a GalNAc moiety or alipid moiety. In some embodiments, the siRNA
comprises an antisense strand having a sequence in accordance with SEQ ID NO: 6529. In some
embodiments, the antisense strand sequence comprises or consists of sequence at least 75% identical to
SEQID NO: 6529, at least 80% identical to SEQ ID NO: 6529, at least 85% identical to SEQ ID NO:
6529, at least 90% identical to SEQ ID NO: 6529, or at least 95% identical to SEQ ID NO: 6529. In some
embodiments, the antisense strand sequence comprises or consists of the sequence of SEQ ID NO 6529,
or an antisense strand sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or
deletions. In some embodiments, the antisense strand sequence comprises or consists of the sequence of
SEQID NO: 6529, or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions,
additions, or deletions. In some embodiments, the antisense strand sequence comprises or consists of a
sequence 100% identical to SEQ ID NO: 6529. The antisense strand may comprise a modification pattern
described herein. The antisense strand may comprise an overhang. The antisense strand may comprise a
moiety such as a GalNAc moiety or alipid moiety.

[0066] In some embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6476. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6476, at least 80% identical to SEQ ID NO: 6476, at least
85% identical to SEQ ID NO: 6476, at least 90% identical to SEQ ID NO: 6476, or at least 95% identical
to SEQ ID NO: 6476. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6476, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6476, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6476. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise a moiety such as a GalNAc moiety or alipid moiety. In some embodiments, the siRNA
comprises an antisense strand having a sequence in accordance with SEQ ID NO: 6535. In some
embodiments, the antisense strand sequence comprises or consists of sequence at least 75% identical to
SEQID NO: 6535, at least 80% identical to SEQ ID NO: 6535, at least 85% identical to SEQ ID NO:
6535, at least 90% identical to SEQ ID NO: 6535, or at least 95% identical to SEQ ID NO: 6535. In some
embodiments, the antisense strand sequence comprises or consists of the sequence of SEQ ID NO 6535,
or an antisense strand sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or
deletions. In some embodiments, the antisense strand sequence comprises or consists of the sequence of
SEQID NO: 6535, or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions,
additions, or deletions. In some embodiments, the antisense strand sequence comprises or consists of a
sequence 100% identical to SEQ ID NO: 6535. The antisense strand may comprise a modification pattern
described herein. The antisense strand may comprise an overhang. The antisense strand may comprise a

moiety such as a GalNAc¢ moiety or alipid moiety.
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B. ASOs

[0067] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST1, wherein the oligonucleotide comprises an antisense oligonucleotide (ASO). In
some embodiments, the ASO is 12-30 nucleosides in length. In some embodiments, the ASO is 14-30
nucleosides in length. In some embodiments, the ASO is at least about 10, 11, 12, 13, 14, 15, 16, 17,
18,19, 20, 21, 22, 23, 24, 25,26, 27,28, 29, or 30 nucleosides in length, or a range defined by any of the
two aforementioned numbers. In some embodiments, the ASO is 15-25 nucleosides in length. In some
embodiments, the ASO is 20 nucleosides in length.
[0068] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'/, wherein the oligonucleotide comprises an ASO about 12-30 nucleosides in length
and comprising a nucleoside sequence complementary to about 12-30 contiguous nucleosides of a full-
length human MS7' 7 mRNA sequence such as SEQ ID NO: 6163; wherein (i) the oligonucleotide
comprises a modification comprising a modified nucleoside and/or a modified internucleoside linkage,
and/or (ii) the composition comprises a pharmaceutically acceptable carrier. In some embodiments, the
ASO comprise anucleoside sequence complementary to at least about 10, 11, 12, 13, 14, 15, 16, 17,
18,19, 20, 21, 22, 23, 24, 25,26, 27, 28, 29, 30, or more contiguous nucleosides of one of SEQ ID NO:
6163.
[0069] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises an ASO about 12-30 nucleosides in length
and comprising a nucleoside sequence complementary to about 12-30 contiguous nucleosides of a full-
length human MST' 1 mRNA sequence such as SEQ ID NO: 6185; wherein (i) the oligonucleotide
comprises a modification comprising a modified nucleoside and/or a modified internucleoside linkage,
and/or (ii) the composition comprises a pharmaceutically acceptable carrier. In some embodiments, the
ASO comprise anucleoside sequence complementary to at least about 10, 11, 12, 13, 14, 15, 16, 17,
18,19, 20, 21, 22, 23, 24, 25,26, 27,28, 29, 30, or more contiguous nucleosides of one of SEQ ID NO:
6185.

C. Modification patterns
[0070] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises a modification comprising a modified
nucleoside and/or a modified internucleoside linkage, and/or (ii) the composition comprises a
pharmaceutically acceptable carrier. In some embodiments, the oligonucleotide comprises a modification
comprising a modified nucleoside and/or a modified internucleoside linkage. In some embodiments, the
oligonucleotide comprises a modified internucleoside linkage. In some embodiments, the modified
internucleoside linkage comprises alkylphosphonate, phosphorothioate, methylphosphonate,
phosphorodithioate, alkylphosphonothioate, phosphoramidate, carbamate, carbonate, phosphate triester,
acetamidate, or carboxymethyl ester, or a combination thereof. In some embodiments, the modified
internucleoside linkage comprises one or more phosphorothioate linkages. A phosphorothioate may

include anonbridging oxygen atom in a phosphate backbone of the oligonucleotide that is replaced by
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sulfur. Modified internucleoside linkages may be included in siRNAs or ASOs. Benefits of the modified

internucleoside linkage may include decreased toxicity or improved pharmacokinetics.

[0071] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises a modified internucleoside linkage, wherein
the oligonucleotide comprises 1, 2, 3,4, 5, 6,7, 8,9, 10,11, 12, 13, 14, 15, 16, 17, 18, 19, or 20 modified
internucleoside linkages, or a range of modified internucleoside linkages defined by any two of the
aforementioned numbers. In some embodiments, the oligonucleotide comprises no more than 18 modified
internucleoside linkages. In some embodiments, the oligonucleotide comprises no more than 20 modified
internucleoside linkages. In some embodiments, the oligonucleotide comprises 2 or more modified
internucleoside linkages, 3 or more modified internucleoside linkages, 4 or more modified intemucleoside
linkages, 5 or more modified internucleoside linkages, 6 or more modified internucleoside linkages, 7 or
more modified internucleoside linkages, 8 or more modified internucleoside linkages, 9 or more modified
internucleoside linkages, 10 or more modified internucleoside linkages, 11 or more modified
internucleoside linkages, 12 or more modified internucleoside linkages, 13 or more modified
internucleoside linkages, 14 or more modified internucleoside linkages, 15 or more modified
internucleoside linkages, 16 or more modified internucleoside linkages, 17 or more modified
internucleoside linkages, 18 or more modified internucleoside linkages, 19 or more modified
internucleoside linkages, or 20 or more modified internucleoside linkages.

[0072] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'/, wherein the oligonucleotide comprises the modified nucleoside. Insome
embodiments, the modified nucleoside comprises a locked nucleic acid (LNA), hexitol nucleic acid
(HLA), cyclohexene nucleic acid (CeNA), 2'-methoxyethyl, 2'-O-alkyl, 2'-O-allyl, 2'-fluoro, or 2'-deoxy,
or a combination thereof. In some embodiments, the modified nucleoside comprises a LNA. In some
embodiments, the modified nucleoside comprises a2’,4” constrained ethyl nucleic acid. In some
embodiments, the modified nucleoside comprises HLA. In some embodiments, the modified nucleoside
comprises CeNA. In some embodiments, the modified nucleoside comprises a 2'-methoxyethyl group. In
some embodiments, the modified nucleoside comprises a 2'-O-alkyl group. In some embodiments, the
modified nucleoside comprises a 2'-O-allyl group. In some embodiments, the modified nucleoside
comprises a 2'-fluoro group. In some embodiments, the modified nucleoside comprises a 2'-deoxy group.
In some embodiments, the modified nucleoside comprises a 2'-O-methyl nucleoside, 2'-deoxyfluoro
nucleoside, 2'-O-N-methylacetamido (2'-O-NMA) nucleoside, a 2'-O-dimethylaminoethoxyethyl (2'-O-
DMAEOE) nucleoside, 2'-O-aminopropyl (2'-O-AP) nucleoside, or 2'-ara-F, or a combination thereof. In
some embodiments, the modified nucleoside comprises a 2'-O-methyl nucleoside. In some embodiments,
the modified nucleoside comprises a 2'-deoxyfluoro nucleoside. In some embodiments, the modified
nucleoside comprises a 2'-O-NMA nucleoside. In some embodiments, the modified nucleoside comprises
a 2'-0-DMAEOE nucleoside. In some embodiments, the modified nucleoside comprises a 2'-O-
aminopropyl (2'-O-AP) nucleoside. In some embodiments, the modified nucleoside comprises 2'-ara-F. In

some embodiments, the modified nucleoside comprises one or more 2’ fluoro modified nucleosides. In
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some embodiments, the modified nucleoside comprises a 2' O-alkyl modified nucleoside. Benefits of the

modified nucleoside may include decreased toxicity or improved pharmacokinetics.

[0073] In some embodiments, the oligonucleotide comprises 1, 2, 3, 4, 5, 6,7, 8,9, 10, 11, 12, 13,
14,15, 16, 17, 18, 19, 20, or 21 modified nucleosides, or a range of nucleosides defined by any two of the
aforementioned numbers. In some embodiments, the oligonucleotide comprises no more than 19 modified
nucleosides. In some embodiments, the oligonucleotide comprises no more than 21 modified nucleosides.
In some embodiments, the oligonucleotide comprises 2 or more modified nucleosides, 3 or more modified
nucleosides, 4 or more modified nucleosides, 5 or more modified nucleosides, 6 or more modified
nucleosides, 7 or more modified nucleosides, 8 or more modified nucleosides, 9 or more modified
nucleosides, 10 or more modified nucleosides, 11 or more modified nucleosides, 12 or more modified
nucleosides, 13 or more modified nucleosides, 14 or more modified nucleosides, 15 or more modified
nucleosides, 16 or more modified nucleosides, 17 or more modified nucleosides, 18 or more modified
nucleosides, 19 or more modified nucleosides, 20 or more modified nucleosides, or 21 or more modified
nucleosides.

[0074] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'/, wherein the oligonucleotide comprises a moiety attached at a3” or 5° terminus of the
oligonucleotide. Examples of moieties include an integrin targeting ligand, a hydrophobic moiety, a sugar
moiety, or a combination thereof. In some embodiments, the oligonucleotide is an siRNA having a sense
strand, and the moiety is attached to a 5° end of the sense strand. In some embodiments, the
oligonucleotide is an siRNA having a sense strand, and the moiety is attached to a3 end of the sense
strand. In some embodiments, the oligonucleotide is an siRN A having an antisense strand, and the moiety
is attached to a 5” end of the antisense strand. In some embodiments, the oligonucleotide is an sSIRNA
having an antisense strand, and the moiety is attached to a3 end of the antisense strand. In some
embodiments, the oligonucleotide is an ASO, and the moiety is attached to a5’ end of the ASO. In some
embodiments, the oligonucleotide is an ASO, and the moiety is attached to a3” end of the ASO.

[0075] In some embodiments, the oligonucleotide is delivered to a cell or tissue by linking the
oligonucleotide to a targeting group. In some embodiments, the targeting group includes a cell receptor
ligand, such as an integrin targeting ligand. Integrins may include a family of transmembrane receptors
that facilitate cell-extracellular matrix (ECM) adhesion. In some embodiments, the moiety includes an
epithelial-specific integrin. Integrin alpha-v-beta-6 (avp6) bay be an example of an epithelial-specific
integrin ov36 may be a receptor for an ECM protein or TGF-beta latency-associated peptide (LAP).
Integrin avp6 may be expressed in a cell or tissue. Integrin avf6 may be expressed or upregulated in
injured pulmonary epithelium.

[0076] In some embodiments, the oligonucleotide is linked to an integrin targeting ligand that has
affinity for integrin avB6. An integrin targeting ligand may include a compound that has affinity for
integrin ovf36 or integrin alpha-v-beta-3 (avp3), may be useful as aligand to facilitate targeting or
delivery of the oligonucleotide to which it is attached to a particular cell type or tissue (e.g., to cells

expressing integrin avf3 or avf6). In some embodiments, multiple integrin targeting ligands are linked to
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the oligonucleotide. In some embodiments, the oligonucleotide-integrin targeting ligand conjugates are

selectively internalized by lung epithelial cells, either through receptor-mediated endocytosis or by other
means.

[0077] Examples of targeting groups useful for delivering the oligonucleotide that include integrin
targeting ligands may be based upon peptides or peptide mimics containing an arginine-gly cine-aspartic
acid (RGD) peptide. In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises an RGD peptide. In some embodiments, the
composition comprises an RGD peptide. In some embodiments, the composition comprises an RGD
peptide derivative. In some embodiments, the RGD peptide is attached at a 3° terminus of the
oligonucleotide. In some embodiments, the RGD peptide is attached at a 5° terminus of the
oligonucleotide. In some embodiments, the composition comprises a sense strand, and the RGD peptide is
attached to the sense strand (e.g. attached to a 5” end of the sense strand, or attached to a 3 end of the
sense strand). In some embodiments, the composition comprises an antisense strand, and the RGD peptide
is attached to the antisense strand (e.g. attached to a 5* end of the antisense strand, or attached to a3’ end
of the antisense strand). In some embodiments, the composition comprises an RGD peptide attached at a
3’ or 5” terminus of the oligonucleotide. In some embodiments, the oligonucleotide comprises an RGD
peptide and a lipid attached at a 3° or 5’ terminus of the oligonucleotide. The RGD peptide may be linear.
The RGD peptide may be cyclic. An RGD peptide may include a D-amino acid. In some embodiments,
the RGD peptide comprises Cyclo(-Arg-Gly-Asp-D-Phe-Cys) (SEQ ID NO: 6182). In some
embodiments, the RGD peptide comprises Cyclo(-Arg-Gly-Asp-D-Phe-Lys) (SEQ ID NO: 6183). In
some embodiments, the RGD peptide comprises Cyclo(-Arg-Gly-Asp-D-Phe-azido) (SEQ ID NO: 6184).
In some embodiments, the RGD peptide comprises an amino benzoic acid derived RGD. In some
embodiments, the RGD peptide comprises Cyclo(-Arg-Gly-Asp-D-Phe-Cys) (SEQ ID NO: 6182), Cyclo(-
Arg-Gly-Asp-D-Phe-Lys) (SEQ ID NO: 6183), Cyclo(-Arg-Gly-Asp-D-Phe-azido) (SEQ ID NO: 6184),
an amino benzoic acid derived RGD, or a combination thereof. In some embodiments, the RGD peptide
comprises multiple of such RGD peptides. For example, the RGD peptide may include 2, 3, or 4 RGD
peptides. Some embodiments include an arginine-glycine-glutamic acid peptide.

[0078] The oligonucleotide may include purines. Examples of purines include adenine (A) or
guanine (G), or modified versions thereof. The oligonucleotide may include pyrimidines. Examples of
pyrimidines include cytosine (C), thymine (T), or uracil (U), or modified versions thereof.

[0079] In some embodiments, purines of the oligonucleotide comprise 2° fluoro modified purines. In
some embodiments, purines of the oligonucleotide comprise 2° methyl modified purines. In some
embodiments, purines of the oligonucleotide comprise a mixture of 2° fluoro and 2° methyl modified
purines. In some embodiments, all purines of the oligonucleotide comprise 2° fluoro modified purines. In
some embodiments, all purines of the oligonucleotide comprise 2° methyl modified purines. In some
embodiments, all purines of the oligonucleotide comprise a mixture of 2° fluoro and 2° methyl modified

purines.
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[0080] In some embodiments, pyrimidines of the oligonucleotide comprise 2° fluoro modified

pyrimidines. In some embodiments, pyrimidines of the oligonucleotide comprise 2° methyl modified
pyrimidines. In some embodiments, pyrimidines of the oligonucleotide comprise a mixture of 2° fluoro
and 2° methyl modified pyrimidines. In some embodiments, all pyrimidines of the oligonucleotide
comprise 2 fluoro modified pyrimidines. In some embodiments, all pyrimidines of the oligonucleotide
comprise 2” methyl modified pyrimidines. In some embodiments, all pyrimidines of the oligonucleotide
comprise a mixture of 2° fluoro and 2° methyl modified pyrimidines.

[0081] In some embodiments, purines of the oligonucleotide comprise 2° fluoro modified purines,
and pyrimidines of the oligonucleotide comprise a mixture of 2” fluoro and 2” methyl modified
pyrimidines. In some embodiments, purines of the oligonucleotide comprise 2° methyl modified purines,
and pyrimidines of the oligonucleotide comprise a mixture of 2” fluoro and 2° methyl modified
pyrimidines. In some embodiments, purines of the oligonucleotide comprise 2° fluoro modified purines,
and pyrimidines of the oligonucleotide comprise 2° methyl modified pyrimidines. In some embodiments,
purines of the oligonucleotide comprise 2° methyl modified purines, and pyrimidines of the
oligonucleotide comprise 2” fluoro modified pyrimidines. In some embodiments, pyrimidines of the
oligonucleotide comprise 2” fluoro modified pyrimidines, and purines of the oligonucleotide comprise a
mixture of 2° fluoro and 2” methyl modified purines. In some embodiments, pyrimidines of the
oligonucleotide comprise 2° methyl modified pyrimidines, and purines of the oligonucleotide comprise a
mixture of 2° fluoro and 2° methyl modified purines. In some embodiments, pyrimidines of the
oligonucleotide comprise 2” fluoro modified pyrimidines, and purines of the oligonucleotide comprise 2
methyl modified purines. In some embodiments, pyrimidines of the oligonucleotide comprise 2° methyl
modified pyrimidines, and purines of the oligonucleotide comprise 2° fluoro modified purines.

[0082] In some embodiments, all purines of the oligonucleotide comprise 2° fluoro modified
purines, and all pyrimidines of the oligonucleotide comprise a mixture of 2 fluoro and 2° methyl
modified pyrimidines. In some embodiments, all purines of the oligonucleotide comprise 2° methyl
modified purines, and all pyrimidines of the oligonucleotide comprise a mixture of 2’ fluoro and 2’
methyl modified pyrimidines. In some embodiments, all purines of the oligonucleotide comprise 2° fluoro
modified purines, and all pyrimidines of the oligonucleotide comprise 2° methyl modified pyrimidines. In
some embodiments, all purines of the oligonucleotide comprise 2° methyl modified purines, and all
pyrimidines of the oligonucleotide comprise 2” fluoro modified pyrimidines. In some embodiments, all
pyrimidines of the oligonucleotide comprise 2” fluoro modified pyrimidines, and all purines of the
oligonucleotide comprise a mixture of 2° fluoro and 2° methyl modified purines. In some embodiments,
all pyrimidines of the oligonucleotide comprise 2° methyl modified pyrimidines, and all purines of the
oligonucleotide comprise a mixture of 2° fluoro and 2° methyl modified purines. In some embodiments,
all pyrimidines of the oligonucleotide comprise 2” fluoro modified pyrimidines, and all purines of the
oligonucleotide comprise 2° methyl modified purines. In some embodiments, all pyrimidines of the
oligonucleotide comprise 2° methyl modified pyrimidines, and all purines of the oligonucleotide comprise

2’ fluoro modified purines.
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[0083] In some cases, the oligonucleotide comprises a particular modification pattern. In some

embodiments, position 9 counting from the 5° end of the of a strand of the oligonucleotide may have a2’F
modification. In some embodiments, when position 9 of a strand of the oligonucleotide is a pyrimidine,
then all purines in a strand of the oligonucleotide have a 2’0OMe modification. In some embodiments,
when position 9 is the only pyrimidine between positions 5 and 11 of the sense stand, then position 9 is
the only position with a 2°F modification in a strand of the oligonucleotide. In some embodiments, when
position 9 and only one other base between positions 5 and 11 of a strand of the oligonucleotide are
pyrimidines, then both of these pyrimidines are the only two positions with a 2’F modification in a strand
of the oligonucleotide. In some embodiments, when position 9 and only two other bases between positions
5 and 11 of astrand of the oligonucleotide are pyrimidines, and those two other pyrimidines are in
adjacent positions so that there would be not three 2°F modifications in a row, then any combination of
2’F modifications can be made that give three 2°F modifications in total. In some embodiments, when
there are more than 2 pyrimidines between positions 5 and 11 of a strand of the oligonucleotide, then all
combinations of pyrimidines having the 2°F modification are allowed that have three to five 2°F
modifications in total, provided that a strand of the oligonucleotide does not have three 2°F modifications
in a row. In some cases, a strand of the oligonucleotide of any of the siRNAs comprises a modification
pattern which conforms to any or all of these a strand of the oligonucleotide rules.

[0084] In some embodiments, when position 9 of a strand of the oligonucleotide is a purine, then all
purines in a strand of the oligonucleotide have a 2’0OMe modification. In some embodiments, when
position 9 is the only purine between positions 5 and 11 of the sense stand, then position 9 is the only
position with a 2°F modification in a strand of the oligonucleotide. In some embodiments, when position 9
and only one other base between positions 5 and 11 of a strand of the oligonucleotide are purines, then
both of these purines are the only two positions with a 2’F modification in a strand of the oligonucleotide.
In some embodiments, when position 9 and only two other bases between positions 5 and 11 of a strand of
the oligonucleotide are purines, and those two other purines are in adjacent positions so that there would
be not three 2°F modifications in a row, then any combination of 2°F modifications can be made that give
three 2°F modifications in total. In some embodiments, when there are more than 2 purines between
positions 5 and 11 of a strand of the oligonucleotide, then all combinations of purines having the 2°F
modification are allowed that have three to five 2°F modifications in total, provided that a strand of the
oligonucleotide does not have three 2°F modifications in a row. In some cases, a strand of the
oligonucleotide of any of the siRNAs comprises a modification pattern which conforms to any or all of
these a strand of the oligonucleotide rules.

[0085] In some cases, position 9 of a strand of the oligonucleotide can be a 2°deoxy. In these cases,
2°F and 2 OMe modifications may occur at the other positions of a strand of the oligonucleotide. In some
cases, astrand of the oligonucleotide of any of the siRNAs comprises a modification pattern which
conforms to these a strand of the oligonucleotide rules.

[0086] In some embodiments, position nine of the sense strand comprises a2’ fluoro-modified

pyrimidine. In some embodiments, all purines of the sense strand comprise 2”-O-methyl modified purines.
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In some embodiments, 1, 2, 3, 4, or 5 pyrimidines between positions 5 and 11 comprise a 2’ flouro-

modified pyrimidine, provided there are not three 2’ fluoro-modified pyrimidines in a row. In some
embodiments, the odd-numbered positions of the antisense strand comprise 2°-O-methyl modified
nucleotides. In some embodiments, the even-numbered positions of the antisense strand comprise
2’flouro-modified nucleotides and unmodified deoxyribonucleotide. In some embodiments, the even-
numbered positions of the antisense strand comprise 2’flouro-modified nucleotides, 2°-O-methyl modified
nucleotides and unmodified deoxyribonucleotide. In some embodiments, position nine of the sense strand
comprises a 2” fluoro-modified pyrimidine; all purines of the sense strand comprises 2’ -O-methyl
modified purines; 1, 2, 3, 4, or 5 pyrimidines between positions 5 and 11 comprise a 2’ flouro-modified
pyrimidine, provided there are not three 2” fluoro-modified pyrimidines in a row; the odd-numbered
positions of the antisense strand comprise 2°-O-methyl modified nucleotides; and the even-numbered
positions of the antisense strand comprise 2’ flouro-modified nucleotides and unmodified
deoxyribonucleotides.

[0087] In some embodiments, position nine of the sense strand comprises a2’ fluoro-modified
purine. In some embodiments, all pyrimidines of the sense strand comprise 2°-O-methyl modified purines.
In some embodiments, 1, 2, 3, 4, or 5 purines between positions 5 and 11 comprise a 2’ flouro-modified
purine, provided there are not three 2° fluoro-modified purine in a row. Insome embodiments, the odd-
numbered positions of the antisense strand comprise 2°-O-methyl modified nucleotides. In some
embodiments, the even-numbered positions of the antisense strand comprise 2’ flouro-modified
nucleotides and unmodified deoxyribonucleotide. In some embodiments, the even-numbered positions of
the antisense strand comprise 2’flouro-modified nucleotides, 2°-O-methyl modified nucleotides and
unmodified deoxyribonucleotide. In some embodiments, position nine of the sense strand comprises a2’
fluoro-modified purine; all pyrimidine of the sense strand comprises 2”-O-methyl modified pyrimidines;
1, 2, 3, 4, or 5 purines between positions 5 and 11 comprise a 2’ flouro-modified purines, provided there
are not three 2” fluoro-modified purines in a row; the odd-numbered positions of the antisense strand
comprise 2°-0-methyl modified nucleotides; and the even-numbered positions of the antisense strand
comprise 2’ flouro-modified nucleotides and unmodified deoxyribonucleotides. In some embodiments,
there are not three 2° fluoro-modified purines in a row. In some embodiments, there are not three 2’
fluoro-modified pyrimidines in arow.

[0088] In some embodiments, position nine of the sense strand comprises an unmodified
deoxyribonucleotide. In some embodiments, positions 5, 7, and 8 of the sense strand comprise 2’ fluoro-
modifed nucleotides. In some embodiments, all pyrimidines in positions 10 to 21 of the sense strand
comprise 2°-0-methyl modified pyrimidines and all purines in positions 10 to 21 of the comprise 2’ -O-
methyl modified purines or 2’ fluoro-modified purines. In some embodiments, the odd-numbered positions
of the antisense strand comprise 2°-O-methyl modified nucleotides. In some embodiments, the even-
numbered positions of the antisense strand comprise 2’flouro-modified nucleotides and unmodified
deoxyribonucleotides. In some embodiments, the even-numbered positions of the antisense strand

comprise 2’ flouro-modified nucleotides, 2°-O-methyl modified nucleotides and unmodified
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deoxyribonucleotides. In some embodiments, position nine of the sense strand comprises an unmodified

deoxyribonucleotide; positions 5, 7, and 8 of the sense strand comprise 2’fluoro-modifed nucleotides; all
pyrimidines in positions 10 to 21 of the sense strand comprise 2’ -O-methyl modified pyrimidines and all
purines in positions 10 to 21 of the comprise 2”-O-methyl modified purines or 2’fluoro-modified purines;
the odd-numbered positions of the antisense strand comprise 2’-O-methy]l modified nucleotides; and the
even-numbered positions of the antisense strand comprise 2’ flouro-modified nucleotides and unmodified
deoxyribonucleotides.

[0089] In some embodiments, position nine of the sense strand comprises an unmodified
deoxyribonucleotide. In some embodiments, positions 5, 7, and 8 of the sense strand comprise 2’ fluoro-
modifed nucleotides. In some embodiments, all purines in positions 10 to 21 of the sense strand comprise
2’-0O-methyl modified purines and all pyrimidines in positions 10 to 21 of the comprise 2’ -O-methyl
modified pyrimidines or 2’fluoro-modified pyrimidines. In some embodiments, the odd-numbered
positions of the antisense strand comprise 2°-O-methyl modified nucleotides. In some embodiments, the
even-numbered positions of the antisense strand comprise 2°flouro-modified nucleotides and unmodified
deoxyribonucleotides. In some embodiments, the even-numbered positions of the antisense strand
comprise 2’ flouro-modified nucleotides, 2°-O-methyl modified nucleotides and unmodified
deoxyribonucleotides. In some embodiments, position nine of the sense strand comprises an unmodified
deoxyribonucleotide; positions 5, 7, and 8 of the sense strand comprise 2’ fluoro-modifed nucleotides; all
purines in positions 10 to 21 of the sense strand comprise 2’ -O-methy]l modified purines and all
pyrimidines in positions 10 to 21 of the comprise 2°-O-methyl modified pyrimidines or 2’ fluoro-modified
pyrimidines; the odd-numbered positions of the antisense strand comprise 2°-O-methyl modified
nucleotides; and the even-numbered positions of the antisense strand comprise 2’ flouro-modified
nucleotides and unmodified deoxyribonucleotide.

[0090] In some embodiments, the moiety includes anegatively charged group attached at a 5° end of
the oligonucleotide. This may be referred to as a 5’ -end group. In some embodiments, the negatively
charged group is attached at a 5” end of an antisense strand of an siRNA disclosed herein. The 5°-end
group may be or include a 5°-end phosphorothioate, 5’-end phosphorodithioate, 5’-end vinylphosphonate
(5°-VP), 5°-end methylphosphonate, 5°-end cyclopropyl phosphonate, or a 5°-deoxy-5’-C-malonyl. The
5’-end group may comprise 5’-VP. In some embodiments, the 5°-VP comprises a trans-vinylphosphate or
cis-vinylphosphate. The 5°-end group may include an extra 5’ phosphate. A combination of 5’-end groups
may be used.

[0091] In some embodiments, the oligonucleotide includes a negatively charged group. The
negatively charged group may aid in cell or tissue penetration. The negatively charged group may be
attached at a5’ or 3” end (e.g. a 5” end) of the oligonucleotide. This may be referred to as an end group.
The end group may be or include a phosphorothioate, phosphorodithioate, vinylphosphonate,
methylphosphonate, cyclopropyl phosphonate, or a deoxy-C-malonyl. The end group may include an

extra 5" phosphate such as an extra 5° phosphate. A combination of end groups may be used.
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[0092] In some embodiments, the oligonucleotide includes a phosphate mimic. In some
embodiments, the phosphate mimic comprises vinyl phosphonate. In some embodiments, the vinyl
phosphonate comprises a trans-vinylphosphate. In some embodiments, the vinyl phosphonate comprises a

cis-vinylphosphate. An example of a nucleotide that includes a vinyl phosphonate is shown below.

&

P

57 vinylphosphonate 2° O Methyl Uridine
[0093] In some embodiments, the vinyl phosphonate increases the stability of the oligonucleotide. In
some embodiments, the vinyl phosphonate increases the accumulation of the oligonucleotide in tissues. In
some embodiments, the vinyl phosphonate protects the oligonucleotide from an exonuclease or a
phosphatase. In some embodiments, the vinyl phosphonate improves the binding affinity of the
oligonucleotide with the siRNA processing machinery.
[0094] In some embodiments, the oligonucleotide includes 1 vinyl phosphonate. In some
embodiments, the oligonucleotide includes 2 vinyl phosphonates. In some embodiments, the
oligonucleotide includes 3 vinyl phosphonates. In some embodiments, the oligonucleotide includes 4
vinyl phosphonates. In some embodiments, the antisense strand of the oligonucleotide comprises a vinyl
phosphonate at the 5* end. In some embodiments, the antisense strand of the oligonucleotide comprises a
vinyl phosphonate at the 3” end. In some embodiments, the sense strand of the oligonucleotide comprises
a vinyl phosphonate at the 5° end. In some embodiments, the sense strand of the oligonucleotide
comprises a vinyl phosphonate at the 3* end.
[0095] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an
antisense strand, wherein the sense strand comprises a nucleoside sequence comprising or consisting of
the sequence of any one of SEQ ID NOs: 6049-6086, 6125-6162, or 6186-6242, or anucleic acid
sequence thereof having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments,
the sense strand comprises a nucleoside sequence comprising or consisting of the sequence of any one of
SEQID NOs: 6049-6086, 6125-6162, or 6186-6242, or anucleic acid sequence thereof having 3 or 4
nucleoside substitutions, additions, or deletions. In some embodiments, the sense strand further comprises
a 3” overhang. In some embodiments, the 3° overhang comprises 1, 2, 3, 4, 5, 6, 7, 8,9, or 10 nucleosides,
or arange of nucleotides defined by any two of the aforementioned numbers. In some embodiments, the
3” overhang comprises 1, 2, or more nucleosides. In some embodiments, the 3° overhang comprises 2

nucleosides. In some embodiments, the sense strand further comprises a 5° overhang. In some
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embodiments, the 5° overhang comprises 1, 2, 3,4, 5, 6, 7, 8,9, or 10 nucleosides, or arange of

nucleotides defined by any two of the aforementioned numbers. In some embodiments, the 5° overhang
comprises 1, 2, or more nucleosides. In some embodiments, the 5° overhang comprises 2 nucleosides. In
some embodiments, the sense strand comprises a nucleoside sequence comprising or consisting of the
sequence of any one of SEQ ID NOs: 6049-6086, 6125-6162, or 6186-6242, or anucleic acid sequence
thereof having 1 or 2 nucleoside additions at the 3” end. In some embodiments, the composition comprises
an oligonucleotide that inhibits the expression of MS7'/, wherein the oligonucleotide comprises an siRNA
comprising a sense strand and an antisense strand, wherein the sense strand comprises a nucleoside
sequence comprising or consisting of the sequence of any one of SEQ ID NOs: 6049-6086, 6125-6162, or
6186-6242. The sense strand or antisense strand may comprise any modifications described herein. The
sense strand or antisense strand may comprise a lipid moiety or a GalNAc moiety.

[0096] In some embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an
antisense strand, wherein the antisense strand comprises a nucleoside sequence comprising or consisting
of the sequence of any one of SEQ ID NOs: 6087-6124 or 6253-6309, or a nucleic acid sequence thereof
having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand
sequence comprises a nucleoside sequence comprising or consisting of the sequence of any one of SEQ
ID NOs: 6087-6124 or 6253-6309, or anucleic acid sequence thereof having 3 or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the antisense strand further comprises a 3°
overhang. In some embodiments, the 3> overhang comprises 1, 2, 3, 4, 5, 6,7, 8, 9, or 10 nucleosides, or a
range of nucleotides defined by any two of the aforementioned numbers. In some embodiments, the 3’
overhang comprises 1, 2, or more nucleosides. In some embodiments, the 3” overhang comprises 2
nucleosides. In some embodiments, the antisense strand further comprises a 5 overhang. In some
embodiments, the 5° overhang comprises 1, 2, 3, 4, 5, 6, 7, 8,9, or 10 nucleosides, or a range of
nucleotides defined by any two of the aforementioned numbers. In some embodiments, the 5° overhang
comprises 1, 2, or more nucleosides. In some embodiments, the 5° overhang comprises 2 nucleosides. In
some embodiments, the antisense strand comprises a nucleoside sequence comprising or consisting of the
sequence of any one of SEQ ID NOs: 6087-6124 or 6253-6309, or anucleic acid sequence thereof having
1 or 2 nucleoside additions at the 3” end. In some embodiments, the composition comprises an
oligonucleotide that inhibits the expression of MST'/, wherein the oligonucleotide comprises an siIRNA
comprising a sense strand and an antisense strand, wherein the antisense strand comprises a nucleoside
sequence comprising or consisting of the sequence of any one of SEQ ID NOs: 6087-6124 or 6253-6309.
The sense strand or antisense strand may comprise any modifications described herein. The sense strand
or antisense strand may comprise a lipid moiety or a GalNAc¢ moiety.

[0097] In some embodiments, the siRNA comprises a sense strand having a sequence in accordance
with any of SEQ ID NOs: 6206, 6212, 6213, 6214, 6227, 6232, 6236, or 6242. In some embodiments, the
sense strand sequence comprises or consists of sequence at least 75% identical to any one of SEQ ID
NOs: 6206, 6212, 6213, 6214, 6227, 6232, 6236, or 6242, at least 80% identical to any one of SEQ ID
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NOs: 6206, 6212, 6213, 6214, 6227, 6232, 6236, or 6242, at least 85% identical to of any one of SEQ ID

NOs: 6206, 6212, 6213, 6214, 6227, 6232, 6236, or 6242, at least 90% identical to any one of SEQ ID
NOs: 6206, 6212, 6213, 6214, 6227, 6232, 6236, or 6242, or at least 95% identical to any one of SEQ ID
NOs: 6206, 6212, 6213, 6214, 6227, 6232, 6236, or 6242. In some embodiments, the sense strand
sequence comprises or consists of the sequence of any one of SEQ ID NOs 6206, 6212, 6213, 6214, 6227,
6232, 6236, or 6242, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside substitutions,
additions, or deletions. In some embodiments, the sense strand sequence comprises or consists of the
sequence of any one of SEQ ID NOs: 6206, 6212, 6213, 6214, 6227, 6232, 6236, or 6242, or a sense
strand sequence thereof having 1 or 2 nucleoside substitutions, additions, or deletions. In some
embodiments, the sense strand sequence comprises or consists of a sequence 100% identical to SEQ ID
NOs: 6206, 6212, 6213, 6214, 6227, 6232, 6236, or 6242. The sense strand sequence may include the first
5,6,7,8,9,10, 11, 12, 13, 14, 15, 16, 17, 18, or 19 nucleotides (in the 5* to 3 direction) of any of the
aforementioned sequences. The sense strand sequence may include the last 5, 6, 7, 8, 9, 10, 11, 12, 13, 14,
15,16, 17, 18, or 19 nucleotides (in the 5° to 3 direction) of any of the aforementioned sequences. The
sense strand may comprise a modification pattern described herein. The sense strand may comprise an
overhang. The sense strand may comprise a lipid moiety. The sense strand may comprise a GalNAc
moiety.

[0098] In some embodiments, the siRNA comprises an antisense strand having a sequence in
accordance with any of SEQ ID NOs: 6273, 6279, 6280, 6281, 6294, 6299, 6303, or 6309. Insome
embodiments, the antisense strand sequence comprises or consists of sequence at least 75% identical to
any one of SEQ ID NOs: 6273, 6279, 6280, 6281, 6294, 6299, 6303, or 6309, at least 80% identical to any
one of SEQID NOs: 6273, 6279, 6280, 6281, 6294, 6299, 6303, or 6309, at least 85% identical to of any
one of SEQID NOs: 6273, 6279, 6280, 6281, 6294, 6299, 6303, or 6309, at least 90% identical to any one
of SEQ ID NOs: 6273, 6279, 6280, 6281, 6294, 6299, 6303, or 6309, or at least 95% identical to any one
of SEQID NOs: 6273, 6279, 6280, 6281, 6294, 6299, 6303, or 6309. In some embodiments, the antisense
strand sequence comprises or consists of the sequence of any one of SEQ ID NOs: 6273, 6279, 6280,
6281, 6294, 6299, 6303, or 6309, or an antisense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the antisense strand sequence comprises or
consists of the sequence of any one of SEQ ID NOs: 6273, 6279, 6280, 6281, 6294, 6299, 6303, or 6309,
or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions, additions, or deletions. In
some embodiments, the antisense strand sequence comprises or consists of a sequence 100% identical to
SEQID NOs: 6273, 6279, 6280, 6281, 6294, 6299, 6303, or 6309. The antisense strand sequence may
include the first 5, 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17, 18, or 19 nucleotides (in the 5’ to 3” direction)
of any of the aforementioned sequences. The antisense strand sequence may include thelast 5, 6, 7, 8, 9,
10, 11, 12, 13, 14, 15, 16, 17, 18, or 19 nucleotides (in the 5’ to 3” direction) of any of the aforementioned
sequences. The antisense strand may comprise an overhang. The antisense strand may comprise a
modification pattern described herein. The antisense strand may comprise a lipid moiety or a GalNAc¢

moiety.
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[0099] In some embodiments, the siRNA comprises a sense strand having a sequence in accordance

with SEQ ID NO: 6206. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6206, at least 80% identical to SEQ ID NO: 6206, at least
85% identical to SEQ ID NO: 6206, at least 90% identical to SEQ ID NO: 6206, or at least 95% identical
to SEQ ID NO: 6206. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6206, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6206, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6206. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise alipid moiety. The sense strand may comprise a GalNAc moiety.

[00100] Insome embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6212. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6212, at least 80% identical to SEQ ID NO: 6212, at least
85% identical to SEQ ID NO: 6212, at least 90% identical to SEQ ID NO: 6212, or at least 95% identical
to SEQID NO: 6212. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6212, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6212, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6212. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise alipid moiety. The sense strand may comprise a GaINAc moiety.

[00101]  Insome embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6213. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6213, at least 80% identical to SEQ ID NO: 6213, at least
85% identical to SEQ ID NO: 6213, at least 90% identical to SEQ ID NO: 6213, or at least 95% identical
to SEQ ID NO: 6213. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6213, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6213, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6213. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise alipid moiety. The sense strand may comprise a GalNAc moiety.

[00102]  Insome embodiments, the siRNA comprises a sense strand having a sequence in accordance

with SEQ ID NO: 6214. In some embodiments, the sense strand sequence comprises or consists of
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sequence at least 75% identical to SEQ ID NO: 6214, at least 80% identical to SEQ ID NO: 6214, at least

85% identical to SEQ ID NO: 6214, at least 90% identical to SEQ ID NO: 6214, or at least 95% identical
to SEQ ID NO: 6214. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6214, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6214, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6214. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise a lipid moiety. The sense strand may comprise a GalNAc moiety.

[00103]  Insome embodiments, the sSIRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6227. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6227, at least 80% identical to SEQ ID NO: 6227, at least
85% identical to SEQ ID NO: 6227, at least 90% identical to SEQ ID NO: 6227, or at least 95% identical
to SEQ ID NO: 6227. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6227, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6227, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6227. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise alipid moiety. The sense strand may comprise a GalNAc moiety.

[00104]  Insome embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6232. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6232, at least 80% identical to SEQ ID NO: 6232, at least
85% identical to SEQ ID NO: 6232, at least 90% identical to SEQ ID NO: 6232, or at least 95% identical
to SEQ ID NO: 6232. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6232, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6232, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6232. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise alipid moiety. The sense strand may comprise a GalNAc¢ moiety.

[00105]  Insome embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6236. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6236, at least 80% identical to SEQ ID NO: 6236, at least
85% identical to SEQ ID NO: 6236, at least 90% identical to SEQ ID NO: 6236, or at least 95% identi cal
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to SEQ ID NO: 6236. In some embodiments, the sense strand sequence comprises or consists of the

sequence of SEQ ID NO 6236, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6236, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6236. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise alipid moiety. The sense strand may comprise a GalNAc moiety.

[00106] Insome embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6242. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6242, at least 80% identical to SEQ ID NO: 6242, at least
85% identical to SEQ ID NO: 6242, at least 90% identical to SEQ ID NO: 6242, or at least 95% identical
to SEQ ID NO: 6242. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6242, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6242, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6242. The sense strand may comprise a
modification pattern described herein. The sense strand may comprise an overhang. The sense strand may
comprise alipid moiety. The sense strand may comprise a GalNAc moiety.

[00107]  Insome embodiments, the siRNA comprises an antisense strand having a sequence in
accordance with SEQ ID NO: 6273. In some embodiments, the antisense strand sequence comprises or
consists of sequence at least 75% identical to SEQ ID NO: 6273, at least 80% identical to SEQ ID NO:
6273, atleast 85% identical to SEQ ID NO: 6273, at least 90% identical to SEQ ID NO: 6273, or at least
95% identical to SEQ ID NO: 6273. In some embodiments, the antisense strand sequence comprises or
consists of the sequence of SEQ ID NO 6273, or an antisense strand sequence thereof having 1, 2, 3, or 4
nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand sequence
comprises or consists of the sequence of SEQ ID NO: 6273, or an antisense strand sequence thereof
having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand
sequence comprises or consists of a sequence 100% identical to SEQ ID NO: 6273. The antisense strand
may comprise a modification pattern described herein. The antisense strand may comprise an overhang.
The antisense strand may comprise a lipid moiety. The antisense strand may comprise a GaINAc moiety.
[00108] Insome embodiments, the siRNA comprises an antisense strand having a sequence in
accordance with SEQ ID NO: 6279. In some embodiments, the antisense strand sequence comprises or
consists of sequence at least 75% identical to SEQ ID NO: 6279, at least 80% identical to SEQ ID NO:
6279, at least 85% identical to SEQ ID NO: 6279, at least 90% identical to SEQ ID NO: 6279, or at least
95% identical to SEQ ID NO: 6279. In some embodiments, the antisense strand sequence comprises or

consists of the sequence of SEQ ID NO 6279, or an antisense strand sequence thereof having 1, 2, 3, or 4
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nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand sequence

comprises or consists of the sequence of SEQ ID NO: 6279, or an antisense strand sequence thereof
having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand
sequence comprises or consists of a sequence 100% identical to SEQ ID NO: 6279. The antisense strand
may comprise a modification pattern described herein. The antisense strand may comprise an overhang.
The antisense strand may comprise a lipid moiety. The antisense strand may comprise a GalNAc moiety.
[00109] Insome embodiments, the siRNA comprises an antisense strand having a sequence in
accordance with SEQ ID NO: 6280. In some embodiments, the antisense strand sequence comprises or
consists of sequence at least 75% identical to SEQ ID NO: 6280, at least 80% identical to SEQ ID NO:
6280, at least 85% identical to SEQ ID NO: 6280, at least 90% identical to SEQ ID NO: 6280, or at least
95% identical to SEQ ID NO: 6280. In some embodiments, the antisense strand sequence comprises or
consists of the sequence of SEQ ID NO 6280, or an antisense strand sequence thereof having 1, 2, 3, or 4
nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand sequence
comprises or consists of the sequence of SEQ ID NO: 6280, or an antisense strand sequence thereof
having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand
sequence comprises or consists of a sequence 100% identical to SEQ ID NO: 6280. The antisense strand
may comprise a modification pattern described herein. The antisense strand may comprise an overhang.
The antisense strand may comprise a lipid moiety. The antisense strand may comprise a GalNAc moiety.
[00110] Insome embodiments, the siRNA comprises an antisense strand having a sequence in
accordance with SEQ ID NO: 6281. In some embodiments, the antisense strand sequence comprises or
consists of sequence at least 75% identical to SEQ ID NO: 6281, at least 80% identical to SEQ ID NO:
6281, atleast 85% identical to SEQ ID NO: 6281, at least 90% identical to SEQ ID NO: 6281, or at least
95% identical to SEQ ID NO: 6281. In some embodiments, the antisense strand sequence comprises or
consists of the sequence of SEQ ID NO 6281, or an antisense strand sequence thereof having 1, 2, 3, or 4
nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand sequence
comprises or consists of the sequence of SEQ ID NO: 6281, or an antisense strand sequence thereof
having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand
sequence comprises or consists of a sequence 100% identical to SEQ ID NO: 6281. The antisense strand
may comprise a modification pattern described herein. The antisense strand may comprise an overhang.
The antisense strand may comprise a lipid moiety. The antisense strand may comprise a GaINAc moiety.
[00111]  Insome embodiments, the siRNA comprises an antisense strand having a sequence in
accordance with SEQ ID NO: 6294. In some embodiments, the antisense strand sequence comprises or
consists of sequence at least 75% identical to SEQ ID NO: 6294, at least 80% identical to SEQ ID NO:
6294, at least 85% identical to SEQ ID NO: 6294, at least 90% identical to SEQ ID NO: 6294, or at least
95% identical to SEQ ID NO: 6294. In some embodiments, the antisense strand sequence comprises or
consists of the sequence of SEQ ID NO 6294, or an antisense strand sequence thereof having 1, 2, 3, or 4
nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand sequence

comprises or consists of the sequence of SEQ ID NO: 6294, or an antisense strand sequence thereof
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having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand

sequence comprises or consists of a sequence 100% identical to SEQ ID NO: 6294. The antisense strand
may comprise a modification pattern described herein. The antisense strand may comprise an overhang.
The antisense strand may comprise a lipid moiety. The antisense strand may comprise a GaINAc moiety.
[00112] Insome embodiments, the siRNA comprises an antisense strand having a sequence in
accordance with SEQ ID NO: 6299. In some embodiments, the antisense strand sequence comprises or
consists of sequence at least 75% identical to SEQ ID NO: 6299, at least 80% identical to SEQ ID NO:
6299, at least 85% identical to SEQ ID NO: 6299, at least 90% identical to SEQ ID NO: 6299, or at least
95% identical to SEQ ID NO: 6299. In some embodiments, the antisense strand sequence comprises or
consists of the sequence of SEQ ID NO 6299, or an antisense strand sequence thereof having 1, 2, 3, or 4
nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand sequence
comprises or consists of the sequence of SEQ ID NO: 6299, or an antisense strand sequence thereof
having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand
sequence comprises or consists of a sequence 100% identical to SEQ ID NO: 6299. The antisense strand
may comprise a modification pattern described herein. The antisense strand may comprise an overhang.
The antisense strand may comprise a lipid moiety. The antisense strand may comprise a GalNAc moiety.
[00113]  Insome embodiments, the siRNA comprises an antisense strand having a sequence in
accordance with SEQ ID NO: 6303. In some embodiments, the antisense strand sequence comprises or
consists of sequence at least 75% identical to SEQ ID NO: 6303, at least 80% identical to SEQ ID NO:
6303, at least 85% identical to SEQ ID NO: 6303, at least 90% identical to SEQ ID NO: 6303, or at least
95% identical to SEQ ID NO: 6303. In some embodiments, the antisense strand sequence comprises or
consists of the sequence of SEQ ID NO 6303, or an antisense strand sequence thereof having 1, 2, 3, or 4
nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand sequence
comprises or consists of the sequence of SEQ ID NO: 6303, or an antisense strand sequence thereof
having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand
sequence comprises or consists of a sequence 100% identical to SEQ ID NO: 6303. The antisense strand
may comprise a modification pattern described herein. The antisense strand may comprise an overhang.
The antisense strand may comprise a lipid moiety. The antisense strand may comprise a GalNAc moiety.
[00114]  Insome embodiments, the siRNA comprises an antisense strand having a sequence in
accordance with SEQ ID NO: 6309. In some embodiments, the antisense strand sequence comprises or
consists of sequence at least 75% identical to SEQ ID NO: 6309, at least 80% identical to SEQ ID NO:
6309, at least 85% identical to SEQ ID NO: 6309, at least 90% identical to SEQ ID NO: 6309, or at least
95% identical to SEQ ID NO: 6309. In some embodiments, the antisense strand sequence comprises or
consists of the sequence of SEQ ID NO 6309, or an antisense strand sequence thereof having 1, 2, 3, or 4
nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand sequence
comprises or consists of the sequence of SEQ ID NO: 6309, or an antisense strand sequence thereof
having 1 or 2 nucleoside substitutions, additions, or deletions. In some embodiments, the antisense strand

sequence comprises or consists of a sequence 100% identical to SEQ ID NO: 6309. The antisense strand
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may comprise a modification pattern described herein. The antisense strand may comprise an overhang.

The antisense strand may comprise a lipid moiety. The antisense strand may comprise a GalNAc moiety.

1. Hydrophobic moieties
[00115] Insome embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST1, wherein the oligonucleotide comprises a hy drophobic moiety. The hydrophobic
moiety may be attached at a3’ or 5 terminus of the oligonucleotide. The hydrophobic moiety may
include alipid such as a fatty acid. The hydrophobic moiety may include a hydrocarbon. The hydrocarbon
may be linear. The hydrocarbon may be non-linear. The hydrophobic moiety may include a lipid moiety
or a cholesterol moiety, or a combination thereof.
[00116] Insome embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST1, wherein the oligonucleotide comprises a lipid attached at a 3° or 5° terminus of the
oligonucleotide. In some embodiments, the lipid comprises cholesterol, myristoyl, palmitoyl, stearoyl,
lithocholoyl, docosanoyl, docosahexaenoyl, myristyl, palmityl, stearyl, or a-tocopherol, or a combination
thereof.
[00117]  Insome embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST1, wherein the oligonucleotide comprises a hydrophobic ligand or moiety. In some
embodiments, the hydrophobic ligand or moiety comprises cholesterol. In some embodiments, the
hydrophobic ligand or moiety comprises a cholesterol derivative. In some embodiments, the hydrophobic
ligand or moiety is attached at a 3 terminus of the oligonucleotide. In some embodiments, the
hydrophobic ligand or moiety s attached at a 5> terminus of the oligonucleotide. In some embodiments,
the composition comprises a sense strand, and the hydrophobic ligand or moiety is attached to the sense
strand (e.g. attached to a5” end of the sense strand, or attached to a 3” end of the sense strand). In some
embodiments, the composition comprises an antisense strand, and the hydrophobic ligand or moiety is
attached to the antisense strand (e.g. attached to a5’ end of the antisense strand, or attached to a 3” end of
the antisense strand). In some embodiments, the composition comprises a hydrophobic ligand or moiety
attached at a 3” or 5° terminus of the oligonucleotide.
[00118]  Insome embodiments, a hydrophobic moiety is attached to the oligonucleotide (e.g. a sense
strand and/or an antisense strand of a siIRNA). In some embodiments, a hydrophobic moiety is attached at
a 3 terminus of the oligonucleotide. In some embodiments, a hydrophobic moiety is attached ata 5’
terminus of the oligonucleotide. In some embodiments, the hydrophobic moiety comprises cholesterol. In
some embodiments, the hy drophobic moiety includes a cyclohexanyl.
[00119]  Insome embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST1, wherein the oligonucleotide comprises a lipid attached at a 3” or 5° terminus of the
oligonucleotide. In some embodiments, alipid is attached at a 3" terminus of the oligonucleotide. In some
embodiments, alipid is attached at a 5° terminus of the oligonucleotide. In some embodiments, the lipid
comprises cholesterol, myristoyl, palmitoyl, stearoyl, lithocholoyl, docosanoyl, docosahexaenoyl,
myristyl, palmityl, stearyl, or a-tocopherol, or a combination thereof. In some embodiments, the lipid

comprises stearyl, lithocholyl, docosanyl, docosahexaenyl, or myristyl. In some embodiments, the lipid
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comprises cholesterol. In some embodiments, the lipid includes a sterol such as cholesterol. In some

embodiments, the lipid comprises stearyl, t-butylphenol, n-butylphenol, octylphenol, dodecylphenal,
phenyl n-dodecyl, octadecylbenzamide, hexadecylbenzamide, or octadecylcyclohexyl. In some
embodiments, the lipid comprises phenyl para C12.

[00120] Insome embodiments, the oligonucleotide comprises any aspect of the following structure:
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of the following structure: . In some embodiments,

& oligonuniantide

. In some embodiments, the
oligonucleotide comprises any aspect of the following structure: The aspect included in the
oligonucleotide may include the entire structure, or may include the lipid moiety, of any of the structures
shown. In some embodiments, n is 1-3. In some embodiments, nis 1. In some embodiments, nis 2. In
some embodiments, n is 3. In some embodiments, R is an alkyl group. In some embodiments, the alkyl
group contains 1,2, 3,4,5,6,7,8,9, 10, 11,12, 13, 14,15, 16,17, 18, 19, or 20 carbons. In some
embodiments, the alkyl group contains 4, 5, 6, 7, 8,9, 10, 11,12, 13, 14, 15, 16,17, or 18 carbons, or a
range defined by any two of the aforementioned numbers of carbons. In some embodiments, the alkyl
group contains 4-18 carbons. In some embodiments, the lipid moiety comprises an alcohol or ether.
[00121] Insome embodiments, the lipid includes a fatty acid. In some embodiments, the lipid
comprises a lipid depicted in Table 1. The example lipid moieties in Table 1 are shown attached at a 5’
end of an oligonucleotide, in which the 5° terminal phosphate of the oligonucleotide is shown with the
lipid moiety. In some embodiments, a lipid moiety in Table 1 may be attached at a different point of

attachment than shown. For example, the point of attachment of any of the lipid moieties in the table may
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be at a3’ oligonucleotide end. In some embodiments, the lipid is used for targeting the oligonucleotide to
a non-hepatic cell or tissue.

Table 1: Hydrophobic moiety examples

Hydrophobic Hydrophobic . .
Moiety Description | Moiety Name Example Conjugation
OH
O\Fl, /O-ANS’oIigonucleotide
stearyl ETL3 cl)
5’ oligonucleotide
HO
t-butylphenyl ETL7 \P/O
-bu en
pheny o/ \
o}
5’ oligonucleotide
wo |
(0]
butylphenyl ETLS \F’/
n-butylpheny =
0
o]
5’ oligonucleotide
HO
octylphenyl ETL9 \ -
P
0/
o}
dodecylphenyl ETL10
phenyl n-dodecyl ETL12
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5’ oligonucleotide

wo |
\ _©
PN\ l
octadecylbenzamide ETL13 o

5’ oligonucleotide

o}
| (o]
HO
\_° R
O/ \ AN
hexadecylbenzamide ETL15 o

5’ oligonucleotide

HO | ]
\ _©°
/P\
(o]
octadecylcyclohexyl ETL16 o) &

[00122]  Insome embodiments, the lipid or lipid moiety includes 16 to 18 carbons. In some
embodiments, the lipid includes 16 carbons. In some embodiments, the lipid includes 17 carbons. In some
embodiments, the lipid includes 18 carbons. In some embodiments, the lipid moiety includes 16 carbons.
In some embodiments, the lipid moiety includes 17 carbons. In some embodiments, the lipid moiety
includes 18 carbons.

[00123]  The hydrophobic moiety may include alinker that comprises a carbocycle. The carbocycle
may be six-membered. Some examples of a carbocycle include phenyl or cyclohexyl. The linker may
include a phenyl. The linker may include a cyclohexyl. The lipid may be attached to the carbocycle, which
may in turn be attached at a phosphate (e.g. 5° or 3” phosphate) of the oligonucleotide. In some
embodiments, the lipid or hydrocarbon, and the end of the sense are connected to the phenyl or cyclohexyl
linker in the 1,4; 1,3; or 1,2 substitution pattern (e.g. the para, meta, or ortho phenyl configuration). In
some embodiments, the lipid or hydrocarbon, and the end of the sense are connected to the phenyl or
cyclohexyl linker in the 1,4 substitution pattern (e.g. the para phenyl configuration). The lipid may be
attached to the carbocycle in the 1,4 substitution pattern relative to the oligonucleotide. The lipid may be
attached to the carbocycle in the 1,3 substitution pattern relative to the oligonucleotide. The lipid may be
attached to the carbocycle in the 1,2 substitution pattern relative to the oligonucleotide. The lipid may be
attached to the carbocycle in the ortho orientation relative to the oligonucleotide. The lipid may be
attached to the carbocycle in the para orientation relative to the oligonucleotide. The lipid may be attached

to the carbocycle in the meta orientation relative to the oligonucleotide.
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[00124]  The lipid moiety may comprise or consist of the following structure

ﬁ‘ @
N b E
S ; ‘
consists of the following structure: . In some embodiments,

o)
N
..... O \
R
the lipid moiety comprises the following structure: .In

some embodiments, the lipid moiety comprises or consist of the following structure:

. In some embodiments, the dotted line indicates a covalent
connection. The covalent connection may between an end of the sense or antisense strand. For example,
the connection may be to the 5° end of the sense strand. In some embodiments, n is 0-3. In some
embodiments, n is 1-3. In some embodiments, n is 0. In some embodiments, nis 1. In some embodiments,
nis 2. In some embodiments, n is 3. In some embodiments, n is 4. In some embodiments, n is 5. In some
embodiments, nis 1,2, 3,4, 5,6, 7, 8,9, or 10. In some embodiments, R is an alkyl group. In some
embodiments, the alkyl group contains 1, 2, 3, 4,5, 6,7, 8,9, 10, 11,12, 13, 14,15, 16, 17, 18, 19, or 20
carbons. In some embodiments, the alkyl group contains 4, 5, 6, 7, 8, 9, 10, 11,12, 13, 14, 15, 16,17, or
18 carbons, or arange defined by any two of the aforementioned numbers of carbons. In some
embodiments, R comprises or consists of an alkyl group containing 4-18 carbons.

[00125]  The lipid moiety may be attached at a 5° end of the oligonucleotide. The 5° end may have one
phosphate linking the lipid moiety to a 5° carbon of a sugar of the oligonucleotide. The 5* end may have
two phosphates linking the lipid moiety to a5’ carbon of a sugar of the oligonucleotide. The 5° end may
have three phosphates linking the lipid moiety to a5 carbon of a sugar of the oligonucleotide. The 5° end
may have one phosphate connected to the 5° carbon of a sugar of the oligonucleotide, where the one
phosphate is connected to the lipid moiety. The 5° end may have two phosphates connected to the 5°
carbon of a sugar of the oligonucleotide, where the one of the two phosphates is connected to the lipid
moiety. The 5 end may have three phosphates connected to the 5 carbon of a sugar of the
oligonucleotide, where the one of the three phosphates is connected to the lipid moiety. The sugar may
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include a ribose. The sugar may include a deoxyribose. The sugar may be modified asuch as a 2’

modified sugar (e.g. a2’ O-methyl or 2’ fluoro ribose). A phosphate of the 5° end may include a
modification such as a sulfur in place of an oxygen. Two phosphates of the 5° end may include a
modification such as a sulfur in place of an oxygen. Three phosphates of the 5° end may include a
modification such as a sulfur in place of an oxygen.

[00126] Insome embodiments, the oligonucleotide includes 1 lipid moiety. In some embodiments, the
oligonucleotide includes 2 lipid moieties. In some embodiments, the oligonucleotide includes 3 lipid
moieties. In some embodiments, the oligonucleotide includes 4 lipid moieties.

[00127]  Some embodiments relate to a method of making an oligonucleotide comprising a
hydrophobic conjugate. A strategy for making hydrophobic conjugates may include use of a
phosphoramidite reagent based upon a 6-membered ring alcohol such as a phenol or cyclohexanol. The
phosphoramidite may be reacted to anucleotide to connect the nucleotide to the hydrophobic moiety, and
thereby produce the hydrophobic conjugate. Some examples of phosphoramidite reagents that may be

used to produce a hydrophobic conjugate are provided as follows:

. In some embodiments, nis 1-3. In
some embodiments, n is 1. In some embodiments, n is 2. In some embodiments, n is 3. In some
embodiments, R is an alkyl group. In some embodiments, the alkyl group contains 1, 2, 3, 4,5, 6,7, 8,9,
10,11, 12,13, 14, 15, 16, 17, 18, 19, or 20 carbons. In some embodiments, the alkyl group contains 4, 5,
6,7,8,9,10, 11, 12, 13, 14, 15,16, 17, or 18 carbons, or a range defined by any two of the
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aforementioned numbers of carbons. In some embodiments, R comprises or consists of an alkyl group

containing 4-18 carbons. Any one of the phosphoramidite reagents may be reacted to a 5” end of an
oligonucleotide to produce an oligonucleotide comprising a hy drophobic moiety. In some embodiments,
the phosphoramidite reagents is reacted to a 5° end of a sense strand of an siRNA. The sense strand may
then be hybridized to an antisense strand to form a duplex. The hybridization may be performed by
incubating the sense and antisense strands in solution at a given temperature. The temperature may be
gradually reduced. The temperature may comprise or include a temperature comprising an annealing
temperature for the sense and antisense strands. The temperature may be below or include a temperature
below the annealing temperature for the sense and antisense strands. The temperature may be below a
melting temperature of the sense and antisense strands.

[00128]  The lipid may be attached to the oligonucleotide by alinker. The linker may include a
polyethyleneglycol (e.g. tetracthyleneglycol).

[00129]  The modifications described herein may be useful for delivery to a cell or tissue, for example,
extrahepatic delivery or targeting of an oligonucleotide composition. The modifications described herein

may be useful for targeting an oligonucleotide composition to a cell or tissue.

2. Sugar moieties
[00130] Insome embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST1, wherein the oligonucleotide comprises a sugar moiety. The sugar moiety may
include an N-acetyl galactose moiety (e.g. an N-acetylgalactosamine (GalN Ac) moiety), an N-acetyl
glucose moiety (e.g. an N-acetylglucosamine (GlcNAc) moiety), a fucose moiety, or a mannose moiety.
The sugar moiety may include 1, 2, 3, or more sugar molecules. The sugar moiety may be attached ata 3’
or 5’ terminus of the oligonucleotide. The sugar moiety may include an N-acetyl galactose moiety. The
sugar moiety may include an N-acetylgalactosamine (GalNAc) moiety. The sugar moiety may include an
N-acetyl glucose moiety. The sugar moiety may include N-acetylglucosamine (GIcNAc) moiety. The
sugar moiety may include a fucose moiety. The sugar moiety may include a mannose moiety. N-acetyl
glucose, GlcNAc, fucose, or mannose may be useful for targeting macrophages when they target or bind a
mannose receptor such as CD206. The sugar moiety may be useful for binding or targeting an
asialoglycoprotein receptor such as an asialogly coprotein receptor of a hepatocyte. The GalNAc moiety
may bind to an asialoglycoprotein receptor. The GalNAc moiety may target a hepatocyte.
[00131] Insome embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST1, wherein the oligonucleotide comprises an N-acetylgalactosamine (GalNAc) moiety.
GalNAc may be useful for hepatocyte targeting. The GalNAc¢ moiety may include a bivalent or trivalent
branched linker. The oligo may be attached to 1, 2 or 3 GalNAcs through a bivalent or trivalent branched
linker. The GaINAc moiety may include 1, 2, 3, or more GalNAc molecules. The GaINAc moiety may be
attached at a3’ or 5” terminus of the oligonucleotide.
[00132]  Insome embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST1, wherein the oligonucleotide comprises an N-acetylgalactosamine (GalNAc) ligand

for hepatocyte targeting. In some embodiments, the composition comprises GalNAc. In some
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embodiments, the composition comprises a GalNAc derivative. In some embodiments, the GalNAc ligand

is attached at a 3° terminus of the oligonucleotide. In some embodiments, the GalNAc ligand is attached at
a 5° terminus of the oligonucleotide. In some embodiments, the composition comprises a sense strand, and
the GalNAc ligand is attached to the sense strand (e.g. attached to a 5 end of the sense strand, or attached
to a 37 end of the sense strand). In some embodiments, the composition comprises an antisense strand, and
the GalNAc ligand is attached to the antisense strand (e.g. attached to a 5° end of the antisense strand, or
attached to a 3 end of the antisense strand). In some embodiments, the composition comprises a GalNAc
ligand attached at a 3° or 5° terminus of the oligonucleotide.

[00133]  Disclosed herein, in some embodiments, are compositions comprising an oligonucleotide that
inhibits the expression of MST1, wherein the oligonucleotide comprises a GalNAc¢ moiety. The GalNAc
moiety may be included in any formula, structure, or GalNAc moiety shown below. In some
embodiments, described herein is a compound (e.g. oligonucleotide) represented by Formula (I) or (II):

R4
R® RS
R2 (o) O/<\/ 9\/\N)j\(/\o Y/ WQ\R1/‘J
w H v
z 0] m

R4

RS R®
_N
w H v J "y m J
z

or a salt thereof, wherein

(D), or

(n;

Jis an oligonucleotide;

each wis independently selected from any value from 1 to 20;
each v is independently selected from any value from 1 to 20;
nis selected from any value from 1 to 20;

m is selected from any value from 1 to 20;

z 1s selected from any value from 1 to 3, wherein

ifzis3,Yis C

if zis 2, Y is CR®, or

if zis 1, Yis C(R%)2;

Q is selected from:

Cs.10 carbocycle optionally substituted with one or more substituents independently
selected from halogen, -CN, -NO,, -OR’, -SR7, -N(R7),, -C(O)R”, -C(O)NR),,-N(R7)C(O)R” -
NR)C(O)N(R7),, -OC(O)N(R), -N(R))C(O)OR7, -C(O)OR’, -OC(O)R7, -S(O)R”, and Cy.6
alkyl, wherein the C,. alkyl, is optionally substituted with one or more substituents independently
selected from halogen, -CN, -OH, -SH, -NO,, and -NH5;

R! is alinker selected from:

-50-



WO 2022/266037 PCT/US2022/033344

-0-, -S-, -N(R")-, -C(O)-, -C(O)N(R")-,-N(R")C(0)-, -N(R")C(O)N(R")-, -OC(O)N(R)-, -
N(R”)C(0)0-, -C(0)O-, -OC(0)-, -S(0)-, -S(0)2-, -0S(0)2-, -OP(0)(OR7)O-, -SP(O)(OR”)O-, -
OP(S)(OR”)0O-, -OP(0)(SR”)0-, -OP(0O)(OR")S-, -OP(0)(0)O-, -SP(0)(0)O-, -OP(S)(O)O-, -
OP(0)(S7)0O-, -OP(0)(O)S-, -OP(O) OR")NR’-, -OP(O)N(R"))NR’-, -OP(OR")O-, -
OP(N(R7)2)0O-, -OP(OR7)N(R")-, and -OPN(R7):NR’-;

each R? is independently selected from:

C1-s alkyl optionally substituted with one or more substituents independently selected
from halogen, -OR”, -SR”, -N(R7),, -C(O)R7, -C(O)N(R"),,-N(R7)C(O)R” -N(R7)C(O)N(R),, -
OC(O)N(R)2, -N(R")C(O)OR’,-C(O)OR’, -OC(O)R’, and -S(O)R7;

R3 and R* are each independently selected from:

-OR’, -SR7, -N(R7)2, -C(O)R7, -C(O)N(R7)2, -N(R")C(O)R”, -N(R7)C(O)N(R")s, -
OC(O)N(R)2, -N(R")C(O)OR’,-C(O)OR’, -OC(O)R’, and -S(O)R7;

each R’ is independently selected from:

-OC(O)R7, -OC(O)N(R7)2, -N(R)C(O)R, -N(R")C(O)N(R7)2, -
N(R”)C(O)OR’, -C(O)R’, -C(O)OR, and -C(O)N(R)2;

each R¢ is independently selected from:

hydrogen;

halogen, -CN, -NOa, -OR’, -SR”, -N(R7),, -C(O)R’, -C(O)N(R")2, -N(R")C(O)R’, -
N(R”)C(O)N(R)2, -OC(O)N(R)2, -N(R")C(O)OR’, -C(O)OR7, -OC(O)R’, and -S(O)R’; and

C1-s alkyl optionally substituted with one or more substituents independently selected
from halogen, -CN, -NO», -OR”, -SR7_ -N(R"),, -C(O)R7, -C(O)N(R7),,-N(R")C(O)R’, -
N(R”)C(O)N(R)2, -OC(O)N(R)2, -N(R")C(O)OR’, -C(O)OR7, -OC(O)R’, and -S(O)R’;

each R’ is independently selected from:

hydrogen;

Cisalkyl, Cos alkenyl, and C,.¢ alkynyl, each of which is optionally substituted with one
or more substituents independently selected from halogen, -CN, -OH, -SH, -NO,, -NH», =0, =S, -
O-Ci.s alkyl, -S-Cis alkyl, -N(C6 alkyl),, -NH(Ci. alkyl), Cs.-10 carbocycle, and 3- to 10-
membered heterocycle; and

Cs.10 carbocycle, and 3- to 10-membered heterocycle, each of which is optionally
substituted with one or more substituents independently selected from halogen, -CN, -OH, -SH, -
NO,, -NH,, =0, =S, -0-Cy alkyl, -S-Ci.s alkyl, -N(C\.¢ alkyl),, -NH(C\.6 alkyl), Ci-¢ alkyl, Cs.6
alkenyl, Cs.6 alkynyl, Cs.1o carbocycle, 3- to 10-membered heterocycle, and Cishaloalkyl.

In some embodiments, each w is independently selected from any value from 1 to 10. In some
embodiments, each w is independently selected from any value from 1 to 5. In some embodiments, each w
is 1. In some embodiments, each v is independently selected from any value from 1 to 10. In some
embodiments, each v is independently selected from any value from 1 to 5. In some embodiments, each v
is 1. In some embodiments, n is selected from any value from 1 to 10. In some embodiments, n is selected

from any value from 1 to 5. In some embodiments, n is 2. In some embodiments, m is selected from any
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value from 1 to 10. In some embodiments, m is selected from any value from 1 to 5. In some

embodiments, mis selected from 1 and 2. In some embodiments, zis 3 and Y is C. In some embodiments,
Q is selected from Cs.s carbocycle optionally substituted with one or more substituents independently
selected from halogen, -CN, -NO2, -OR’, -SR7, -N(R7), -C(O)R7, -C(O)NR"):,-N(R7)C(O)R’, -
NR)C(O)N(R)2, -OC(O)N(R)2, -N(R)C(O)OR”, -C(O)OR’, -OC(O)R’, and -S(O)R”. In some
embodiments, Q is selected from Cs.s carbocycle optionally substituted with one or more substituents
independently selected from halogen, -CN, -OH, -SH, -NO, and -NH». In some embodiments, Q is
selected from phenyl and cyclohexyl, each of which is optionally substituted with one or more
substituents independently selected from halogen, -CN, -OH, -SH, -NO:, and -NHa. In some
embodiments, Q is selected from phenyl. In some embodiments, Q is selected from cyclohexyl. In some
embodiments, R! is selected from -OP(O)(OR”)O-, -SP(O)(OR”)0O-, -OP(S)(OR")O-, -OP(O)(SR7)O-, -
OP(0)(OR")S-, -OP(0)(0")0-, -SP(0)(0)O-, -OP(S)(0)O-, -OP(0)(S)O-, -OP(O)O")S-, -
OP(O)(OR")NR’-, -OP(O)N(R")2)NR’-, -OP(OR7)O-, -OP(N(R7)2) O-, -OP(OR")N(R")-, and -OPN(R7).-
NR’. In some embodiments, R! is selected from -OP(O)(OR”)O-, -SP(O)}OR”)O-, -OP(S)(OR")O-, -
OP(0)(SR”)0O-, -OP(0)(OR")S-, -OP(0)(0)O-, -SP(0)(O)O-, -OP(SXO)0-, -OP(0)(S)O-, -OP(OX O
)S-, and -OP(OR7)O-. In some embodiments, R! is selected from -OP(O)(OR7)O-, -OP(S)(OR")O-, -
OP(0)(0")0-, -OP(S)(0)0-, -OP(0)(S")0O-, and -OP(OR”)O-. In some embodiments, R! is selected from -
OP(O)(OR")O- and -OP(OR”)O-. In some embodiments, R? is selected from Ci-zalkyl substituted with
one or more substituents independently selected from halogen, -OR”, -OC(O)R’, -SR’, -N(R"),, -C(O)R’,
and -S(O)R’. In some embodiments, R? is selected from C,.3 alkyl substituted with one or more
substituents independently selected from -OR’, -OC(O)R7, -SR’, and -N(R"),. In some embodiments, R? is
selected from Ci.3 alkyl substituted with one or more substituents independently selected from -OR” and -
OC(O)R”. In some embodiments, R is selected from halogen, -OR’, -SR7, -N(R7),, -C(O)R’, -OC(O)R”,
and -S(O)R” In some embodiments, R? is selected from -OR” -SR7, -OC(O)R”, and -N(R7),. In some
embodiments, R? is selected from -OR” - and -OC(O)R”. In some embodiments, R* is selected from
halogen, -OR’, -SR7, -N(R7),, -C(O)R’, -OC(O)R’, and -S(O)R” In some embodiments, R* is selected
from -OR” -SR7, -OC(O)R’, and -N(R7),. In some embodiments, R* is selected from -OR” - and -OC(O)R".
In some embodiments, R is selected from -OC(O)R7, -OC(O)N(R7),, -N(R")C(O)R” -NR)C(O)NR),,
and -N(R7)C(O)OR’. In some embodiments, R3 is selected from -OC(O)R” and -N(R7)C(O)R”. In some
embodiments, each R’ is independently selected from: hydrogen; and Ci.¢ alkyl optionally substituted with
one or more substituents independently selected from halogen, -CN, -OH, -SH, -NO», -NH,, =0, =S, -O-
Cis alkyl, -S-Ci alkyl, -N(Ci-6 alkyl),, -NH(C\s alkyl), Cs.i0 carbocycle, or 3-to 10-membered
heterocycle. In some embodiments, each R” is independently selected from C,.s alkyl optionally
substituted with one or more substituents independently selected from halogen, -CN, -OH, -SH, -NO,, -
NHa, =0, =S, -0-Cs alkyl, -S-C.s alkyl, -N(Ci.s alkyl),, and -NH(C,.s alkyl). In some embodiments,
each R’ is independently selected from Ci.s alkyl optionally substituted with one or more substituents
independently selected from halogen, -CN, -OH, and -SH. In some embodiments, wis 1; vis 1;nis2; m

is 1 or 2; zis 3 and Y is C; Q is phenyl or cyclohexyl, each of which is optionally substituted with one or
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more substituents independently selected from halogen, -CN, -OH, -SH, -NOa, -NH», and Cisalkyl; Rl is
selected from -OP(O)(OR”)0-, -OP(S)(OR")O-, -OP(0)(O)0-, -OP(S)(0)O-, -OP(O)S)HO-, and -
OP(OR”)O-; R? is C; alkyl substituted with -OH or -OC(O)CHj3;
R3 is -OH or -OC(O)CHs; R* is -OH or -OC(O)CH3; and R? is -NH(O)CHjs. In some embodiments, the
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In some embodiments, the oligonucleotide (J) is attached at a 5> end or a 3° end of the oligonucleotide. In
some embodiments, the oligonucleotide comprises DNA. In some embodiments, the oligonucleotide
comprises RNA. In some embodiments, the oligonucleotide comprises one or more modified
internucleoside linkages. In some embodiments, the one or more modified internucleoside linkages

comprise alkylphosphonate, phosphorothioate, methylphosphonate, phosphorodithioate,
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alkylphosphonothioate, phosphoramidate, carbamate, carbonate, phosphate triester, acetamidate, or

carboxymethyl ester, or a combination thereof. In some embodiments, the oligonucleotide comprises 1, 2,
3,4,5,6,7,8,9, 10, 11, 12, 13,14, 15, 16, 17, 18, 19, or 20 modified internucleoside linkages. In some
embodiments, the compound binds to an asialogly coprotein receptor. In some embodiments, the
compound targets a hepatocyte.

[00134]  Some embodiments include the following, where J is the oligonucleotide:

B oo™
By

5
\9- -
~ i

. J may
include one or more additional phosphates, or one or more phosphorothioates linking to the
oligonucleotide. J may include one or more additional phosphates linking to the oligonucleotide. J may
include one or more phosphorothioates linking to the oligonucleotide.

[00135]  Some embodiments include the following, where J is the oligonucleotide:
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e

J may include one or more additional phosphates, or one or more phosphorothioates linking to the
oligonucleotide. J may include one or more additional phosphates linking to the oligonucleotide. J may
include one or more phosphorothioates linking to the oligonucleotide.

[00136] Some embodiments include the following, where J is the oligonucleotide:

»*L‘”\r*}\r‘ o
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Aa@"‘If s ¢ o ’
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S B ’
o
0
a-d
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4 , &
A P
Sl [N ] may

include one or more phosphates or phosphorothioates linking to the oligonucleotide. J may include one or
more phosphates linking to the oligonucleotide. J may include a phosphate linking to the oligonucleotide.
J may include one or more phosphorothioates linking to the oligonucleotide. J may include a

phosphorothioate linking to the oligonucleotide.
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[00137]  Some embodiments include the following, where J is the oligonucleotide:
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structure in this compound attached to the oligonucleotide (J) may be referred to as “ETL17,” and is an
example of a GalNAc moiety. J may include one or more phosphates or phosphorothioates linking to the
oligonucleotide. J may include one or more phosphates linking to the oligonucleotide. J may include a
phosphate linking to the oligonucleotide. J may include one or more phosphorothioates linking to the
oligonucleotide. J may include a phosphorothioate linking to the oligonucleotide.

[00138]  Some embodiments include the following, where the phosphate or “5°” indicates a connection

to the oligonucleotide:
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[00139] Some embodiments include the following, where the phosphate or 5°” indicates a connection
to the oligonucleotide:

NA\

[00140] Some embodiments include the following, where J is the oligonucleotide:

include one or more phosphates or phosphorothioates linking to the oligonucleotide. J may include one or
more phosphates linking to the oligonucleotide. J may include a phosphate linking to the oligonucleotide.
J may include one or more phosphorothioates linking to the oligonucleotide. J may include a
phosphorothioate linking to the oligonucleotide.

[00141]  Some embodiments include the following, where J is the oligonucleotide:
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The structure in this compound attached to the oligonucleotide (J) may be referred to as “ETLI1,” and is an
example of a GalNAc¢ moiety. J may include one or more phosphates or phosphorothioates linking to the
oligonucleotide. J may include one or more phosphates linking to the oligonucleotide. J may include a
phosphate linking to the oligonucleotide. J may include one or more phosphorothioates linking to the
oligonucleotide. J may include a phosphorothioate linking to the oligonucleotide.

3. siRNA modification patterns
[00142]  Insome embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an
antisense strand, wherein the sense strand comprises modification pattern 1S:
57 -NfsnsNfnNfnNfNfNfnNfaNfnNfaNfnNfsnsn-3” (SEQ ID NO: 6164), wherein “Nf”is a2’ fluoro-

[

modified nucleoside, “n”is a2” O-methyl modified nucleoside, and

331
S

is a phosphorothioate linkage. In
some embodiments, the sense strand comprises modification pattern 2S:
5’-nsnsnnNfnNfNfNfnnnnnnnnnnsnsn-3" (SEQ ID NO: 6165), wherein “Nf”is a 2’ fluoro-modified
nucleoside, “n”is a2’ O-methyl modified nucleoside, and “s™ is a phosphorothioate linkage. In some
embodiments, the sense strand comprises modification pattern 3S: 5’ -nsnsnnNfnNfnNfannnnnnnnnsnsn-
3’ (SEQID NO: 6166), wherein “Nf”is a 2’ fluoro-modified nucleoside, “n” is a2’ O-methyl modified
nucleoside, and “’s” is a phosphorothioate linkage. In some embodiments, the sense strand comprises
modification pattern 4S: 5 -NfsnsNfnNfNINfNfaNfinNfNfaNfnNfsnsnN-moiety-3” (SEQ ID NO:
6167), wherein “Nf”is a 2” fluoro-modified nucleoside, “n” is a2’ O-methyl modified nucleoside, “s”is a
phosphorothioate linkage, and N comprises one or more nucleosides. In some embodiments, the sense
strand comprises modification pattern 5S: 5°-nsnsnnNfnNfNfNfinnnnnnnnnsnsnN-moiety-3° (SEQ ID
NO: 6168), wherein “Nf”is a2’ fluoro-modified nucleoside, “n” is a 2> O-methyl modified nucleoside,

[T T}

s” is a phosphorothioate linkage, and N comprises one or more nucleosides. In some embodiments, the
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moiety in modification pattern 4S or 5S includes an integrin targeting ligand. In some embodiments, the

moiety in modification pattern 4S or 5S is a sugar moiety. In some embodiments, the sense strand
comprises modification pattern 6S: 5’ -NfsnsNfnNfaNfaNFnNfnNfnNfaNfnNfsnsn-3” (SEQ ID NO:
6169), wherein “Nf”is a 2" fluoro-modified nucleoside, “n is a2’ O-methyl modified nucleoside, and “s”
is a phosphorothioate linkage. In some embodiments, the sense strand comprises modification pattern 78S:
57 -nsnsnnNfNfNfNfNfnnnnnnnnnnsnsn-3" (SEQ ID NO: 6170), wherein “Nf”is a 2’ fluoro-modified

(731}

nucleoside, “n” is a2’ O-methyl modified nucleoside, and s is a phosphorothioate linkage. In some

embodiments, the sense strand comprises modification pattern 8S: 5°-nsnsnnnNfNfNfNfnnnnnnnnnnsnsn-
3> (SEQID NO: 6171), wherein “Nf”is a 2’ fluoro-modified nucleoside, “n is a2’ O-methyl modified
nucleoside, and “s” is a phosphorothioate linkage. In some embodiments, the sense strand comprises

modification pattern 9S: 5°-nsnsnnnnNfNfNfNfannnnnnnnsnsn-3’ (SEQID NO: 6172), wherein “Nf”isa

cc »

2’ fluoro-modified nucleoside, “n” is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate

linkage. In some embodiments, the sense strand comprises modification pattern 10S:
5’-snnnnNfnnnNfNfnnnnnnnnnsnsn-3 (SEQ ID NO: 6320), wherein “Nf”is a2’ fluoro-modified

cc 2

nucleoside, “n” is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some

embodiments, the sense strand comprises modification pattern 118S:
57 -sNfaNfaNfnNfndNnNfannNfnNfnnsnsn-3” (SEQ ID NO: 6321), wherein “Nf”is a2’ fluoro-modified

[T

nucleoside, “n”is a2’ O-methyl modified nucleoside, and s

(391}

is a phosphorothioate linkage. In some
embodiments, the sense strand comprises modification pattern 128S:
57-sNfaNfaNfnNfndNnnnNfnNfhnnnsnsn-3" (SEQ ID NO: 6322), wherein “Nf”is a 2 fluoro-modified

cc 2

nucleoside, “n” is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some

embodiments, the sense strand comprises modification pattern 13S:
57 -snnnnNfNfaNfNfnNfannnnnnnsnsn-3” (SEQ ID NO: 6323), wherein “Nf”is a2’ fluoro-modified

[T

nucleoside, “n”is a2’ O-methyl modified nucleoside, and s

(331}

is a phosphorothioate linkage. In some
embodiments, the sense strand comprises modification pattern 14S: 5’ -snnnnnNfNfNfNfannnnnnnnnsnsn-
3’ (SEQID NO: 6324), wherein “Nf” is a2’ fluoro-modified nucleoside, “n” is a2’ O-methyl modified
nucleoside, and “s” is a phosphorothioate linkage. In some embodiments, the sense strand comprises

modification pattern 15S: 5’ -snnnnNfnNfnNfannnnnnnnnsnsn-3’ (SEQ ID NO: 6325), wherein “Nf”is a

[T 1}

2’ fluoro-modified nucleoside, “n” is a 2* O-methyl modified nucleoside, and “s” is a phosphorothioate

linkage. In some embodiments, the sense strand comprises modification pattern 16S:
5’-nsnsnnNfNfnNfNfannnnnnnnnsnsn-3" (SEQ ID NO: 6326), wherein “Nf”is a2’ fluoro-modified

cc 2

nucleoside, “n”is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some

embodiments, the sense strand comprises modification pattern 17S:
5°-NfsnsNfnNfnNfndNnNfonnNfnNfnnsnsn-3" (SEQ ID NO: 6327), wherein “Nf” isa 2’ fluoro-modified
nucleoside, “n”is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some
embodiments, the sense strand comprises modification pattern 18S:

57 -nsnsnnnnNfNfNfNfNfonnnnnnnsnsn-3" (SEQ ID NO: 6328), wherein “Nfis a2’ fluoro-modified

cc >

nucleoside, “n” is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some
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embodiments, the sense strand comprises modification pattern 19S:
57 -nsnsnnnNfNfNfNfNfnnnnnnnnnsnsn-3" (SEQ ID NO: 6329), wherein “Nfis a2’ fluoro-modified

cc 2

nucleoside, “n” is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some
embodiments, the sense strand comprises modification pattern 20S: 5 -snnnnnNfaNfNfannnnnnnnnsnsn-
3’ (SEQ ID NO: 6330), wherein “Nf”is a2’ fluoro-modified nucleoside, “n is a2’ O-methyl modified
nucleoside, and “s” is a phosphorothioate linkage. In some embodiments, the sense strand comprises
modification pattern 21S: 5’ -snnnnnnNfNfNfNfNfannnnnnnsnsn-3 (SEQ ID NO: 6331), wherein “Nf™ is
a 2° fluoro-modified nucleoside, “n”is a2’ O-methyl modified nucleoside, and “’s™ is a phosphorothioate
linkage. In some embodiments, the sense strand comprises modification pattern 22S:

5’ -snnnnNfNfnnNfnnnnnnnnnnsnsn-3 (SEQ ID NO: 6332), wherein “Nf” is a 2’ fluoro-modified

cc 2

nucleoside, is a2’ O-methyl modified nucleoside, and “’s” is a phosphorothioate linkage. In some
embodiments, the sense strand comprises modification pattern 23S: 5*-snnnnNfNfnNfNfannnnnnnnnsnsn-
3> (SEQ ID NO: 6333), wherein “Nf”is a2’ fluoro-modified nucleoside, “n” is a2’ O-methyl modified
nucleoside, and “s” is a phosphorothioate linkage. In some embodiments, the sense strand comprises
modification pattern 24S: 5’ -snnnnnNfNfnNfNfnnnnnnnnnsnsn-3" (SEQ ID NO: 6334), wherein “Nf”is a
2’ fluoro-modified nucleoside, “n” is a 2” O-methyl modified nucleoside, and “s” is a phosphorothioate
linkage. In some embodiments, the sense strand comprises modification pattern 25S:
5’-snnnnnnNfaNfaNfnnnnnnnnsnsn-3 (SEQ ID NO: 6335), wherein “Nf” is a 2’ fluoro-modified

cc 2

nucleoside, “n” is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some
embodiments, the sense strand comprises modification pattern 26S: 5’ -snnnnnNfonNfnNfnnnnnnnnsnsn-
3’ (SEQID NO: 6336), wherein “Nf” is a 2’ fluoro-modified nucleoside, “n” is a2” O-methyl modified
nucleoside, and “s” is a phosphorothioate linkage. In some embodiments, the sense strand comprises
modification pattern 27S: 5”-snnnnNfinNfNfNfNfhnnnnnnnsnsn-3 (SEQ ID NO: 6337), wherein “Nf” is

391

a 2’ fluoro-modified nucleoside, “n” is a2’ O-methyl modified nucleoside, and “’s” is a phosphorothioate
linkage. In some embodiments, the sense strand comprises modification pattern 28S:
57 -snnnnnNfNfNfNfNfannnnnnnnsnsn-3’ (SEQ ID NO: 6338), wherein “Nf”is a2’ fluoro-modified

cc EE

nucleoside, “n”is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some
embodiments, the sense strand comprises modification pattern 29S: 5’ -snnnnnNfnnNfNfnnnnnnnnnsnsn-
3’ (SEQID NO: 6339), wherein “Nf”is a2’ fluoro-modified nucleoside, “n” is a2’ O-methyl modified
nucleoside, and “s™ is a phosphorothioate linkage. In some embodiments, the sense strand comprises
modification pattern 30S: 5’ -snnnnnnNfnNfNfnnnnnnnnnsnsn-3’ (SEQ ID NO: 6340), wherein “Nf”is a

“ »

2’ fluoro-modified nucleoside, “n” is a 2” O-methyl modified nucleoside, and “s™ is a phosphorothioate
linkage. In some embodiments, the sense strand comprises modification pattern 31s:

57 -snnnnNfNfnnNfNfnnnnnnnnnsnsn-3’ (SEQ ID NO: 6341), wherein “Nf”is a2’ fluoro-modified
nucleoside, “n”is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some
embodiments, the sense strand comprises modification pattern 32S: 5’-snnnnNfonNfNfonnnnnnnnnsnsn-
3’ (SEQID NO: 6342), wherein “Nf” is a2’ fluoro-modified nucleoside, “n” is a2” O-methyl modified

nucleoside, and “s” is a phosphorothioate linkage. In some embodiments, the sense strand comprises
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modification pattern 33S: 5’ -snnnnNfndNnNfinNfnnnnnnnnsnsn-3’ (SEQ ID NO: 6343), wherein “Nf” is
a 2’ fluoro-modified nucleoside, “n” is a2’ O-methyl modified nucleoside, and “’s” is a phosphorothioate
linkage. In some embodiments, the sense strand comprises modification pattern 34S:

5’-snnnnnnnnNfdNNfnnnnnnnnsnsn-3” (SEQ ID NO: 6344), wherein “Nf”is a2’ fluoro-modified

[T3E)

nucleoside, “n”is a2’ O-methyl modified nucleoside, and s

(791}

is a phosphorothioate linkage. In some
embodiments, the sense strand comprises modification pattern 35S: 5’ -snnnnNfnnnNfnNfnnnnnnnnsnsn-
3’ (SEQID NO: 6319), wherein “Nf”is a2’ fluoro-modified nucleoside, “n is a2’ O-methyl modified
nucleoside, and “s” is a phosphorothioate linkage.

[00143]  Insome embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an
antisense strand, wherein the antisense strand comprises modification pattern 1AS:
5’-nsNfsaNfaNfaNfnNfannNfnNfnNfnsnsn-3" (SEQ ID NO: 6173), wherein “Nf”is a 2’ fluoro-modified
nucleoside, “n”is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some
embodiments, the antisense strand comprises modification pattern 2AS:
5’-nsNfsnnnNfaNfNfonnnNfnNfnnnsnsn-3’ (SEQ ID NO: 6174), wherein “Nf”is a2’ fluoro-modified

cc 2

nucleoside, “n” is a2’ O-methyl modified nucleoside, and s is a phosphorothioate linkage. In some

embodiments, the antisense strand comprises modification pattern 3AS:

5’-nsNfsnnnNfnnnnnnnNfnNfnnnsnsn-3’ (SEQ ID NO: 6175), wherein “Nf”is a 2’ fluoro-modified

cc 2

nucleoside, “n” is a2’ O-methyl modified nucleoside, and s is a phosphorothioate linkage. In some

embodiments, the antisense strand comprises modification pattern 4AS:

5’ -nsNfsnNfnNfnnnnnnnNfnNfnnnsnsn-3" (SEQ ID NO: 6176), wherein “Nf”is a 2’ fluoro-modified

cc 2 [T 1}

nucleoside, “n” is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some

embodiments, the antisense strand comprises modification pattern SAS:
5’-nsNfsnnnnnnnnnnnNfnNfnnnsnsn-3" (SEQ ID NO: 6177), wherein “Nf” is a2’ fluoro-modified

cc 2

nucleoside, “n” is a2’ O-methyl modified nucleoside, and s is a phosphorothioate linkage. In some

embodiments, the antisense strand comprises modification pattern 6AS:
5’-nsNfsnnnNfonNfnnnnNfnNfnnnsnsn-3" (SEQ ID NO: 6178), wherein “Nf”is a2’ fluoro-modified

cn 2

nucleoside, “n” is a2’ O-methyl modified nucleoside, and s is a phosphorothioate linkage. In some
embodiments, the antisense strand comprises modification pattern 7AS:
57 -nsNfsnNfaNfaNfaNfnNfnNfnNfnNfnsnsn-3" (SEQ IDNO: 6179), wherein “Nf”is a 2’ fluoro-

cc 2

modified nucleoside, is a2’ O-methyl modified nucleoside, and “s”is a phosphorothioate linkage. In
some embodiments, the antisense strand comprises modification pattern 8AS:
5’-nsNfsnnnnnnnnnnnNfnnnnnsnsn-3’ (SEQ ID NO: 6180), wherein “Nf”is a2’ fluoro-modified

cc bR

nucleoside, is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some
embodiments, the antisense strand comprises modification pattern 9AS:
5’-nsNfsnNfannNfonnNfaNfinNfnNfnsnsn-3” (SEQ ID NO: 6345), wherein “Nf”is a2’ fluoro-modified

nucleoside, “n”is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some

embodiments, the antisense strand comprises modification pattern 10AS:
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5’-nsNfsnNfnNfonnNfaNfnNfnNfnNfnsnsn-3" (SEQ ID NO: 6346), wherein “Nf”is a 2’ fluoro-modified
nucleoside, “n” is a2’ O-methyl modified nucleoside, and s is a phosphorothioate linkage. In some
embodiments, the antisense strand comprises modification pattern 11AS:

5’ -nsNfsnNfaNfonnnnNfaNfnNfnNfnsnsn-3” (SEQ ID NO: 6347), wherein “Nf”is a2’ fluoro-modified

[T3E)

nucleoside, “n”is a2’ O-methyl modified nucleoside, and s

(791}

is a phosphorothioate linkage. In some
embodiments, the antisense strand comprises modification pattern 12AS:

5’ -nsNfsnNfanNfNfnNfnNfnNfnNfnNfnsnsn-3" (SEQ ID NO: 6348), wherein “Nf”is a 2” fluoro-

“ 2

modified nucleoside, is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In
some embodiments, the antisense strand comprises modification pattern 13AS:
5’-nsNfsnNfannNfnNfaNfnNfaNfnNfnsnsn-3" (SEQ ID NO: 6349), wherein “Nf”is a 2’ fluoro-modified

cc 2

nucleoside, is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some
embodiments, the antisense strand comprises modification pattern 14AS:

5’ -nsNfsnnNfnNfanNfaNfnNfnNfnNfnsnsn-3" (SEQ ID NO: 6350), wherein “Nf”is a2’ fluoro-modified
nucleoside, “n”is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some
embodiments, the antisense strand comprises modification pattern 15AS:

5’ -nsNfsnnnnNfanNfaNfaNfnNfnNfnsnsn-3” (SEQ ID NO: 6351), wherein “Nf”is a2’ fluoro-modified

cc 2

nucleoside, is a2’ O-methyl modified nucleoside, and “s™ is a phosphorothioate linkage. In some

embodiments, the antisense strand comprises modification pattern 16AS:
5’-nsNfsnnnNfnnnNfnNfnNfinNfnNfnsnsn-3” (SEQ ID NO: 6352), wherein “Nf”is a2’ fluoro-modified
nucleoside, “n”is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some
embodiments, the antisense strand comprises modification pattern 17AS:

5’ -nsNfsnNfanNfanNfaNfnNfaNfnNfnsnsn-3" (SEQ ID NO: 6353), wherein “Nf” is a2’ fluoro-modified

cc 2

nucleoside, “n” is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some

embodiments, the antisense strand comprises modification pattern 18AS:
5’-nsNfsnnnNfnNfnNfaNfnNfnNfaNfnsnsn-3" (SEQ ID NO: 6354), wherein “Nf”is a2’ fluoro-modified

cc 2

nucleoside, is a2 O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some

embodiments, the antisense strand comprises modification pattern 19AS:

5’ -nsNfsnNfaNfnNfannNfaNfaNfaNfnsnsn-3" (SEQ ID NO: 6355), wherein “Nf”is a 2’ fluoro-modified

cc ER [TFCT]

nucleoside, is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some
embodiments, the antisense strand comprises modification pattern 20AS:
5’-nsNfsnnnNfnNfnnnNfnNfnNfoNfnsnsn-3” (SEQ ID NO: 6356), wherein “Nf”is a2’ fluoro-modified

cc 2

nucleoside, “n” is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage. In some
embodiments, the antisense strand comprises modification pattern 21AS:
5’-nsNfsnnNfannnNfaNfaNfnNfnNfnsnsn-3” (SEQ ID NO: 6357), wherein “Nf” is a 2” fluoro-modified
nucleoside, “n”is a2’ O-methyl modified nucleoside, and “s” is a phosphorothioate linkage.

[00144]  Insome embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises an siRNA comprising a sense strand and an

antisense strand, wherein the sense strand comprises pattern 1S and the antisense strand comprises pattern
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1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS,
17AS, 18AS, 19AS, 20AS, or 21AS. In some embodiments, the sense strand comprises pattern 28 and
the antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS,
12AS, 13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS. In some embodiments, the sense
strand comprises pattern 3S and the antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS,
7AS, 8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS. In
some embodiments, the sense strand comprises pattern 4S and the antisense strand comprises pattern 1AS,
2AS, 3AS, 4AS, SAS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS,
18AS, 19AS, 20AS, or 21 AS. In some embodiments, the sense strand comprises pattern 5S and the
antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS,
13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21 AS. In some embodiments, the sense strand
comprises pattern 6S and the antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, SAS, 6AS, 7AS,
8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS . Insome
embodiments, the sense strand comprises pattern 7S and the antisense strand comprises pattern 1AS, 2AS,
3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS, 18AS,
19AS, 20AS, or 21 AS. In some embodiments, the sense strand comprises pattern 8S and the antisense
strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS, 13AS,
14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS . In some embodiments, the sense strand
comprises pattern 9S and the antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS,
8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS. Insome
embodiments, the sense strand comprises pattern 10S and the antisense strand comprises pattern 1AS,
2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS,
18AS, 19AS, 20AS, or 21AS. In some embodiments, the sense strand comprises pattern 11S and the
antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS,
13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS. In some embodiments, the sense strand
comprises pattern 128 and the antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS,
8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS. Insome
embodiments, the sense strand comprises pattern 13S and the antisense strand comprises pattern 1AS,
2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS,
18AS, 19AS, 20AS, or 21 AS. In some embodiments, the sense strand comprises pattern 14S and the
antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS,
13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21 AS. In some embodiments, the sense strand
comprises pattern 158 and the antisense strand comprises pattern LAS, 2AS, 3AS, 4AS, SAS, 6AS, 7AS,
8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21 AS. Insome
embodiments, the sense strand comprises pattern 16S and the antisense strand comprises pattern 1 AS,
2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS,
18AS, 19AS, 20AS, or 21 AS. In some embodiments, the sense strand comprises pattern 17S and the
antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS,
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13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS. In some embodiments, the sense strand

comprises pattern 18S and the antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS,
8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS. Insome
embodiments, the sense strand comprises pattern 19S and the antisense strand comprises pattern 1AS,
2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS,
18AS, 19AS, 20AS, or 21 AS. In some embodiments, the sense strand comprises pattern 20S and the
antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS,
13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21 AS. In some embodiments, the sense strand
comprises pattern 218 and the antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS,
8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS. Insome
embodiments, the sense strand comprises pattern 22S and the antisense strand comprises pattern 1AS,
2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS,
18AS, 19AS, 20AS, or 21 AS. In some embodiments, the sense strand comprises pattern 23S and the
antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS,
13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21 AS. In some embodiments, the sense strand
comprises pattern 24S and the antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS,
8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS. Insome
embodiments, the sense strand comprises pattern 25S and the antisense strand comprises pattern 1AS,
2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS,
18AS, 19AS, 20AS, or 21 AS. In some embodiments, the sense strand comprises pattern 26S and the
antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS,
13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS. In some embodiments, the sense strand
comprises pattern 278 and the antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS,
8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS. Insome
embodiments, the sense strand comprises pattern 28S and the antisense strand comprises pattern 1 AS,
2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS,
18AS, 19AS, 20AS, or 21 AS. In some embodiments, the sense strand comprises pattern 29S and the
antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS,
13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21 AS. In some embodiments, the sense strand
comprises pattern 30S and the antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS,
8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS. Insome
embodiments, the sense strand comprises pattern 318 and the antisense strand comprises pattern 1AS,
2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS,
18AS, 19AS, 20AS, or 21 AS. In some embodiments, the sense strand comprises pattern 32S and the
antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS,
13AS, 14AS, 15A8, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS. In some embodiments, the sense strand
comprises pattern 33S and the antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS,
8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS8, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS. Insome
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embodiments, the sense strand comprises pattern 34S and the antisense strand comprises pattern 1AS,

2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS,
18AS, 19AS, 20AS, or 21AS. In some embodiments, the sense strand comprises pattern 35S and the
antisense strand comprises pattern 1AS, 2AS, 3AS, 4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS,
13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or 21AS.

[00145]  Insome embodiments, the sense strand comprises pattern 1S, 2S, 3S, 4S, 5S, 68, 78S, 8S, 9S,
108, 118, 128, 138, 148, 158, 168, 178, 188, 198, 208, 218, 228, 23S, 248, 258, 268, 278§, 288, 298,
308, 318, 328, 338, 348, or 35S and the antisense strand comprises pattern 1 AS. In some embodiments,
the sense strand comprises pattern 1S, 28, 3S, 45, 58S, 68, 7S, 88, 98, 108, 118, 128, 138, 148, 158, 16S,
178, 188, 198, 208, 218, 228, 238, 248, 258, 268, 278, 288, 298, 308, 318, 328, 338, 348, or 35S and
the antisense strand comprises pattern 2AS. In some embodiments, the sense strand comprises pattern 1S,
28, 38, 48, 58, 68, 7S, 8S, 9S, 108, 118, 128, 138, 148, 158, 16S, 178, 18S, 198, 208, 218, 228, 238,
248, 258, 268, 278, 288, 298, 308, 318, 328, 338, 348, or 35S and the antisense strand comprises pattern
3AS. In some embodiments, the sense strand comprises pattern 1S, 28, 38, 4S, 58S, 6S, 78S, 8S, 98, 108,
118, 128, 138, 14S, 158, 168, 175, 18S, 198, 208, 218, 228, 23S, 248, 258, 268, 278, 288, 298, 30S,
318, 328, 338, 348, or 35S and the antisense strand comprises pattern 4AS. In some embodiments, the
sense strand comprises pattern 1S, 28, 38, 48, 58, 6S, 7S, 8S, 95,108, 118, 128, 138, 148, 158, 168, 178,
188, 198, 208, 218, 228, 238, 248, 258, 268, 278, 288, 298, 308, 318, 328, 338, 34S, or 35S and the
antisense strand comprises pattern SAS. In some embodiments, the sense strand comprises pattern 1S, 2S,
38, 48, 58, 68, 7S, 8S, 9S8, 108, 118, 128, 138, 14S, 158, 168, 17S, 188, 198, 208, 218, 228, 23S, 248,
258, 268, 278, 288, 298, 308, 318, 328, 338, 348, or 35S and the antisense strand comprises pattern 6AS.
In some embodiments, the sense strand comprises pattern 1S, 28, 38, 48, 58S, 6S, 7S, 8S, 9S, 10S, 118,
128, 138, 148, 158, 168, 178, 18S, 198, 208, 218, 228, 23S, 248, 25S, 268, 278, 28S, 295, 308, 318,
328, 338, 348, or 35S and the antisense strand comprises pattern 7AS. In some embodiments, the sense
strand comprises pattern 18, 28, 3S, 4S, 58, 68, 78, 8S, 98, 108, 118, 128, 13§, 148, 158, 168, 178, 18S,
198, 208, 218, 228, 238, 248, 258, 268, 278, 28S, 298, 308, 318, 328, 338, 34S, or 35S and the antisense
strand comprises pattern 8 AS. In some embodiments, the sense strand comprises pattern 1S, 2S, 38, 48,
58, 68,78, 8S, 98, 108, 118, 128, 138, 148, 158, 168, 178, 18S, 198, 208, 218, 228, 238, 24§, 258, 268,
278, 288, 298, 308, 318, 328, 338, 348, or 35S and the antisense strand comprises pattern 9AS. In some
embodiments, the sense strand comprises pattern 1S, 28, 38, 48, 5S, 6S, 7S, 8S, 98, 108, 118, 128, 13S,
148, 158, 168, 178, 18S, 198, 208, 218, 228, 23S, 248, 258, 268, 278, 288, 298, 308, 318, 328, 338,
348, or 358 and the antisense strand comprises pattern 10AS. In some embodiments, the sense strand
comprises pattern 1S, 28, 38, 4S8, 58, 68, 78, 8S, 9S, 108, 118, 128, 138, 14S, 158, 168, 178, 188, 198,
208, 218, 228, 238, 248, 258,268, 278, 28S, 298, 308, 318, 328, 338, 348, or 35S and the antisense
strand comprises pattern 11AS. In some embodiments, the sense strand comprises pattern 1S, 28, 38, 4S,
58, 6S, 7S, 8S, 9S, 108, 118, 128, 138, 148, 158, 16S, 17S, 18S, 198, 208, 218, 225, 23S, 24S, 258, 26S,
278, 288, 298, 308, 318, 328, 338, 348, or 35S and the antisense strand comprises pattern 12AS. In some
embodiments, the sense strand comprises pattern 1S, 28, 38, 48, 5S, 6S, 7S, 8S, 98, 108, 118, 128, 13S,
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148, 158, 168, 178, 188, 198, 208, 218, 228, 23S, 248, 258, 268, 278, 288, 298, 308, 318, 32§, 338,

348, or 35S and the antisense strand comprises pattern 13AS. In some embodiments, the sense strand
comprises pattern 1S, 2S, 38, 48, 58, 68, 78, 8S, 9S8, 108, 118, 128, 138, 148, 158, 168, 178, 188, 198,
208, 218, 228, 238, 248, 258, 268, 278, 288, 295, 308, 318, 328, 33S, 34S, or 35S and the antisense
strand comprises pattern 14AS. In some embodiments, the sense strand comprises pattern 1S, 2S, 38, 48,
58, 68, 78, 8S, 9S, 108, 118, 128, 138, 148, 158, 16S, 178, 18S, 198, 208, 218, 228, 23S, 248, 258, 268,
278, 288, 298, 308, 318, 328, 338, 348, or 35S and the antisense strand comprises pattern 15AS. In some
embodiments, the sense strand comprises pattern 1S, 28, 38, 48, 58, 68, 7S, 8S, 98, 108, 118, 128, 138,
148, 158, 16S, 178, 188, 198, 208, 218, 228, 238§, 248, 258, 268, 278, 288, 298, 308, 318, 328, 338§,
348, or 35S and the antisense strand comprises pattern 16AS. In some embodiments, the sense strand
comprises pattern 1S, 2S, 38, 4S, 58, 68, 7S, 8S, 98, 10S, 118, 128, 138, 148, 158, 168, 178, 18S, 198,
208, 218, 228, 238, 248, 258, 268, 278, 288, 298, 308, 318, 328, 338, 34S, or 35S and the antisense
strand comprises pattern 17AS. In some embodiments, the sense strand comprises pattern 1S, 2S, 38, 4S,
58, 6S, 7S, 88, 98, 108, 118, 128, 138, 14S, 158, 16S, 17S, 18S, 198, 208, 218, 228, 23S, 248, 258, 268,
278, 288, 298, 308, 318, 328, 338, 348, or 35S and the antisense strand comprises pattern 18AS. In some
embodiments, the sense strand comprises pattern 1S, 28, 38, 48, 58, 6S, 78S, 8S, 98,108, 118, 128, 13S,
148, 158, 168, 178, 18S, 198, 208, 218, 228, 238, 248, 258, 268, 278, 288, 298, 308, 318, 328, 338,
348, or 35S and the antisense strand comprises pattern 19AS. In some embodiments, the sense strand
comprises pattern 1S, 2S, 38, 48, 58, 68, 78, 8S, 9S, 108, 118, 128, 138, 148, 158, 168, 178, 18S, 198,
208, 218, 228, 238, 248, 258, 268, 278, 288, 298, 308, 318, 328, 33S, 34S, or 35S and the antisense
strand comprises pattern 20AS. In some embodiments, the sense strand comprises pattern 18, 28, 3S, 48,
58, 68, 78S, 8S, 98, 10§, 118, 128, 138, 148, 158, 168, 178, 18S, 198, 208, 218, 228, 238, 248, 258, 268,
278, 288, 298, 308, 318, 328, 338, 348, or 35S and the antisense strand comprises pattern 21 AS.

[00146] In some embodiments, the sense strand comprises modification pattern 1AS, 2AS, 3AS, 4AS,
5AS, 6AS, 7AS, 8AS, 9AS, 10AS, 11AS, 12AS, 13AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS,
or 21AS. In some embodiments, the antisense strand comprises modification pattern 1S, 28, 38, 48, 58S,
6S, 7S, 8S, 98, 108, 118, 128, 138, 148, 158, 168, 17S, 18S, 198, 208,218, 228, 23S, 248, 258, 268,
278, 288, 298, 308, 318, 328, 338, 348, or 35S. In some embodiments, the sense strand or the antisense
strand comprises modification pattern ASO1.

[00147]  Insome embodiments, purines of the sense strand comprise 2° fluoro modified purines. In
some embodiments, purines of the sense strand comprise 2° methyl modified purines. In some
embodiments, purines of the sense strand comprise a mixture of 2° fluoro and 2> methyl modified purines.
In some embodiments, all purines of the sense strand comprise 2’ fluoro modified purines. In some
embodiments, all purines of the sense strand comprise 2° methyl modified purines. In some embodiments,
all purines of the sense strand comprise a mixture of 2’ fluoro and 2° methyl modified purines.

[00148]  Insome embodiments, pyrimidines of the sense strand comprise 2° fluoro modified
pyrimidines. In some embodiments, pyrimidines of the sense strand comprise 2” methyl modified

pyrimidines. In some embodiments, pyrimidines of the sense strand comprise a mixture of 2° fluoro and 2’
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methyl modified pyrimidines. In some embodiments, all pyrimidines of the sense strand comprise 2’

fluoro modified pyrimidines. In some embodiments, all pyrimidines of the sense strand comprise 2
methyl modified pyrimidines. In some embodiments, all pyrimidines of the sense strand comprise a
mixture of 2° fluoro and 2° methyl modified pyrimidines.

[00149]  Insome embodiments, purines of the sense strand comprise 2° fluoro modified purines, and
pyrimidines of the sense strand comprise a mixture of 2” fluoro and 2° methyl modified pyrimidines. In
some embodiments, purines of the sense strand comprise 2° methyl modified purines, and pyrimidines of
the sense strand comprise a mixture of 2” fluoro and 2” methyl modified pyrimidines. In some
embodiments, purines of the sense strand comprise 2’ fluoro modified purines, and pyrimidines of the
sense strand comprise 2° methyl modified pyrimidines. In some embodiments, purines of the sense strand
comprise 2” methyl modified purines, and pyrimidines of the sense strand comprise 2° fluoro modified
pyrimidines. In some embodiments, pyrimidines of the sense strand comprise 2” fluoro modified
pyrimidines, and purines of the sense strand comprise a mixture of 2” fluoro and 2’ methyl modified
purines. In some embodiments, pyrimidines of the sense strand comprise 2° methyl modified pyrimidines,
and purines of the sense strand comprise a mixture of 2” fluoro and 2° methyl modified purines. In some
embodiments, pyrimidines of the sense strand comprise 2” fluoro modified pyrimidines, and purines of the
sense strand comprise 2” methyl modified purines. In some embodiments, pyrimidines of the sense strand
comprise 2” methyl modified pyrimidines, and purines of the sense strand comprise 2 fluoro modified
purines.

[00150] Insome embodiments, all purines of the sense strand comprise 2° fluoro modified purines,
and all pyrimidines of the sense strand comprise a mixture of 2° fluoro and 2” methyl modified
pyrimidines. In some embodiments, all purines of the sense strand comprise 2° methyl modified purines,
and all pyrimidines of the sense strand comprise a mixture of 2’ fluoro and 2* methyl modified
pyrimidines. In some embodiments, all purines of the sense strand comprise 2” fluoro modified purines,
and all pyrimidines of the sense strand comprise 2° methyl modified pyrimidines. In some embodiments,
all purines of the sense strand comprise 2’ methyl modified purines, and all pyrimidines of the sense
strand comprise 2° fluoro modified pyrimidines. In some embodiments, all pyrimidines of the sense strand
comprise 2’ fluoro modified pyrimidines, and all purines of the sense strand comprise a mixture of 2’
fluoro and 2’ methyl modified purines. In some embodiments, all pyrimidines of the sense strand
comprise 2° methyl modified pyrimidines, and all purines of the sense strand comprise a mixture of 2’
fluoro and 2° methyl modified purines. In some embodiments, all pyrimidines of the sense strand
comprise 2’ fluoro modified pyrimidines, and all purines of the sense strand comprise 2° methyl modified
purines. In some embodiments, all pyrimidines of the sense strand comprise 2 methyl modified
pyrimidines, and all purines of the sense strand comprise 2° fluoro modified purines.

[00151]  Insome embodiments, purines of the antisense strand comprise 2” fluoro modified purines. In
some embodiments, purines of the antisense strand comprise 2° methyl modified purines. In some
embodiments, purines of the antisense strand comprise a mixture of 2° fluoro and 2° methyl modified

purines. In some embodiments, all purines of the antisense strand comprise 2 fluoro modified purines. In
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some embodiments, all purines of the antisense strand comprise 2° methyl modified purines. In some
embodiments, all purines of the antisense strand comprise a mixture of 2° fluoro and 2° methyl modified
purines.
[00152]  Insome embodiments, pyrimidines of the antisense strand comprise 2° fluoro modified
pyrimidines. In some embodiments, pyrimidines of the antisense strand comprise 2’ methyl modified
pyrimidines. In some embodiments, pyrimidines of the antisense strand comprise a mixture of 2° fluoro
and 2’ methyl modified pyrimidines. In some embodiments, all pyrimidines of the antisense strand
comprise 2’ fluoro modified pyrimidines. In some embodiments, all pyrimidines of the antisense strand
comprise 2” methyl modified pyrimidines. In some embodiments, all pyrimidines of the antisense strand
comprise a mixture of 2° fluoro and 2° methyl modified pyrimidines.
[00153] Insome embodiments, purines of the antisense strand comprise 2” fluoro modified purines,
and pyrimidines of the antisense strand comprise a mixture of 2’ fluoro and 2’ methyl modified
pyrimidines. In some embodiments, purines of the antisense strand comprise 2° methyl modified purines,
and pyrimidines of the antisense strand comprise a mixture of 2° fluoro and 2° methyl modified
pyrimidines. In some embodiments, purines of the antisense strand comprise 2” fluoro modified purines,
and pyrimidines of the antisense strand comprise 2° methyl modified pyrimidines. In some embodiments,
purines of the antisense strand comprise 2° methyl modified purines, and pyrimidines of the antisense
strand comprise 2° fluoro modified pyrimidines. In some embodiments, pyrimidines of the antisense
strand comprise 2° fluoro modified pyrimidines, and purines of the antisense strand comprise a mixture of
2’ fluoro and 2’ methyl modified purines. In some embodiments, pyrimidines of the antisense strand
comprise 2° methyl modified pyrimidines, and purines of the antisense strand comprise a mixture of 2’
fluoro and 2’ methyl modified purines. In some embodiments, pyrimidines of the antisense strand
comprise 2’ fluoro modified pyrimidines, and purines of the antisense strand comprise 2° methyl modified
purines. In some embodiments, pyrimidines of the antisense strand comprise 2° methyl modified
pyrimidines, and purines of the antisense strand comprise 2’ fluoro modified purines.
[00154]  Insome embodiments, all purines of the antisense strand comprise 2° fluoro modified purines,
and all pyrimidines of the antisense strand comprise a mixture of 2’ fluoro and 2” methyl modified
pyrimidines. In some embodiments, all purines of the antisense strand comprise 2° methyl modified
purines, and all pyrimidines of the antisense strand comprise a mixture of 2 fluoro and 2” methyl
modified pyrimidines. In some embodiments, all purines of the antisense strand comprise 2° fluoro
modified purines, and all pyrimidines of the antisense strand comprise 2° methyl modified pyrimidines. In
some embodiments, all purines of the antisense strand comprise 2° methyl modified purines, and all
pyrimidines of the antisense strand comprise 2 fluoro modified pyrimidines. In some embodiments, all
pyrimidines of the antisense strand comprise 2° fluoro modified pyrimidines, and all purines of the
antisense strand comprise a mixture of 2 fluoro and 2° methyl modified purines. In some embodiments,
all pyrimidines of the antisense strand comprise 2° methyl modified pyrimidines, and all purines of the
antisense strand comprise a mixture of 2” fluoro and 2° methyl modified purines. In some embodiments,

all pyrimidines of the antisense strand comprise 2° fluoro modified pyrimidines, and all purines of the
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antisense strand comprise 2’ methyl modified purines. In some embodiments, all pyrimidines of the

antisense strand comprise 2 methyl modified pyrimidines, and all purines of the antisense strand
comprise 2’ fluoro modified purines.

[00155]  Disclosed herein, in some embodiments are compositions comprising an oligonucleotide that
targets MST'1 and when administered to a cell decreases expression of MS7'/, wherein the oligonucleotide
comprises a small interfering RNA (siRNA) comprising a sense strand and an antisense strand, wherein
the sense strand comprises a sense strand sequence described herein in which at least one internucleoside
linkage is modified and at least one nucleoside is modified, or an sense strand sequence comprising 1 or 2
nucleoside substitutions, additions, or deletions of the oligonucleotide sequence in which at least one
internucleoside linkage is modified and at least one nucleoside is modified, and wherein the antisense
strand comprises an antisense strand sequence described herein in which at least one internucleoside
linkage is modified and at least one nucleoside is modified, or an oligonucleotide sequence comprising 1
or 2 nucleoside substitutions, additions, or deletions of the antisense strand sequence in which at least one
internucleoside linkage is modified and at least one nucleoside is modified. Some embodiments relate to
methods that include administering the composition to a subject.

[00156] Insome embodiments, the siRNA comprises the sense strand and/or the antisense strand
sequence of an siRNA in Table 9, or a nucleic acid sequence thereof having 3 or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense strand and/or
the antisense strand sequence of an siRNA in Table 9, or anucleic acid sequence thereof having 1 or 2
nucleoside substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense
strand and/or the antisense strand sequence of an siRNA in Table 9. The siRNA may include the same
internucleoside linkage modifications or nucleoside modifications as those in Table 9. The siRNA may
include any different internucleoside linkage modifications or nucleoside modifications different from
those in Table 9. The siRNA may include some unmodified internucleoside linkages or nucleosides.
[00157]  Insome embodiments, the siRNA comprises the sense strand and/or the antisense strand
sequence of an siRNA in Table 10, or anucleic acid sequence thereof having 3 or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense strand and/or
the antisense strand sequence of an siRNA in Table 10, or anucleic acid sequence thereof having 1 or 2
nucleoside substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense
strand and/or the antisense strand sequence of an siRNA in Table 10. The siRNA may include the same
internucleoside linkage modifications or nucleoside modifications as those in Table 10. The siIRNA may
include any different internucleoside linkage modifications or nucleoside modifications different from
those in Table 10. The siRNA may include some unmodified internucleoside linkages or nucleosides.
[00158]  Insome embodiments, the siRNA comprises the sense strand and/or the antisense strand
sequence of an siIRNA in Table 24A, or anucleic acid sequence thereof having 3 or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense strand and/or
the antisense strand sequence of an siRNA in Table 24A, or anucleic acid sequence thereof having 1 or 2

nucleoside substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense
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strand and/or the antisense strand sequence of an siRNA in Table 24A. The siRNA may include the
same internucleoside linkage modifications or nucleoside modifications as those in Table 24A. The
siRNA may include any different internucleoside linkage modifications or nucleoside modifications
different from those in Table 24A. The siRNA may include some unmodified internucleoside linkages or
nucleosides.

[00159]  Insome embodiments, the siRNA comprises the sense strand and/or the antisense strand
sequence of an siRNA in Table 24C, or anucleic acid sequence thereof having 3 or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense strand and/or
the antisense strand sequence of an siRNA in Table 24C, or anucleic acid sequence thereof having 1 or 2
nucleoside substitutions, additions, or deletions. In some embodiments, the sSIRNA comprises the sense
strand and/or the antisense strand sequence of an siRNA in Table 24C. The siRNA may include the
same internucleoside linkage modifications or nucleoside modifications as those in Table 24C. The
siRNA may include any different internucleoside linkage modifications or nucleoside modifications
different from those in Table 24C. The siRNA may include some unmodified internucleoside linkages or
nucleosides.

[00160]  Insome embodiments, the siRNA comprises the sense strand and/or the antisense strand
sequence of an siIRNA in Table 30, or anucleic acid sequence thereof having 3 or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense strand and/or
the antisense strand sequence of an siRNA in Table 30, or anucleic acid sequence thereof having 1 or 2
nucleoside substitutions, additions, or deletions. In some embodiments, the siRNA comprises the sense
strand and/or the antisense strand sequence of an siRNA in Table 30. The siRNA may include the same
internucleoside linkage modifications or nucleoside modifications as those in Table 30. The siIRNA may
include any different internucleoside linkage modifications or nucleoside modifications different from
those in Table 30. The siRNA may include some unmodified internucleoside linkages or nucleosides.
[00161]  The siRNA may comprises the sense strand and/or the antisense strand sequence of an siRNA
in any table included herein that includes modifications; or may include a nucleic acid sequence thereof
having 1 or 2 nucleoside substitutions, additions, or deletions; or may include a nucleic acid sequence
thereof having 3 or 4 nucleoside substitutions, additions, or deletions.

[00162]  Insome embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6208. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6208, at least 80% identical to SEQ ID NO: 6208, at least
85% identical to SEQ ID NO: 6208, at least 90% identical to SEQ ID NO: 6208, or at least 95% identical
to SEQ ID NO: 6208. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6208, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6208, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or

consists of a sequence 100% identical to SEQ ID NO: 6208. The sense strand may comprise a moiety
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such as a GalNAc moiety or alipid moiety. In some embodiments, the siRNA comprises an antisense

strand having a sequence in accordance with SEQ ID NO: 6267. In some embodiments, the antisense
strand sequence comprises or consists of sequence at least 75% identical to SEQ ID NO: 6267, at least
80% identical to SEQ ID NO: 6267, at least 85% identical to SEQ ID NO: 6267, at least 90% identical to
SEQID NO: 6267, or at least 95% identical to SEQ ID NO: 6267. In some embodiments, the antisense
strand sequence comprises or consists of the sequence of SEQ ID NO 6267, or an antisense strand
sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or deletions. In some
embodiments, the antisense strand sequence comprises or consists of the sequence of SEQ ID NO: 6267,
or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions, additions, or deletions. In
some embodiments, the antisense strand sequence comprises or consists of a sequence 100% identical to
SEQID NO: 6267. The antisense strand may comprise a moiety such as a GalNAc moiety or alipid
moiety.

[00163]  Insome embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6214. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6214, at least 80% identical to SEQ ID NO: 6214, at least
85% identical to SEQ ID NO: 6214, at least 90% identical to SEQ ID NO: 6214, or at least 95% identical
to SEQ ID NO: 6214. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6214, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6214, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6214. The sense strand may comprise a moiety
such as a GalNAc moiety or alipid moiety. In some embodiments, the siRNA comprises an antisense
strand having a sequence in accordance with SEQ ID NO: 6273. In some embodiments, the antisense
strand sequence comprises or consists of sequence at least 75% identical to SEQ ID NO: 6273, at least
80% identical to SEQ ID NO: 6273, at least 85% identical to SEQ ID NO: 6273, at least 90% identical to
SEQID NO: 6273, or at least 95% identical to SEQ ID NO: 6273. In some embodiments, the antisense
strand sequence comprises or consists of the sequence of SEQ ID NO 6273, or an antisense strand
sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or deletions. In some
embodiments, the antisense strand sequence comprises or consists of the sequence of SEQ ID NO: 6273,
or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions, additions, or deletions. In
some embodiments, the antisense strand sequence comprises or consists of a sequence 100% identical to
SEQID NO: 6273. The antisense strand may comprise a moiety such as a GalNAc moiety or alipid
moiety.

[00164] Insome embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6215. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6215, at least 80% identical to SEQ ID NO: 6215, at least
85% identical to SEQ ID NO: 6215, at least 90% identical to SEQ ID NO: 6215, or at least 95% identical
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to SEQ ID NO: 6215. In some embodiments, the sense strand sequence comprises or consists of the

sequence of SEQ ID NO 6215, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6215, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6215. The sense strand may comprise a moiety
such as a GalNAc moiety or alipid moiety. In some embodiments, the siRNA comprises an antisense
strand having a sequence in accordance with SEQ ID NO: 6274. In some embodiments, the antisense
strand sequence comprises or consists of sequence at least 75% identical to SEQ ID NO: 6274, at least
80% identical to SEQ ID NO: 6274, at least 85% identical to SEQ ID NO: 6274, at least 90% identical to
SEQID NO: 6274, or at least 95% identical to SEQ ID NO: 6274. In some embodiments, the antisense
strand sequence comprises or consists of the sequence of SEQ ID NO 6274, or an antisense strand
sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or deletions. In some
embodiments, the antisense strand sequence comprises or consists of the sequence of SEQ ID NO: 6274,
or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions, additions, or deletions. In
some embodiments, the antisense strand sequence comprises or consists of a sequence 100% identical to
SEQID NO: 6274. The antisense strand may comprise a moiety such as a GaINAc moiety or alipid
moiety.

[00165]  Insome embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6216. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6216, at least 80% identical to SEQ ID NO: 6216, at least
85% identical to SEQ ID NO: 6216, at least 90% identical to SEQ ID NO: 6216, or at least 95% identical
to SEQ ID NO: 6216. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6216, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6216, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6216. The sense strand may comprise a moiety
such as a GalNAc moiety or alipid moiety. In some embodiments, the siRNA comprises an antisense
strand having a sequence in accordance with SEQ ID NO: 6275. In some embodiments, the antisense
strand sequence comprises or consists of sequence at least 75% identical to SEQ ID NO: 6275, at least
80% identical to SEQ ID NO: 6275, at least 85% identical to SEQ ID NO: 6275, at least 90% identical to
SEQID NO: 6275, or at least 95% identical to SEQ ID NO: 6275. In some embodiments, the antisense
strand sequence comprises or consists of the sequence of SEQ ID NO 6275, or an antisense strand
sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or deletions. In some
embodiments, the antisense strand sequence comprises or consists of the sequence of SEQ ID NO: 6275,
or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions, additions, or deletions. In

some embodiments, the antisense strand sequence comprises or consists of a sequence 100% identical to
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SEQID NO: 6275. The antisense strand may comprise a moiety such as a GaINAc moiety or alipid

moiety.

[00166] Insome embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6229. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6229, at least 80% identical to SEQ ID NO: 6229, at least
85% identical to SEQ ID NO: 6229, at least 90% identical to SEQ ID NO: 6229, or at least 95% identical
to SEQ ID NO: 6229. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6229, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6229, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6229. The sense strand may comprise a moiety
such as a GalNAc moiety or alipid moiety. In some embodiments, the siRNA comprises an antisense
strand having a sequence in accordance with SEQ ID NO: 6288. In some embodiments, the antisense
strand sequence comprises or consists of sequence at least 75% identical to SEQ ID NO: 6288, at least
80% identical to SEQ ID NO: 6288, at least 85% identical to SEQ ID NO: 6288, at least 90% identical to
SEQID NO: 6288, or at least 95% identical to SEQ ID NO: 6288. In some embodiments, the antisense
strand sequence comprises or consists of the sequence of SEQ ID NO 6288, or an antisense strand
sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or deletions. In some
embodiments, the antisense strand sequence comprises or consists of the sequence of SEQ ID NO: 6288,
or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions, additions, or deletions. In
some embodiments, the antisense strand sequence comprises or consists of a sequence 100% identical to
SEQID NO: 6288. The antisense strand may comprise a moiety such as a GalNAc moiety or alipid
moiety.

[00167] Insome embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6234. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6234, at least 80% identical to SEQ ID NO: 6234, at least
85% identical to SEQ ID NO: 6234, at least 90% identical to SEQ ID NO: 6234, or at least 95% identical
to SEQ ID NO: 6234. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6234, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6234, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6234. The sense strand may comprise a moiety
such as a GalNAc moiety or alipid moiety. In some embodiments, the siRNA comprises an antisense
strand having a sequence in accordance with SEQ ID NO: 6293. In some embodiments, the antisense
strand sequence comprises or consists of sequence at least 75% identical to SEQ ID NO: 6293, at least
80% identical to SEQ ID NO: 6293, at least 85% identical to SEQ ID NO: 6293, at least 90% identical to
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SEQID NO: 6293, or at least 95% identical to SEQ ID NO: 6293. In some embodiments, the antisense

strand sequence comprises or consists of the sequence of SEQ ID NO 6293, or an antisense strand
sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or deletions. In some
embodiments, the antisense strand sequence comprises or consists of the sequence of SEQ ID NO: 6293,
or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions, additions, or deletions. In
some embodiments, the antisense strand sequence comprises or consists of a sequence 100% identical to
SEQID NO: 6293. The antisense strand may comprise a moiety such as a GalNAc moiety or alipid
moiety.

[00168]  Insome embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6238. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6238, at least 80% identical to SEQ ID NO: 6238, at least
85% identical to SEQ ID NO: 6238, at least 90% identical to SEQ ID NO: 6238, or at least 95% identical
to SEQ ID NO: 6238. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6238, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of the sequence of SEQ ID NO: 6238, or a sense strand sequence thereof having 1 or 2 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or
consists of a sequence 100% identical to SEQ ID NO: 6238. The sense strand may comprise a moiety
such as a GalNAc moiety or alipid moiety. In some embodiments, the siRNA comprises an antisense
strand having a sequence in accordance with SEQ ID NO: 6297. In some embodiments, the antisense
strand sequence comprises or consists of sequence at least 75% identical to SEQ ID NO: 6297, at least
80% i1dentical to SEQ ID NO: 6297 at least 85% identical to SEQ ID NO: 6297, at least 90% identical to
SEQID NO: 6297, or at least 95% identical to SEQ ID NO: 6297. In some embodiments, the antisense
strand sequence comprises or consists of the sequence of SEQ ID NO 6297, or an antisense strand
sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or deletions. In some
embodiments, the antisense strand sequence comprises or consists of the sequence of SEQ ID NO: 6297,
or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions, additions, or deletions. In
some embodiments, the antisense strand sequence comprises or consists of a sequence 100% identical to
SEQID NO: 6297. The antisense strand may comprise a moiety such as a GaINAc moiety or alipid
moiety.

[00169] Insome embodiments, the siRNA comprises a sense strand having a sequence in accordance
with SEQ ID NO: 6244. In some embodiments, the sense strand sequence comprises or consists of
sequence at least 75% identical to SEQ ID NO: 6244, at least 80% identical to SEQ ID NO: 6244, at least
85% identical to SEQ ID NO: 6244, at least 90% identical to SEQ ID NO: 6244, or at least 95 % identical
to SEQ ID NO: 6244. In some embodiments, the sense strand sequence comprises or consists of the
sequence of SEQ ID NO 6244, or a sense strand sequence thereof having 1, 2, 3, or 4 nucleoside
substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or

consists of the sequence of SEQ ID NO: 6244, or a sense strand sequence thereof having 1 or 2 nucleoside
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substitutions, additions, or deletions. In some embodiments, the sense strand sequence comprises or

consists of a sequence 100% identical to SEQ ID NO: 6244. The sense strand may comprise a moiety
such as a GalNAc moiety or alipid moiety. In some embodiments, the siIRNA comprises an antisense
strand having a sequence in accordance with SEQ ID NO: 6303. In some embodiments, the antisense
strand sequence comprises or consists of sequence at least 75% identical to SEQ ID NO: 6303, at least
80% identical to SEQ ID NO: 6303, at least 85% identical to SEQ ID NO: 6303, at least 90% identical to
SEQID NO: 6303, or at least 95% identical to SEQ ID NO: 6303. In some embodiments, the antisense
strand sequence comprises or consists of the sequence of SEQ ID NO 6303, or an antisense strand
sequence thereof having 1, 2, 3, or 4 nucleoside substitutions, additions, or deletions. In some
embodiments, the antisense strand sequence comprises or consists of the sequence of SEQ ID NO: 6303,
or an antisense strand sequence thereof having 1 or 2 nucleoside substitutions, additions, or deletions. In
some embodiments, the antisense strand sequence comprises or consists of a sequence 100% identical to
SEQID NO: 6303. The antisense strand may comprise a moiety such as a GalNAc moiety or alipid
moiety.
4. ASO modification patterns

[00170]  Insome embodiments, the composition comprises an oligonucleotide that inhibits the
expression of MST'1, wherein the oligonucleotide comprises an antisense oligonucleotide (ASO). In some
embodiments, the ASO comprises modification pattern ASO1:
5”-nsnsnsnsnsdNsdNsdNsdNsdNsdNsdNsdNsdNsdNsnsnsnsnsn-3° (SEQ ID NO: 6181), wherein “dN”is
any deoxynucleotide, “n” is a 2°O-methyl or 2°O-methoxyethyl-modified nucleoside, and “s” is a
phosphorothioate linkage. In some embodiments, the ASO comprises modification pattern 1S, 2S, 3S, 4S,
58, 68, 78, 8S, 98, 108, 118, 128, 138, 148, 158,168, 178, 18S, 198, 208, 218, 228, 238, 248, 258, 268,
278, 288, 298, 308, 318, 328, 335, 348, 35S, 1AS, 2AS, 3AS,4AS, 5AS, 6AS, 7AS, 8AS, 9AS, 10AS,
11AS, 12AS, 12AS, 14AS, 15AS, 16AS, 17AS, 18AS, 19AS, 20AS, or, 21AS.

D. Formulations
[00171] Insome embodiments, the composition is a pharmaceutical composition. In some
embodiments, the composition is sterile. In some embodiments, the composition further comprises a
pharmaceutically acceptable carrier.
[00172]  Insome embodiments, the pharmaceutically acceptable carrier comprises water. In some
embodiments, the pharmaceutically acceptable carrier comprises a buffer. In some embodiments, the
pharmaceutically acceptable carrier comprises a saline solution. In some embodiments, the
pharmaceutically acceptable carrier comprises water, a buffer, or a saline solution. In some embodiments,
the composition comprises a liposome. In some embodiments, the pharmaceutically acceptable carrier
comprises liposomes, lipids, nanoparticles, proteins, protein-antibody complexes, peptides, cellulose,
nanogel, or a combination thereof. In some embodiments, the oligonucleotide is combined with lipids,
nanoparticles, polymers, liposomes, micelles, or another delivery system.
[00173]  Insome embodiments, the composition is formulated for delivery to a subject’s lungs. In

some embodiments, the composition is formulated for inhalation. In some embodiments, the composition
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is formulated for aerosolization. In some embodiments, the composition is formulated for administration

by a nebulizer.
II. METHODS AND USES

[00174]  Disclosed herein, in some embodiments, are methods of administering a composition
described herein to a subject. Some embodiments relate to use a composition described herein, such as
administering the composition to a subject.

[00175]  Some embodiments relate to a method of treating a disorder in a subject in need thereof.
Some embodiments relate to use of a composition described herein in the method of treatment. Some
embodiments include administering a composition described herein to a subject with the disorder. In some
embodiments, the administration treats the disorder in the subject. In some embodiments, the composition
treats the disorder in the subject.

[00176] Insome embodiments, the treatment comprises prevention, inhibition, or reversion of the
disorder in the subject. Some embodiments relate to use of a composition described herein in the method
of preventing, inhibiting, or reversing the disorder. Some embodiments relate to a method of preventing,
inhibiting, or reversing a disorder a disorder in a subject in need thereof. Some embodiments include
administering a composition described herein to a subject with the disorder. In some embodiments, the
administration prevents, inhibits, or reverses the disorder in the subject. In some embodiments, the
composition prevents, inhibits, or reverses the disorder in the subject.

[00177] Someembodiments relate to a method of preventing a disorder a disorder in a subject in
need thereof. Some embodiments relate to use of a composition described herein in the method of
preventing the disorder. Some embodiments include administering a composition described herein to a
subject with the disorder. In some embodiments, the administration prevents the disorder in the subject. In
some embodiments, the composition prevents the disorder in the subject.

[00178] Someembodiments relate to a method of inhibiting a disorder a disorder in a subject in need
thereof. Some embodiments relate to use of a composition described herein in the method of inhibiting the
disorder. Some embodiments include administering a composition described herein to a subject with the
disorder. In some embodiments, the administration inhibits the disorder in the subject. In some
embodiments, the composition inhibits the disorder in the subject.

[00179]  Some embodiments relate to a method of reversing a disorder a disorder in a subject in need
thereof. Some embodiments relate to use of a composition described herein in the method of reversing the
disorder. Some embodiments include administering a composition described herein to a subject with the
disorder. In some embodiments, the administration reverses the disorder in the subject. In some
embodiments, the composition reverses the disorder in the subject.

[00180]  Insome embodiments, the administration is systemic. In some embodiments, the
administration is intravenous. In some embodiments, the administration is by injection. In some
embodiments, the administration is to a subject’s lungs. In some embodiments, the administration is by

inhalation. In some embodiments, the administration is performed using a nebulizer.
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A. Disorders
[00181]  Some embodiments of the methods described herein include treating a disorder in a subject in
need thereof. In some embodiments, the disorder is a lung disorder. Non-limiting examples of lung
disorders include chronic obstructive pulmonary disease (COPD), acute exacerbation of COPD,
emphysema, chronic bronchitis, asthma, status asthmaticus, asthma-COPD overlap syndrome (ACOS),
cough, lung cancer, interstitial lung disease, or pulmonary fibrosis. The lung disorder may include an
obstructive airway disorder such as COPD or asthma. In some embodiments, the lung disorder includes
COPD. In some embodiments, the lung disorder includes acute exacerbation of COPD. In some
embodiments, the lung disorder includes emphysema. In some embodiments, the lung disorder includes
chronic bronchitis. In some embodiments, the lung disorder includes asthma. In some embodiments, the
lung disorder includes status asthmaticus. In some embodiments, the lung disorder includes ACOS. In
some embodiments, the lung disorder includes cough. In some embodiments, the lung disorder includes
lung cancer. In some embodiments, the lung disorder includes interstitial lung disease. In some
embodiments, the lung disorder includes pulmonary fibrosis. The lung disorder may result from smoking,
or from smoke inhalation.

B.  Subjects
[00182]  Some embodiments of the methods described herein include treatment of a subject. Non-
limiting examples of subjects include vertebrates, animals, mammals, dogs, cats, cattle, rodents, mice,
rats, primates, monkeys, and humans. In some embodiments, the subject is a vertebrate. In some
embodiments, the subject is an animal. In some embodiments, the subject is a mammal. In some
embodiments, the subject is a dog. In some embodiments, the subject is a cat. In some embodiments, the
subject is a cattle. In some embodiments, the subject is a mouse. In some embodiments, the subject is a
rat. In some embodiments, the subject is a primate. In some embodiments, the subject is a monkey. In
some embodiments, the subject is an animal, a mammal, a dog, a cat, cattle, arodent, a mouse, arat, a
primate, or a monkey. In some embodiments, the subject is a human. In some embodiments, the subject is
male. In some embodiments, the subject is female. In some embodiments, the subject is an adult (e.g. at
least 18 years old).

C. Baseline measurements
[00183]  Some embodiments of the methods described herein include obtaining a baseline
measurement from a subject. For example, in some embodiments, a baseline measurement is obtained
from the subject prior to treating the subject. Non-limiting examples of baseline measurements include a
baseline lung function measurement, a baseline leukocyte measurement, a baseline chronic obstructive
pulmonary disease (COPD) exacerbation measurement, a baseline asthma exacerbation measurement, a
baseline MSP measurement, or a baseline AS71 mRNA measurement.
[00184]  Insome embodiments, the baseline measurement is obtained directly from the subject. In
some embodiments, the baseline measurement is obtained by observation, for example by observation of
the subject or of the subject’s tissue. In some embodiments, the baseline measurement is obtained

noninvasively using an imaging device.
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[00185]  Insome embodiments, the baseline measurement is obtained in a sample from the subject. In

some embodiments, the baseline measurement is obtained in one or more histological tissue sections. In
some embodiments, the baseline measurement is obtained by performing an assay such as an
immunoassay, a colorimetric assay, or a fluorescence assay, on the sample obtained from the subject. In
some embodiments, the baseline measurement is obtained by an immunoassay, a colorimetric assay, a
fluorescence assay, or a chromatography (e.g. HPLC) assay. In some embodiments, the baseline
measurement is obtained by PCR.

[00186]  Insome embodiments, the baseline measurement is a baseline lung function measurement. In
some embodiments, the baseline measurement is a baseline spirometry measurement. The baseline
spirometry measurement may be obtained using a spirometer. The spirometer may generate a spirogram
comprising a volume-time curve or a flow-volume loop. In some embodiments, the baseline spirometry
measurement is obtained by having the subject breathe into a spirometer sensor. Examples of baseline
spirometry measurements may include a baseline forced expiratory volume in 1 second (FEV1)
measurement, a baseline forced expiratory volume in 1 second percent predicted (FEV1pp) measurement,
a baseline forced vital capacity (FVC) measurement, a baseline FEV1/FVC ratio, a baseline forced
expiratory volume, or a baseline peak expiratory flow measurement. In some embodiments, the baseline
measurement includes a baseline forced expiratory volume in 1 second (FEV1) measurement. In some
embodiments, the baseline measurement includes a baseline forced expiratory volume in 1 second percent
predicted (FEV1pp) measurement. In some embodiments, the baseline measurement includes a baseline
forced vital capacity (FVC) measurement. In some embodiments, the baseline measurement includes a
baseline FEV1/FVC ratio. The baseline FEV1/FVC ratio may be below 70% or below 80%, in some
cases. In some embodiments, the baseline measurement includes a baseline forced expiratory volume. In
some embodiments, the baseline measurement includes a baseline peak expiratory flow measurement.
[00187]  Insome embodiments, the baseline measurement includes a baseline leukocyte
measurement. In some embodiments, the baseline leukocyte measurement includes a baseline circulating
leukocyte measurement. In some embodiments, the baseline leukocyte measurement includes a baseline
lung tissue leukocyte measurement. In some embodiments, the baseline leukocyte measurement includes a
baseline lung fluid (e.g. bronchoalveolar fluid) leukocyte measurement. In some embodiments, the
baseline leukocyte measurement includes a baseline leukocyte count. In some embodiments, the baseline
leukocyte measurement includes a baseline leukocyte concentration. In some embodiments, the baseline
leukocyte measurement includes a baseline leukocyte percentage. The percentage may be in relation to
other cells. Examples of leukocytes that may be included in the baseline leukocyte measurement include
neutrophils, eosinophils, basophils, monocytes, or lymphocytes. The leukocytes may include neutrophils.
The leukocytes may include eosinophils. The leukocytes may include basophils. The leukocytes may
include monocytes. The leukocytes may include lymphocytes. In some embodiments, the baseline
leukocyte measurement is obtained by an assay such as an immunoassay, a colorimetric assay, or a
fluorescence assay. In some embodiments, the baseline leukocyte measurement is high, relative to a

control leukocyte measurement. For example, a subject who has not been treated with a composition
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described herein and who has an inflammatory lung disorder may have a high leukocyte count in the

subject’s blood or lungs. In some embodiments, the baseline leukocyte measurement is determined in lung
tissue or a lung fluid such as bronchoalveolar fluid, and may include a baseline measurement of
neutrophils and macrophages.

[00188]  Insome embodiments, the baseline measurement includes a baseline chronic obstructive
pulmonary disease (COPD) exacerbation measurement. A COPD exacerbation may include a COPD
flare-up such as an acute increase in severity of a respiratory symptom such as difficulty breathing. The
baseline COPD exacerbation measurement may include a baseline number of COPD flare-ups, and may
be included in a given time frame such as flare-ups per day, week, month, or year. The baseline COPD
exacerbation measurement may include a baseline frequency of COPD exacerbations. The baseline COPD
exacerbation measurement may include a baseline measurement of worsening of a respiratory symptom,
such as increased dyspnea, cough, sputum volume, or sputum purulence. The baseline COPD
exacerbation measurement may include a baseline measurement of an event such as when a the subject’s
conditions change enough to require a change in treatment. The baseline COPD exacerbation
measurement may include a baseline peak flow test, a baseline breath nitric oxide measurement, or a
baseline blood oxygen level test.

[00189]  Insome embodiments, the baseline measurement includes a baseline asthma exacerbation
measurement. An asthma exacerbation may include an asthma attack, for example narrowing of a
bronchial tube that causes difficulty breathing. The baseline asthma exacerbation measurement may
include a baseline number of number of asthma attacks, and may be included in a given time frame such
as flare-ups per day, week, month, or year. The baseline asthma exacerbation measurement may include a
baseline frequency of asthma exacerbations. The baseline asthma exacerbation measurement may include
a baseline bronchial tube measurement such as a bronchial tube diameter, a bronchial tube circumference,
or a bronchial tube area measurement. The baseline asthma exacerbation measurement may include a
baseline amount of bronchial tube narrowing, such as a percent constriction. The baseline asthma
exacerbation measurement may include a baseline wheezing measurement, a baseline coughing
measurement, a baseline chest tightening measurement, a baseline shortness of breath measurement, a
baseline agitation measurement, a baseline hyperventilation measurement, a baseline heart rate
measurement, a baseline lung function measurement, or a baseline measurement of difficulty speaking or
breathing. The baseline asthma exacerbation measurement may include a baseline peak flow test, a
baseline breath nitric oxide measurement, or a baseline blood oxygen level test.

[00190] In some embodiments, the baseline measurement is a baseline MSP measurement. In some
embodiments, the baseline MSP measurement comprises a baseline MSP level. In some embodiments, the
baseline MSP level is indicated as a mass or percentage of MSP per sample weight. In some
embodiments, the baseline MSP level is indicated as a mass or percentage of MSP per sample volume. In
some embodiments, the baseline MSP level is indicated as a mass or percentage of MSP per total protein

within the sample. In some embodiments, the baseline MSP measurement is a baseline circulating MSP
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measurement. In some embodiments, the baseline MSP measurement is obtained by an assay such as an

immunoassay, a colorimetric assay, or a fluorescence assay.

[00191] Insome embodiments, the baseline measurement is a baseline AZS7/ mRNA measurement. In
some embodiments, the baseline AM/S7/ mRNA measurement comprises a baseline MS7/ mRNA level. In
some embodiments, the baseline AMS7/ mRNA level is indicated as an amount or percentage of MST'1
mRNA per sample weight. In some embodiments, the baseline MS77 mRNA level is indicated as an
amount or percentage of MSTI mRNA per sample volume. In some embodiments, the baseline MS7'/
mRNA level is indicated as an amount or percentage of MST/ mRNA per total mRNA within the sample.
In some embodiments, the baseline AS7T7 mRNA level is indicated as an amount or percentage of MST/
mRNA per total nucleic acids within the sample. In some embodiments, the baseline AZS7T/ mRNA level
is indicated relative to another mRNA level, such as an mRNA level of a housekeeping gene, within the
sample. In some embodiments, the baseline MS7T7 mRNA measurement is obtained by an assay such as a
polymerase chain reaction (PCR) assay. In some embodiments, the PCR comprises quantitative PCR
(qPCR). In some embodiments, the PCR comprises reverse transcription of the AMS7/ mRNA.

[00192]  Some embodiments of the methods described herein include obtaining a sample from a
subject. In some embodiments, the baseline measurement is obtained in a sample obtained from the
subject. In some embodiments, the sample is obtained from the subject prior to administration or
treatment of the subject with a composition described herein. In some embodiments, a baseline
measurement is obtained in a sample obtained from the subject prior to administering the composition to
the subject.

[00193]  Insome embodiments, the sample comprises a fluid. In some embodiments, the sample is a
fluid sample. For example, the baseline MSP measurement may be obtained in a fluid sample obtained
from the patient. In some embodiments, the baseline MS77 mRNA measurement is obtained in a fluid
sample. In some embodiments, the sample is a blood, plasma, or serum sample. In some embodiments, the
baseline MST1 mRNA measurement is obtained in a fluid sample. In some embodiments, the sample
comprises blood. In some embodiments, the sample is a blood sample. In some embodiments, the sample
is a whole-blood sample. In some embodiments, the blood is fractionated or centrifuged. In some
embodiments, the sample comprises plasma. In some embodiments, the sample is a plasma sample. A
blood sample may be a plasma sample. In some embodiments, the sample comprises serum. In some
embodiments, the sample is a serum sample. A blood sample may be a serum sample. In some
embodiments, the fluid sample includes a lung fluid sample. In some embodiments, the lung fluid sample
includes alveolar fluid. In some embodiments, the lung fluid sample includes bronchial fluid. In some
embodiments, the lung fluid sample includes bronchoalveolar fluid. The lung fluid may be obtained viaa
lavage method such as a bronchoalveolar lavage method. The lavage method may include the use of a
bronchoscope.

[00194]  Insome embodiments, the sample comprises a tissue. In some embodiments, the sample is a
tissue sample. In some embodiments, the tissue comprises liver, lung, or vascular tissue. For example, the

baseline MS7/ mRNA measurement, or the baseline MSP measurement, may be obtained in a lung or

-85-



WO 2022/266037 PCT/US2022/033344
liver sample obtained from the patient. In some embodiments, the tissue comprises liver tissue. The liver

may include hepatocytes. In some embodiments, the tissue comprises lung tissue. The lung may include
lung epithelial cells, type I alveolar cells, type IT alveolar cells, macrophages, alveolar macrophages,
goblet cells, club cells, or fibroblasts. In some embodiments, the tissue comprises vascular tissue. The
vascular tissue may include vascular endothelial cells. For example, the lung tissue may include vascular
endothelial cells.
[00195]  Insome embodiments, the sample includes cells. In some embodiments, the sample comprises
a cell. In some embodiments, the cell is aliver cell. In some embodiments, the liver cell is a hepatocyte. In
some embodiments, the cell is alung cell. In some embodiments, the lung cell is a lung epithelial cell. In
some embodiments, the lung cell is a type I alveolar cell. In some embodiments, the lung cell is a type II
alveolar cell. In some embodiments, the lung cell is a macrophage. In some embodiments, the lung cell is
a alveolar macrophage. In some embodiments, the lung cell is a goblet cell. In some embodiments, the
lung cell is a club cell. In some embodiments, the lung cell is a fibroblast. In some embodiments, the cell
1s a vasculature cell. In some embodiments, the vasculature cell is an endothelial cell.

D. Effects
[00196] Insome embodiments, the composition or administration of the composition affects a
measurement such as a lung function measurement, a leukocyte measurement, a chronic obstructive
pulmonary disease (COPD) exacerbation measurement, an asthma exacerbation measurement, a MSP
measurement (for example, circulating or tissue MSP levels), or a AMST/ mRNA measurement, relative to
the baseline measurement.
[00197]  Some embodiments of the methods described herein include obtaining the measurement from
a subject. For example, the measurement may be obtained from the subject after treating the subject. In
some embodiments, the measurement is obtained in a second sample (such as a fluid or tissue sample
described herein) obtained from the subject after the composition is administered to the subject. In some
embodiments, the measurement is an indication that the disorder has been treated.
[00198]  Insome embodiments, the measurement is obtained directly from the subject. In some
embodiments, the measurement is obtained noninvasively using an imaging device. In some
embodiments, the measurement is obtained in a second sample from the subject. In some embodiments,
the measurement is obtained in one or more histological tissue sections. In some embodiments, the
measurement is obtained by performing an assay on the second sample obtained from the subject. In
some embodiments, the measurement is obtained by an assay, such as an assay described herein. In some
embodiments, the assay is an immunoassay, a colorimetric assay, a fluorescence assay, a chromatography
(e.g. HPLC) assay, or aPCR assay. In some embodiments, the measurement is obtained by an assay such
as an immunoassay, a colorimetric assay, a fluorescence assay, or a chromatography (e.g. HPLC) assay.
In some embodiments, the measurement is obtained by PCR. In some embodiments, the measurement is
obtained by histology. In some embodiments, the measurement is obtained by observation. In some

embodiments, additional measurements are made, such as in a 3rd sample, a 4th sample, or a fifth sample.
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[00199]  Insome embodiments, the measurement is obtained within 1 hour, within 2 hours, within 3

hours, within 4 hours, within 5 hours, within 6 hours, within 12 hours, within 18 hours, or within 24 hours
after the administration of the composition. In some embodiments, the measurement is obtained within 1
day, within 2 days, within 3 days, within 4 days, within 5 days, within 6 days, or within 7 days after the
administration of the composition. In some embodiments, the measurement is obtained within 1 week,
within 2 weeks, within 3 weeks, within 1 month, within 2 months, within 3 months, within 6 months,
within 1 year, within 2 years, within 3 years, within 4 years, or within 5 years after the administration of
the composition. In some embodiments, the measurement is obtained after 1 hour, after 2 hours, after 3
hours, after 4 hours, after 5 hours, after 6 hours, after 12 hours, after 18 hours, or after 24 hours after the
administration of the composition. In some embodiments, the measurement is obtained after 1 day, after 2
days, after 3 days, after 4 days, after 5 days, after 6 days, or after 7 days after the administration of the
composition. In some embodiments, the measurement is obtained after 1 week, after 2 weeks, after 3
weeks, after 1 month, after 2 months, after 3 months, after 6 months, after 1 year, after 2 years, after 3
years, after 4 years, or after 5 years, following the administration of the composition.

[00200] Insome embodiments, the composition reduces the measurement relative to the baseline
measurement. For example, an adverse phenotype of alung disorder may be reduced upon administration
of the composition. In some embodiments, the reduction is measured in a second sample obtained from
the subject after administering the composition to the subject. In some embodiments, the reduction is
measured directly in the subject after administering the composition to the subject. In some embodiments,
the measurement is decreased by about 2.5% or more, about 5% or more, or about 7.5% or more, relative
to the baseline measurement. In some embodiments, the measurement is decreased by about 10% or more,
relative to the baseline measurement. In some embodiments, the measurement is decreased by about 20%
or more, about 30% or more, about 40% or more, about 50% or more, about 60% or more, about 70% or
more, about 80% or more, about 90% or more, relative to the baseline measurement. In some
embodiments, the measurement is decreased by no more than about 2.5%, no more than about 5%, or no
more than about 7.5%, relative to the baseline measurement. In some embodiments, the measurement is
decreased by no more than about 10%, relative to the baseline measurement. In some embodiments, the
measurement is decreased by no more than about 20%, no more than about 30%, no more than about
40%, no more than about 50%, no more than about 60%, no more than about 70%, no more than about
80%, no more than about 90%, or no more than about 100% relative to the baseline measurement. In some
embodiments, the measurement is decreased by 2.5%, 5%, 7.5%, 10%, 20%, 30%, 40%, 50%, 60%, 70%,
80%, 90%, or 100%, or by arange defined by any of the two aforementioned percentages.

[00201]  Insome embodiments, the composition increases the measurement relative to the baseline
measurement. For example, a protective lung phenotype may be increased upon administration of the
composition. In some embodiments, the increase is measured in a second sample obtained from the
subject after administering the composition to the subject. In some embodiments, the increase is measured
directly in the subject after administering the composition to the subject. In some embodiments, the

measurement is increased by about 2.5% or more, about 5% or more, or about 7.5% or more, relative to
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the baseline measurement. In some embodiments, the measurement is increased by about 10% or more,
relative to the baseline measurement. In some embodiments, the measurement is increased by about 20%
or more, about 30% or more, about 40% or more, about 50% or more, about 60% or more, about 70% or
more, about 80% or more, about 90% or more, relative to the baseline measurement. In some
embodiments, the measurement is increased by about 100% or more, increased by about 250% or more,
increased by about 500% or more, increased by about 750% or more, or increased by about 1000% or
more, relative to the baseline measurement. In some embodiments, the measurement is increased by no
more than about 2.5%, no more than about 5%, or no more than about 7.5%, relative to the baseline
measurement. In some embodiments, the measurement is increased by no more than about 10%, relative
to the baseline measurement. In some embodiments, the measurement is increased by no more than about
20%, no more than about 30%, no more than about 40%, no more than about 50%, no more than about
60%, no more than about 70%, no more than about 80%, no more than about 90%, or no more than about
100% relative to the baseline measurement. In some embodiments, the measurement is increased by no
more than about 100%, increased by no more than about 250%, increased by no more than about 500%,
increased by no more than about 750%, or increased by no more than about 1000%, relative to the
baseline measurement. In some embodiments, the measurement is increased by 2.5%, 5%, 7.5%, 10%,
20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 100%, 250%, 500%, 750%, or 1000%, or by a range
defined by any of the two aforementioned percentages.

[00202] Insome embodiments, the measurement is a lung function measurement. In some
embodiments, the measurement is a spirometry measurement. The spirometry measurement may be
obtained using a spirometer. The spirometer may generate a spirogram comprising a volume-time curve or
a flow-volume loop. In some embodiments, the spirometry measurement is obtained by having the subject
breathe into a spirometer sensor. Examples of spirometry measurements may include a forced expiratory
volume in 1 second (FEV1) measurement, a forced expiratory volume in 1 second percent predicted
(FEV1pp) measurement, a forced vital capacity (FVC) measurement, a FEV1/FVC ratio, a forced
expiratory volume, or a peak expiratory flow measurement. In some embodiments, the measurement
includes a forced expiratory volume in 1 second (FEV 1) measurement. In some embodiments, the
measurement includes a forced expiratory volume in 1 second percent predicted (FEV1pp) measurement.
In some embodiments, the measurement includes a forced vital capacity (FVC) measurement. In some
embodiments, the measurement includes a FEV 1/FVC ratio. The FEV1/FVC ratio may be below 70% or
below 80%, in some cases. In some embodiments, the measurement includes a forced expiratory volume.
In some embodiments, the measurement includes a peak expiratory flow measurement.

[00203] Insome embodiments, the composition increases the lung function measurement relative to
the baseline lung function measurement. In some embodiments, the increase is measured directly in the
subject after administering the composition to the subject. In some embodiments, the lung function
measurement is increased by about 2.5% or more, about 5% or more, or about 7.5% or more, relative to
the baseline lung function measurement. In some embodiments, the lung function measurement is

increased by about 10% or more, relative to the baseline lung function measurement. Insome

-88-



WO 2022/266037 PCT/US2022/033344
embodiments, the lung function measurement is increased by about 20% or more, about 30% or more,

about 40% or more, about 50% or more, about 60% or more, about 70% or more, about 80% or more,
about 90% or more, relative to the baseline lung function measurement. In some embodiments, the lung
function measurement is increased by about 100% or more, increased by about 250% or more, increased
by about 500% or more, increased by about 750% or more, or increased by about 1000% or more, relative
to the baseline lung function measurement. In some embodiments, the lung function measurement is
increased by no more than about 2.5%, no more than about 5%, or no more than about 7.5%, relative to
the baseline lung function measurement. In some embodiments, the lung function measurement is
increased by no more than about 10%, relative to the baseline lung function measurement. In some
embodiments, the lung function measurement is increased by no more than about 20%, no more than
about 30%, no more than about 40%, no more than about 50%, no more than about 60%, no more than
about 70%, no more than about 80%, no more than about 90%, or no more than about 100% relative to the
baseline lung function measurement. In some embodiments, the lung function measurement is increased
by no more than about 100%, increased by no more than about 250%, increased by no more than about
500%, increased by no more than about 750%, or increased by no more than about 1000%, relative to the
baseline lung function measurement. In some embodiments, the lung function measurement is increased
by 2.5%, 5%, 7.5%, 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, 100%, 250%, 500%, 750%, or
1000%, or by arange defined by any of the two aforementioned percentages.

[00204]  In some embodiments, the measurement includes a leukocyte measurement. In some
embodiments, the leukocyte measurement includes a circulating leukocyte measurement. In some
embodiments, the leukocyte measurement includes a lung tissue leukocyte measurement. In some
embodiments, the leukocyte measurement includes a lung fluid (e.g. bronchoalveolar fluid) leukocyte
measurement. In some embodiments, the leukocyte measurement includes a leukocyte count. In some
embodiments, the leukocyte measurement includes a leukocyte concentration. In some embodiments, the
leukocyte measurement includes a leukocyte percentage. The percentage may be in relation to other cells.
Examples of leukocytes that may be included in the leukocyte measurement include neutrophils,
eosinophils, basophils, monocytes, or lymphocytes. The leukocytes may include neutrophils. The
leukocytes may include eosinophils. The leukocytes may include basophils. The leukocytes may include
monocytes. The leukocytes may include lymphocytes. In some embodiments, the leukocyte measurement
is obtained by an assay such as an immunoassay, a colorimetric assay, or a fluorescence assay. In some
embodiments, the leukocyte measurement is normal, relative to a control leukocyte measurement. For
example, a subject who has been treated with a composition described herein and who has an
inflammatory lung disorder may have had a high leukocyte count that is now low or normal. In some
embodiments, the leukocyte measurement is determined in lung tissue or a lung fluid such as
bronchoalveolar fluid, and may include a measurement of neutrophils and macrophages.

[00205]  Insome embodiments, the composition reduces the leukocyte measurement relative to the
baseline leukocyte measurement. In some embodiments, the reduction is measured in a second sample

obtained from the subject after administering the composition to the subject. In some embodiments, the

-80-



WO 2022/266037 PCT/US2022/033344
leukocyte measurement is decreased by about 2.5% or more, about 5% or more, or about 7.5% or more,

relative to the baseline leukocyte measurement. In some embodiments, the leukocyte measurement is
decreased by about 10% or more, relative to the baseline leukocyte measurement. In some embodiments,
the leukocyte measurement is decreased by about 20% or more, about 30% or more, about 40% or more,
about 50% or more, about 60% or more, about 70% or more, or about 80% or more, relative to the
baseline leukocyte measurement. In some embodiments, the leukocyte measurement is decreased by no
more than about 2.5%, no more than about 5%, or no more than about 7.5%, relative to the baseline
leukocyte measurement. In some embodiments, the leukocyte measurement is decreased by no more than
about 10%, relative to the baseline leukocyte measurement. In some embodiments, the leukocyte
measurement is decreased by no more than about 20%, no more than about 30%, no more than about
40%, no more than about 50%, no more than about 60%, no more than about 70%, or no more than about
80%, relative to the baseline leukocyte measurement. In some embodiments, the leukocyte measurement
is decreased by 2.5%, 5%, 7.5%, 10%, 20%, 30%, 40%, 50%, 60%, 70%, 80%, 90%, or 100%, or by a
range defined by any of the two aforementioned percentages. In some embodiments, the leukocyte
measurement is increased by any of the aforementioned percentages or ranges of percentages, relative to
the baseline leukocyte measurement.

[00206] Insome embodiments, the measurement includes a chronic obstructive pulmonary disease
(COPD) exacerbation measurement. A COPD exacerbation may include a COPD flare-up such as an
acute increase in severity of a respiratory symptom such as difficulty breathing. The COPD exacerbation
measurement may include a number of COPD flare-ups, and may be included in a given time frame such
as flare-ups per day, week, month, or year. The COPD exacerbation measurement may include a
frequency of COPD exacerbations. The COPD exacerbation measurement may include a measurement of
worsening of a respiratory symptom, such as increased dyspnea, cough, sputum volume, or sputum
purulence. The COPD exacerbation measurement may include a measurement of an event such as when a
the subject’s conditions change enough to require a change in treatment. The COPD exacerbation
measurement may include a peak flow test, a breath nitric oxide measurement, or a blood oxygen level
test.

[00207]  Insome embodiments, the composition reduces the COPD exacerbation measurement relative
to the baseline COPD exacerbation measurement. In some embodiments, the reduction is measured in a
second sample obtained from the subject after administering the composition to the subject. In some
embodiments, the reduction is measured directly in the subject after administering the composition to the
subject. In some embodiments, the COPD exacerbation measurement is decreased by about 2.5% or more,
about 5% or more, or about 7.5% or more, relative to the baseline COPD exacerbation measurement. In
some embodiments, the COPD exacerbation measurement is decreased by about 10% or more, relative to
the baseline COPD exacerbation measurement. In some embodiments, the COPD exacerbation
measurement is decreased by about 20% or more, about 30% or more, about 40% or more, about 50% or
more, about 60% or more, about 70% or more, about 80% or more, about 90% or more, relative to the

baseline COPD exacerbation measurement. In some embodiments, the COPD exacerbation measurement
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is decreased by no more than about 2.5%, no more than about 5%, or no more than about 7.5%, relative to

the baseline COPD exacerbation measurement. In some embodiments, the COPD exacerbation
measurement is decreased by no more than about 10%, relative to the baseline COPD exacerbation
measurement. In some embodiments, the COPD exacerbation measurement is decreased by no more than
about 20%, no more than about 30%, no more than about 40%, no more than about 50%, no more than
about 60%, no more than about 70%, no more than about 80%, no more than about 90%, or no more than
about 100% relative to the baseline COPD exacerbation measurement. In some embodiments, the COPD
exacerbation measurement is decreased by 2.5%, 5%, 7.5%, 10%, 20%, 30%, 40%, 50%, 60%, 70%,
80%, 90%, or 100%, or by arange defined by any of the two aforementioned percentages.

[00208] Insome embodiments, the measurement includes an asthma exacerbation measurement. An
asthma exacerbation may include an asthma attack, for example narrowing of a bronchial tube that causes
difficulty breathing. The asthma exacerbation measurement may include a number of number of asthma
attacks, and may be included in a given time frame such as flare-ups per day, week, month, or year. The
asthma exacerbation measurement may include a bronchial tube measurement such as a bronchial tube
diameter, a bronchial tube circumference, or a bronchial tube area measurement. The asthma exacerbation
measurement may include an amount of bronchial tube narrowing, such as a percent constriction. The
asthma exacerbation measurement may include a wheezing measurement, a coughing measurement, a
chest tightening measurement, a shortness of breath measurement, a agitation measurement, a
hyperventilation measurement, a heart rate measurement, a lung function measurement, or a measurement
of difficulty speaking or breathing. The asthma exacerbation measurement may include a peak flow test, a
breath nitric oxide measurement, or a blood oxygen level test.

[00209] Insome embodiments, the composition reduces the asthma exacerbation measurement
relative to the baseline asthma exacerbation measurement. In some embodiments, the reduction is
measured in a second sample obtained from the subject after administering the composition to the subject.
In some embodiments, the reduction is measured directly in the subject after administering the
composition to the subject. In some embodiments, the asthma exacerbation measurement is decreased by
about 2.5% or more, about 5% or more, or about 7.5% or more, relative to the baseline asthma
exacerbation measurement. In some embodiments, the asthma exacerbation measurement is decreased by
about 10% or more, relative to the baseline asthma exacerbation measurement. In some embodiments, the
asthma exacerbation measurement is decreased by about 20% or more, about 30% or more, about 40% or
more, about 50% or more, about 60% or more, about 70% or more, about 80% or more, about 90% or
more, relative to the baseline asthma exacerbation measurement. In some embodiments, the asthma
exacerbation measurement is decreased by no more than about 2.5%, no more than about 5%, or no more
than about 7.5%, relative to the baseline asthma exacerbation measurement. In some embodiments, the
asthma exacerbation measurement is decreased by no more than about 10%, relative to the baseline
asthma exacerbation measurement. In some embodiments, the asthma exacerbation measurement is
decreased by no more than about 20%, no more than about 30%, no more than about 40%, no more than

about 50%, no more than about 60%, no more than about 70%, no more than about 80%, no more than

91-



WO 2022/266037 PCT/US2022/033344
about 90%, or no more than about 100% relative to the baseline asthma exacerbation measurement. In

some embodiments, the asthma exacerbation measurement is decreased by 2.5%, 5%, 7.5%, 10%, 20%,
30%, 40%, 50%, 60%, 70%, 80%, 90%, or 100%, or by arange defined by any of the two aforementioned
percentages.

[00210]  Insome embodiments, the measurement is an MSP measurement. In some embodiments, the
MSP measurement comprises an MSP level. In some embodiments, the MSP level is indicated as a mass
or percentage of MSP per sample weight. In some embodiments, the MSP level is indicated as a mass or
percentage of MSP per sample volume. In some embodiments, the MSP level is indicated as a mass or
percentage of MSP per total protein within the sample. In some embodiments, the MSP measurement is a
circulating MSP measurement. In some embodiments, the MSP measurement is obtained by an assay such
as an immunoassay, a colorimetric assay, or a fluorescence assay.

[00211]  Insome embodiments, the composition reduces the MSP measurement relative to the baseline
MSP measurement. In some embodiments, the composition reduces circulating MSP levels relative to
the baseline MSP measurement. In some embodiments, the composition reduces tissue MSP levels
relative to the baseline MSP measurement. In some embodiments, the reduced MSP levels are measured
in a second sample obtained from the subject after administering the composition to the subject. In some
embodiments, the second sample is a blood, serum, plasma, liver, or lung sample. In some embodiments,
the MSP measurement is decreased by about 2.5% or more, about 5% or more, or about 7.5% or more,
relative to the baseline MSP measurement. In some embodiments, the MSP measurement is decreased by
about 10% or more, relative to the baseline MSP measurement. In some embodiments, the MSP
measurement is decreased by about 20% or more, about 30% or more, about 40% or more, about 50% or
more, about 60% or more, about 70% or more, about 80% or more, about 90% or more, or about 100%,
relative to the baseline MSP measurement. In some embodiments, the MSP measurement is decreased by
no more than about 2.5%, no more than about 5%, or no more than about 7.5%, relative to the baseline
MSP measurement. In some embodiments, the MSP measurement is decreased by no more than about
10%, relative to the baseline MSP measurement. In some embodiments, the MSP measurement is
decreased by no more than about 20%, no more than about 30%, no more than about 40%, no more than
about 50%, no more than about 60%, no more than about 70%, no more than about 80%, no more than
about 90%, or no more than about 100% relative to the baseline MSP measurement. In some
embodiments, the MSP measurement is decreased by 2.5%, 5%, 7.5%, 19%, 20%, 30%, 40%, 50%, 60%,
70%, 80%, 90%, or 100%, or by arange defined by any of the two aforementioned percentages.

[00212]  Insome embodiments, the measurement is an MS7/ mRNA measurement. In some
embodiments, the AMS77 mRNA measurement comprises an MS7/ mRNA level. In some embodiments,
the MST! mRNA level is indicated as an amount or percentage of MS7T/ mRNA per sample weight. In
some embodiments, the MST'/ mRNA level is indicated as an amount or percentage of MS71 mRNA per
sample volume. In some embodiments, the MS77 mRNA level is indicated as an amount or percentage of
MST1 mRNA per total mRNA within the sample. In some embodiments, the MS7/ mRNA level is

indicated as an amount or percentage of MS7/ mRNA per total nucleic acids within the sample. In some
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embodiments, the AZS7T' mRNA level is indicated relative to another mRNA level, such as an mRNA

level of a housekeeping gene, within the sample. In some embodiments, the MS77 mRNA measurement is
obtained by an assay such as a PCR assay. In some embodiments, the PCR comprises qPCR. In some
embodiments, the PCR comprises reverse transcription of the MS77/ mRNA.

[00213]  Insome embodiments, the composition reduces the AMS7/ mRNA measurement relative to the
baseline MST! mRNA measurement. In some embodiments, the MST/ mRNA measurement is obtained
in a second sample obtained from the subject after administering the composition to the subject. In some
embodiments, the composition reduces MST! mRNA levels relative to the baseline MS7/ mRNA levels.
In some embodiments, the reduced AMS7/ mRNA levels are measured in a second sample obtained from
the subject after administering the composition to the subject. In some embodiments, the second sample is
a lung sample. In some embodiments, the second sample is a liver sample. In some embodiments, the
MSTI mRNA measurement is reduced by about 2.5% or more, about 5% or more, or about 7.5% or more,
relative to the baseline MST/ mRNA measurement. In some embodiments, the AM/ST/ mRNA
measurement is decreased by about 10% or more, relative to the baseline AMST! mRNA measurement. In
some embodiments, the A/ST7 mRNA measurement is decreased by about 20% or more, about 30% or
more, about 40% or more, about 50% or more, about 60% or more, about 70% or more, about 80% or
more, about 90% or more, or about 100%, relative to the baseline AMS7T7 mRNA measurement. In some
embodiments, the MS7/ mRNA measurement is decreased by no more than about 2.5%, no more than
about 5%, or no more than about 7.5%, relative to the baseline AMS7T/ mRNA measurement. In some
embodiments, the AMS7/ mRNA measurement is decreased by no more than about 10%, relative to the
baseline MST! mRNA measurement. In some embodiments, the MST! mRNA measurement is decreased
by no more than about 20%, no more than about 30%, no more than about 40%, no more than about 50%,
no more than about 60%, no more than about 70%, no more than about 80%, no more than about 90%, or
no more than about 100%, relative to the baseline MST/ mRNA measurement. In some embodiments, the
MSTI mRNA measurement is decreased by 2.5%, 5%, 7.5%, 10%, 20%, 30%, 40%, 50%, 60%, 70%,
80%, 90%, or 100% or by arange defined by any of the two aforementioned percentages.

III. DEFINITIONS

[00214]  Unless defined otherwise, all terms of art, notations and other technical and scientific terms
or terminology used herein are intended to have the same meaning as is commonly understood by one of
ordinary skill in the art to which the claimed subject matter pertains. In some cases, terms with commonly
understood meanings are defined herein for clarity and/or for ready reference, and the inclusion of such
definitions herein should not necessarily be construed to represent a substantial difference over what is
generally understood in the art.

[00215]  Throughout this application, various embodiments may be presented in a range format. It
should be understood that the description in range format is merely for convenience and brevity and
should not be construed as an inflexible limitation on the scope of the disclosure. Accordingly, the
description of a range should be considered to have specifically disclosed all the possible subranges as

well as individual numerical values within that range. For example, description of a range such as from 1
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to 6 should be considered to have specifically disclosed subranges such as from 1 to 3, from 1 to 4, from 1
to 5, from 2 to 4, from 2 to 6, from 3 to 6 etc., as well as individual numbers within that range, for
example, 1, 2, 3, 4, 5, and 6. This applies regardless of the breadth of the range.
[00216]  As used in the specification and claims, the singular forms “a”, “an” and “the” include plural
references unless the context clearly dictates otherwise. For example, the term “a sample” includes a

plurality of samples, including mixtures thereof.

99 < 5% ¢ 99 ¢

[00217]  The terms “determining,” “measuring,” “evaluating,” “assessing,” “assaying,” and
“analyzing” are often used interchangeably herein to refer to forms of measurement. The terms include
determining if an element is present or not (for example, detection). These terms can include quantitative,
qualitative or quantitative and qualitative determinations. Assessing can be relative or absolute.
“Detecting the presence of” can include determining the amount of something present in addition to
determining whether it is present or absent depending on the context.

[00218]  The terms “subject,” and “patient” may be used interchangeably herein. A “subject” can be a
biological entity containing expressed genetic materials. The biological entity can be a plant, animal, or
microorganism, including, for example, bacteria, viruses, fungi, and protozoa. The subject can be a
mammal. The mammal can be a human. The subject may be diagnosed or suspected of being at high risk
for a disease. In some cases, the subject is not necessarily diagnosed or suspected of being at high risk for
the disease.

[00219]  As used herein, the term “about’ a number refers to that number plus or minus 10% of that
number. The term “about” a range refers to that range minus 10% of its lowest value and plus 10% of its
greatest value.

[00220]  As used herein, the terms “treatment” or “treating” are used in reference to a pharmaceutical
or other intervention regimen for obtaining beneficial or desired results in the recipient. Beneficial or
desired results include but are not limited to a therapeutic benefit and/or a prophylactic benefit. A
therapeutic benefit may refer to eradication or amelioration of symptoms or of an underlying disorder
being treated. Also, a therapeutic benefit can be achieved with the eradication or amelioration of one or
more of the physiological symptoms associated with the underlying disorder such that an improvement is
observed in the subject, notwithstanding that the subject may still be afflicted with the underlying
disorder. A prophylactic effect includes delaying, preventing, or eliminating the appearance of a disease
or condition, delaying or eliminating the onset of symptoms of a disease or condition, slowing, halting, or
reversing the progression of a disease or condition, or any combination thereof. For prophylactic benefit, a
subject at risk of developing a particular disease, or to a subject reporting one or more of the physiological
symptoms of a disease may undergo treatment, even though a diagnosis of this disease may not have been
made.

[00221]  Some embodiments refer to nucleic acid sequence information. It is contemplated that in
some embodiments, thymine (T) may be interchanged with uracil (U), or vice versa. For example, some
sequences in the sequence listing may recite Ts, but these may be replaced with Us in some embodiments.

In some oligonucleotides with nucleic acid sequences that include uracil, the uracil may be replaced with
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thymine. Similarly, in some oligonucleotides with nucleic acid sequences that include thymine, the

thymine may be replaced with uracil. In some embodiments, an oligonucleotide such as an siRNA
comprises or consists of RNA. In some embodiments, the oligonucleotide may comprise or consist of
DNA. For example, an ASO may include DNA.

[00222]  The section headings used herein are for organizational purposes only and are not to be

construed as limiting the subject matter described.

VL. EXAMPLES

Example 1: Variants in MST1 demonstrate protective associations for obstructive lung diseases

and related traits

[00223]  Variants in MST! were evaluated for associations with lung diseases and related pulmonary
and leukocyte traits in approximately 382,000 individuals with genotype data from the UK Biobank
cohort. Variants evaluated included: (1) rs142690032, a low-frequency (AAF=0.02) MST'/ stop-gained
variant (Arg651Ter; R651Ter) which prematurely terminates the MST/ protein at amino acid 651, (2)
rs3197999, a common (AAF=0.29) MST] missense variant (Arg703Cys; R703C) which has been
experimentally characterized as a MS7T'/ hypomorph variant and is also aMST! | pQTL, and (3)
rs3020779, acommon (AAF=0.82) MST synonymous variant (Prol 53Pro; P153P) which is aliver and
lung MST1 sQTL and a lung | eQTL for MST'1R, the gene encoding MSP’s receptor. All three variants
were considered hypomorphic or loss-of-function variants that resulted in a decrease in the abundance or
activity of the MST1 gene product.

[00224]  Analyses used a logistic or linear regression model with age, sex and the first ten principal
components of genetic ancestry as covariates. The analyses resulted in identification of associations for
the individual MST! variants (Table 2A, 2B, 2C, and 2D). For example, there were protective
associations with multiple lung-disease-related traits. The evaluated variants were associated with
protection from COPD, asthma and lower risk of inhaled beta agonist prescription (Table 2A and 2B).
Additionally, the evaluated variants were associated with increased lung function (FEV1 and FVC) and
decreased circulating neutrophil counts (Table 2C and 2D).

Table 2A MST1 lung disease associations

R . COPD (n=22,308)
Variant Gene Function AAF
P value OR
rs142690032 | MST! Stop-Gained; R651Ter 0.02 | 4.07E-07 | |0.859
1s3197999 | MST! Missense; R703C; MST1 pQTL 0.29 | 2.16E-05 | |0.962
rs3020779 | MST1 | Synonymous; P153P; MSTI sQTL; MSTIR eQTL | 0.82 | 4.33E-09 | |0.941

-05-




WO 2022/266037 PCT/US2022/033344

Table 2B MST1 lung disease associations

Asthma Family History of | Inhaled Beta Agonist
Variant (n=58,257) COPD (n=60,301) | Medication (n=31,028)
P value OR P value OR P value OR

15142690032 0.004 10.955[ 0.105 10.980 | 4.47E-04 10.931
rs3197999 0.002 10.983 | 0.001 10.984 | 2.56E-06 10.968
rs3020779 | 4.57E-04 | |0.979| 0.004 10.985 | 5.32E-05 10.969

Table 2C MST1 lung function and neutrophil associations

AA FEV1

Variant Gene Function F (n=287,050)
P value | Beta
rs142690032 | MST1 Stop-Gained; R651Ter 0.02 0.003 f 0'501
153197999 | MST! Missense; R703C; MST1 pQTL 0.29 | 3.29E-15 TO'ZOO
3020779 | MSTI Synonymous; P153P; MST1 sQTL; MSTIR 0.82 | 3.06E-10 10.00

eQTL 2

Table 2D MST1 lung function and neutrophil associations
FVC FEVI/FVC Ratio | Neutrophil Count

Variant (n=286,925) (n=286,523) (n=366,089)

P value Beta P value Beta P value Beta
rs142690032 0.002 10.003 0.789 1-0.003 | 0.005 1-0.034
1s3197999 1.03E-11 | 10.002 0.004 10.008 | 8.2E-08 | |-0.018
1s3020779 | 2.41E-06 | 10.001| 9.32E-09 | 10.019 0.01 1-0.010

[00225]  These results indicate that loss-of-function of AST/ results in protection from COPD and
asthma, improved lung function and lower circulating neutrophils, which are an important pro-
inflammatory cell type in obstructive airways disease. These results further indicate that therapeutic

inhibition of MST/ may result in similar disease-protective effects.
Protective variants in MST 1 result in loss of MST 1 protein

[00226] Pre-mRNA expression constructs encoding for wild type and R651Ter (Arg651Ter;
rs142690032) proteins were generated. The pre-mRNA of the protein coding transcript
(ENST00000449682) of MST1, containing the exons, introns, and 5* and 3° UTRs, was cloned into a
pcDNA3. 1(+) vector driven by a CMV promoter. Empty vector was used as control. For R651Ter
expression constructs, the A allele replaced the G allele at DNA sequence position chr3:49684379 (human
genome build 38). This created an R651Ter premature stop codon.

[00227]  Transfections of Huh7 cells were optimized. Huh7 cells were plated in a T75 flask in
complete growth media and grown for 48 hours followed by a media change. Cells were then transfected
with 15 pug of plasmid DNA and 45 pl of TransIT-2020. Cells were incubated for 48 hours, and then

harvested.

-96-



WO 2022/266037 PCT/US2022/033344
[00228]  Cell lysates from transfected cells were assayed to evaluate intracellular MST1 protein by

western blot (FIG. 1). In empty vector transfected Huh7 cells, MST1 was not detectable by western blot.
In cells transfected with the wild type construct, MST1 was detected by western blot as a band around 80
kDa. In cells transfected with the R651Ter construct, MSTI was substantially reduced by western blot
compared with wild type, suggesting the premature stop codon results in loss of MST1 via nonsense
mediated decay or degradation at the protein level.

[00229]  These data provide experimental verification that MST1 gene variants associated with
protection from COPD and asthma, improved lung function and lower circulating neutrophils, result in
loss of MST1 protein abundance or function. Accordingly, in some cases therapeutic inhibition or
modulation of MST1 may be an effective genetically -informed method of treatment for these diseases and

measures.

Example 2: Bioinformatic selection of sequences in order to identify therapeutic siRNAs to

downmodulate expression of the MS7T1 mRNA

[00230]  Screening sets were defined based on bioinformatic analysis. Therapeutic siRNAs were
designed to target human AMST7, and the MST1 sequence of at least one toxicology-relevant species, in
this case, the non-human primates (NHP) rhesus and cynomolgus monkeys. Drivers for the design of the
screening set were predicted specificity of the siRNAs against the transcriptome of the relevant species
as well as cross-reactivity between species. Predicted specificity in human, rhesus monkey, cynomolgus
monkey, mouse and rat was determined for sense (S) and antisense (AS) strands. These were assigned a
“specificity score” which considered a likelihood of unintended downregulation of any other transcript by
full or partial complementarity of an siRNA strand (up to 4 mismatches within positions 2-18) as well as
the number and positions of mismatches. Thus, off-target(s) for antisense and sense strands of each
siRNA were identified. In addition, the number of potential off-targets was used as an additional
specificity factor in the specificity score. Asidentified, siRNAs with high specificity and alow number of
predicted off-targets provide a benefit of increased targeting specificity.

[00231] In addition to selecting siRNA sequences with high sequence specificity to MS7T/ mRNA,
siRNA sequences within the seed region were analyzed for similarity to seed regions of known miRNAs.
siRNAs can function in a miRNA like manner via base-pairing with complementary sequences within the
3’-UTR of mRNA molecules. The complementarity typically encompasses the 5°-bases at positions 2-7 of
the miRNA (seed region). To circumvent siRNAs to act via functional miRNA binding sites, siRNA
strands containing natural miRNA seed regions were avoided. Seed regions identified in miRNAs from
human, mouse, rat, rhesus monkey, dog, rabbit and pig are referred to as “conserved”. Combining the
“specificity score” with miRNA seed analysis yielded a “specificity category”. This is divided into
categories 1-4, with 1 having the highest specificity and 4 having the lowest specificity. Each strand of the
siRNA is assigned to a specificity category.

[00232]  Specificity and species cross-reactivity was assessed for human, cynomolgus monkey, rhesus

monkey, mouse and rat AMS7'/. The analysis was based on a canonical siRNA design using 19 bases and
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17 bases (without considering positions 1 and 19) for cross-reactivity. Full match as well as single

mismatch analyses were included.
[00233]  Analysis of the human Single Nucleotide Polymorphism (SNP) database (NCBI-DB-SNP) to
identify siRNAs targeting regions with known SNPs was also carried out to identify siRNAs that may be
non-functional in individuals containing the SNP. Information regarding the positions of SNPs within the
target sequence as well as minor allele frequency (MAF) in case data was obtained in this analysis.
[00234]  Initial analysis of relevant AMS77 mRNA sequence revealed few sequences that fulfil the
specificity parameters and at the same time target MST/ mRNA in all of the analyzed relevant species.
Therefore, it was decided to design independent screening subsets for the therapeutic siRNAs.
[00235]  The siRNAs in these subsets recognize the human, cynomolgus monkey, rhesus monkey
MST1I sequences. Therefore, the siRNAs in these subsets can be used to target human MST/ in a
therapeutic setting.
[00236]  The number of sSiRNA sequences that can be derived from human AMST7 mRNA
(NM_020998.4 SEQ ID NO: 6185) without consideration of specificity or species cross-reactivity was
3024 (sense and antisense strand sequences included in SEQ ID NOS: 1-6048).
[00237]  Prioritizing sequences for target specificity, species cross-reactivity, miRNA seed region
sequences and SNPs as described above yields subset A. Subset A contains 231 siRNAs whose base
sequences are shown in Table 3.

Table 3. Sequences in siRNA subset A

SEQ ID sense strand sequence SEQ ID | antisense strand sequence

NO: (5°-37) NO: (5°=-37)

424 AGCUGGGGCAAGUAAUUUU 3448 AAAAUUACUUGCCCCAGCU
474 AAAAGUUUAAUGUCACCCA 3498 UGGGUGACAUUAAACUUUU
480 UUAAUGUCACCCAGGGGCU 3504 AGCCCCUGGGUGACAUUAA
481 UAAUGUCACCCAGGGGCUG 3505 CAGCCCCUGGGUGACAUUA
587 UCAAGUGUCCCCACCARAC 3611 GUUUGGUGGGGACACUUGA
596 CCCACCAAACCUUCCUAAC 3620 GUUAGGAAGGUUUGGU GGG
597 CCACCAAACCUUCCUAACA 3621 UGUUAGGAAGGUUUGGUGG
598 CACCAAACCUUCCUAACAC 3622 GUGUUAGGAAGGUUUGGUG
603 AACCUUCCUAACACCUGUC 3627 GACAGGUGUUAGGAAGGUU
608 UCCUAACACCUGUCCACUA 3632 UAGUGGACAGGUGUUAGGA
638 GCCCUUGCAACUGACCUAU 3662 AUAGGUCAGUUGCAAGGGC
639 CCCUUGCAACUGACCUAUG 3663 CAUAGGUCAGUUGCAAGGG
642 UUGCAACUGACCUAUGGGA 3666 UCCCAUAGGUCAGUUGCAA
643 UGCAACUGACCUAUGGGAC 3667 GUCCCAUAGGUCAGUUGCA
644 GCAACUGACCUAUGGGACC 3668 GGUCCCAUAGGUCAGUUGC
646 AACUGACCUAUGGGACCUG 3670 CAGGUCCCAUAGGUCAGUU
647 ACUGACCUAUGGGACCUGA 3671 UCAGGUCCCAUAGGUCAGU
741 AGAGCCACCCAAUCCCGUA 3765 UACGGGAUUGGGUGGCUCU
742 GAGCCACCCAAUCCCGUAG 3766 CUACGGGAUUGGGUGGCUC
743 AGCCACCCAAUCCCGUAGG 3767 CCUACGGGAUUGGGUGGCU
745 CCACCCAAUCCCGUAGGGA 3769 UCCCUACGGGAUUGGGUGG
746 CACCCAAUCCCGUAGGGAC 3770 GUCCCUACGGGAUUGGGUG
7477 ACCCAAUCCCGUAGGGACA 3771 UGUCCCUACGGGAUUGGGU
748 CCCAAUCCCGUAGGGACAG 3772 CUGUCCCUACGGGAUUGGG
749 CCAAUCCCGUAGGGACAGG 3773 CCUGUCCCUACGGGAUUGG
750 CAAUCCCGUAGGGACAGGU 3774 ACCUGUCCCUACGGGAUUG
751 AAUCCCGUAGGGACAGGUU 3775 AACCUGUCCCUACGGGAUU
753 UCCCGUAGGGACAGGUUUC 3777 GAAACCUGUCCCUACGGGA
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792 GUGGUGGGUCACAGUGCAG 3816 CUGCACUGUGACCCACCAC
859 CAAUGCUUAGGGGUCCCUG 3883 CAGGGACCCCUAAGCAUUG
1041 CGUGAGCAGCCAUGGUUGC 4065 GCAACCAUGGCUGCUCACG
1042 GUGAGCAGCCAUGGUUGCC 4066 GGCAACCAUGGCUGCUCAC
1048 AGCCAUGGUUGCCAACUGC 4072 GCAGUUGGCAACCAUGGCU
1050 CCAUGGUUGCCAACUGCUG 4074 CAGCAGUUGGCAACCAUGG
1068 GCCAUGGACUCAACACUCG 4092 CGAGUGUUGAGUCCAUGGC
1070 CAUGGACUCAACACUCGCC 4094 GGCGAGUGUUGAGUCCAUG
1071 AUGGACUCAACACUCGCCC 4095 GGGCGAGUGUUGAGUCCAU
1072 UGGACUCAACACUCGCCCC 4096 GGGGCGAGUGUUGAGUCCA
1073 GGACUCAACACUCGCCCCA 4097 UGGGGCGAGUGUUGAGUCC
1074 GACUCAACACUCGCCCCAC 4098 GUGGGGCGAGUGUUGAGUC
1077 UCAACACUCGCCCCACACG 4101 CGUGUGGGGCGAGUGUUGA
1079 AACACUCGCCCCACACGAG 4103 CUCGUGUGGGGCGAGUGUU
1081 CACUCGCCCCACACGAGGC 4105 GCCUCGUGUGGGGCGAGUG
1082 ACUCGCCCCACACGAGGCU 4106 AGCCUCGUGUGGGGCGAGU
1083 CUCGCCCCACACGAGGCUG 4107 CAGCCUCGUGUGGGGCGAG
1086 GCCCCACACGAGGCUGCGG 4110 CCGCAGCCUCGUGUGGGGC
1087 CCCCACACGAGGCUGCGGC 4111 GCCGCAGCCUCGUGUGGGG
1110 UGGGCGCUGUGACCUCUUC 4134 GAAGAGGUCACAGCGCCCA
1162 AACAAUGGGGUUGGGUACC 4186 GGUACCCAACCCCAUUGUU
1163 ACAAUGGGGUUGGGUACCG 4187 CGGUACCCAACCCCAUUGU
1164 CAAUGGGGUUGGGUACCGG 4188 CCGGUACCCAACCCCAUUG
1170 GGUUGGGUACCGGGGCACC 4194 GGUGCCCCGGUACCCAACC
1220 AGGCUUGGAGCCACAAGUU 4244 AACUUGUGGCUCCAAGCCU
1221 GGCUUGGAGCCACAAGUUC 4245 GAACUUGUGGCUCCAAGCC
1266 UCUCCGGAAUGGCCUGGAA 4290 UUCCAGGCCAUUCCGGAGA
1298 GUAACCCUGAUGGCGACCC 4322 GGGUCGCCAUCAGGGUUAC
1309 GGCGACCCCGGAGGUCCUU 4333 AAGGACCUCCGGGGUCGCC
1311 CGACCCCGGAGGUCCUUGG 4335 CCAAGGACCUCCGGGGUCG
1312 GACCCCGGAGGUCCUUGGU 4336 ACCAAGGACCUCCGGGGUC
1313 ACCCCGGAGGUCCUUGGUG 4337 CACCAAGGACCUCCGGGGU
1314 CCCCGGAGGUCCUUGGUGC 4338 GCACCAAGGACCUCCGGGG
1353 GCGCUUCCAGAGCUGCGGC 4377 GCCGCAGCUCUGGAAGCGC
1364 GCUGCGGCAUCAAAUCCUG 4388 CAGGAUUUGAUGCCGCAGC
1365 CUGCGGCAUCAAAUCCUGC 4389 GCAGGAUUUGAUGCCGCAG
1366 UGCGGCAUCAAAUCCUGCC 4390 GGCAGGAUUUGAUGCCGCA
1367 GCGGCAUCAAAUCCUGCCG 4391 CGGCAGGAUUUGAUGCCGC
1368 CGGCAUCAAAUCCUGCCGG 4392 CCGGCAGGAUUUGAUGCCG
1369 GGCAUCAAAUCCUGCCGGG 4393 CCCGGCAGGAUUUGAUGCC
1370 GCAUCAAAUCCUGCCGGGA 4394 UCCCGGCAGGAUUUGAUGC
1371 CAUCAAAUCCUGCCGGGAG 4395 CUCCCGGCAGGAUUUGAUG
1373 UCAAAUCCUGCCGGGAGGC 4397 GCCUCCCGGCAGGAUUUGA
1375 AAAUCCUGCCGGGAGGCCG 4399 CGGCCUCCCGGCAGGAUUU
1376 AAUCCUGCCGGGAGGCCGC 4400 GCGGCCUCCCGGCAGGAUU
1381 UGCCGGGAGGCCGCGUGUG 4405 CACACGCGGCCUCCCGGCA
1440 CACGGAGUCAGGGCGCGAG 4464 CUCGCGCCCUGACUCCGUG
1454 GCGAGUGCCAGCGCUGGGA 4478 UCCCAGCGCUGGCACUCGC
1490 AGCACCCCUUCGAGCCGGG 4514 CCCGGCUCGAAGGGGUGCU
1530 GGACGACAACUAUUGCCGG 4554 CCGGCAAUAGUUGUCGUCC
1531 GACGACAACUAUUGCCGGA 4555 UCCGGCAAUAGUUGUCGUC
1532 ACGACAACUAUUGCCGGAA 4556 UUCCGGCAAUAGUUGUCGU
1533 CGACAACUAUUGCCGGAAU 4557 AUUCCGGCAAUAGUUGUCG
1534 GACAACUAUUGCCGGAAUC 4558 GAUUCCGGCAAUAGUUGUC
1538 ACUAUUGCCGGAAUCCUGA 4562 UCAGGAUUCCGGCAAUAGU
1543 UGCCGGAAUCCUGACGGCU 4567 AGCCGUCAGGAUUCCGGCA
1544 GCCGGAAUCCUGACGGCUC 4568 GAGCCGUCAGGAUUCCGGC
1545 CCGGAAUCCUGACGGCUCC 4569 GGAGCCGUCAGGAUUCCGG
1577 GCUACACUACGGAUCCGCA 4601 UGCGGAUCCGUAGUGUAGC
1578 CUACACUACGGAUCCGCAG 4602 CUGCGGAUCCGUAGUGUAG
1579 UACACUACGGAUCCGCAGA 4603 UCUGCGGAUCCGUAGUGUA
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1597 AUCGAGCGAGAGUUCUGUG 4621 CACAGAACUCUCGCUCGAU
1598 UCGAGCGAGAGUUCUGUGA 4622 UCACAGAACUCUCGCUCGA
1600 GAGCGAGAGUUCUGUGACC 4624 GGUCACAGAACUCUCGCUC
1601 AGCGAGAGUUCUGUGACCU 4625 AGGUCACAGAACUCUCGCU
1946 CAGGGGAGCAGUACCGCGG 4970 CCGCGGUACUGCUCCCCUG
1947 AGGGGAGCAGUACCGCGGC 4971 GCCGCGGUACUGCUCCCCU
1948 GGGGAGCAGUACCGCGGCA 4972 UGCCGCGGUACUGCUCCCC
1950 GGAGCAGUACCGCGGCACG 4974 CGUGCCGCGGUACUGCUCC
1951 GAGCAGUACCGCGGCACGG 4975 CCGUGCCGCGGUACUGCUC
1953 GCAGUACCGCGGCACGGUC 4977 GACCGUGCCGCGGUACUGC
1554 CAGUACCGCGGCACGGUCA 4978 UGACCGUGCCGCGGUACUG
1955 AGUACCGCGGCACGGUCAG 4979 CUGACCGUGCCGCGGUACU
1956 GUACCGCGGCACGGUCAGC 4980 GCUGACCGUGCCGCGGUAC
1957 UACCGCGGCACGGUCAGCA 4981 UGCUGACCGUGCCGCGGUA
1959 CCGCGGCACGGUCAGCAAG 4983 CUUGCUGACCGUGCCGCGG
1960 CGCGGCACGGUCAGCAAGA 4984 UCUUGCUGACCGUGCCGCG
1961 GCGGCACGGUCAGCAAGAC 4985 GUCUUGCUGACCGUGCCGC
1963 GGCACGGUCAGCAAGACCC 4987 GGGUCUUGCUGACCGUGCC
1965 CACGGUCAGCAAGACCCGC 4989 GCGGGUCUUGCUGACCGUG
1968 GGUCAGCAAGACCCGCAAG 4992 CUUGCGGGUCUUGCUGACC
1971 CAGCAAGACCCGCAAGGGU 4995 ACCCUUGCGGGUCUUGCUG
1972 AGCAAGACCCGCAAGGGUG 4996 CACCCUUGCGGGUCUUGCU
1974 CAAGACCCGCAAGGGUGUC 4998 GACACCCUUGCGGGUCUUG
1975 AAGACCCGCAAGGGUGUCC 4999 GGACACCCUUGCGGGUCUU
1976 AGACCCGCAAGGGUGUCCA 5000 UGGACACCCUUGCGGGUCU
1977 GACCCGCAAGGGUGUCCAG 5001 CUGGACACCCUUGCGGGUC
1979 CCCGCAAGGGUGUCCAGUG 5003 CACUGGACACCCUUGCGGG
1980 CCGCAAGGGUGUCCAGUGC 5004 GCACUGGACACCCUUGCGG
1995 GUGCCAGCGCUGGUCCGCU 5019 AGCGGACCAGCGCUGGCAC
1997 GCCAGCGCUGGUCCGCUGA 5021 UCAGCGGACCAGCGCUGGC
1998 CCAGCGCUGGUCCGCUGAG 5022 CUCAGCGGACCAGCGCUGG
2000 AGCGCUGGUCCGCUGAGAC 5024 GUCUCAGCGGACCAGCGCU
2001 GCGCUGGUCCGCUGAGACG 5025 CGUCUCAGCGGACCAGCGC
2019 GCCGCACAAGCCGCAGUUC 5043 GAACUGCGGCUUGUGCGGC
2020 CCGCACAAGCCGCAGUUCA 5044 UGAACUGCGGCUUGUGCGG
2022 GCACAAGCCGCAGUUCACG 5046 CGUGAACUGCGGCUUGUGC
2023 CACAAGCCGCAGUUCACGU 5047 ACGUGAACUGCGGCUUGUG
2024 ACAAGCCGCAGUUCACGUU 5048 AACGUGAACUGCGGCUUGU
2025 CAAGCCGCAGUUCACGUUU 5049 AAACGUGAACUGCGGCUUG
2026 AAGCCGCAGUUCACGUUUA 5050 UAAACGUGAACUGCGGCUU
2027 AGCCGCAGUUCACGUUUAC 5051 GUAAACGUGAACUGCGGCU
2029 CCGCAGUUCACGUUUACCU 5053 AGGUAAACGUGAACUGCGG
2068 GAGGAGAACUUCUGCCGGA 5092 UCCGGCAGAAGUUCUCCUC
2082 CCGGAACCCAGAUGGGGAU 5106 AUCCCCAUCUGGGUUCCGG
2083 CGGAACCCAGAUGGGGAUA 5107 UAUCCCCAUCUGGGUUCCG
2084 GGAACCCAGAUGGGGAUAG 5108 CUAUCCCCAUCUGGGUUCC
2086 AACCCAGAUGGGGAUAGCC 5110 GGCUAUCCCCAUCUGGGUU
2087 ACCCAGAUGGGGAUAGCCA 5111 UGGCUAUCCCCAUCUGGGU
2090 CAGAUGGGGAUAGCCAUGG 5114 CCAUGGCUAUCCCCAUCUG
2091 AGAUGGGGAUAGCCAUGGG 5115 CCCAUGGCUAUCCCCAUCU
2094 UGGGGAUAGCCAUGGGCCC 5118 GGGCCCAUGGCUAUCCCCA
2099 AUAGCCAUGGGCCCUGGUG 5123 CACCAGGGCCCAUGGCUAU
2115 GUGCUACACGAUGGACCCA 5139 UGGGUCCAUCGUGUAGCAC
2139 CCCAUUCGACUACUGUGCC 5163 GGCACAGUAGUCGAAUGGG
2140 CCAUUCGACUACUGUGCCC 5164 GGGCACAGUAGUCGAAUGG
2141 CAUUCGACUACUGUGCCCU 5165 AGGGCACAGUAGUCGAAUG
2142 AUUCGACUACUGUGCCCUG 5166 CAGGGCACAGUAGUCGAAU
2145 CGACUACUGUGCCCUGCGA 5169 UCGCAGGGCACAGUAGUCG
2146 GACUACUGUGCCCUGCGAC 5170 GUCGCAGGGCACAGUAGUC
2148 CUACUGUGCCCUGCGACGC 5172 GCGUCGCAGGGCACAGUAG
2149 UACUGUGCCCUGCGACGCU 5173 AGCGUCGCAGGGCACAGUA
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2151 CUGUGCCCUGCGACGCUGC 5175 GCAGCGUCGCAGGGCACAG
2155 GCCCUGCGACGCUGCGCUG 5179 CAGCGCAGCGUCGCAGGGC
2156 CCCUGCGACGCUGCGCUGA 5180 UCAGCGCAGCGUCGCAGGG
2157 CCUGCGACGCUGCGCUGAU 5181 AUCAGCGCAGCGUCGCAGG
2159 UGCGACGCUGCGCUGAUGA 5183 UCAUCAGCGCAGCGUCGCA
2160 GCGACGCUGCGCUGAUGAC 5184 GUCAUCAGCGCAGCGUCGC
216l CGACGCUGCGCUGAUGACC 5185 GGUCAUCAGCGCAGCGUCG
2162 GACGCUGCGCUGAUGACCA 5186 UGGUCAUCAGCGCAGCGUC
2163 ACGCUGCGCUGAUGACCAG 5187 CUGGUCAUCAGCGCAGCGU
2167 UGCGCUGAUGACCAGCCGC 5191 GCGGCUGGUCAUCAGCGCA
2168 GCGCUGAUGACCAGCCGCC 5192 GGCGGCUGGUCAUCAGCGC
2172 UGAUGACCAGCCGCCAUCA 5196 UGAUGGCGGCUGGUCAUCA
2173 GAUGACCAGCCGCCAUCAA 5197 UUGAUGGCGGCUGGUCAUC
2175 UGACCAGCCGCCAUCAAUC 5199 GAUUGAUGGCGGCUGGUCA
2181 GCCGCCAUCAAUCCUGGAC 5205 GUCCAGGAUUGAUGGCGGC
2183 CGCCAUCAAUCCUGGACCC 5207 GGGUCCAGGAUUGAUGGCG
2225 AGUGUGGCAAGAGGGUGGA 5249 UCCACCCUCUUGCCACACU
2227 UGUGGCAAGAGGGUGGAUC 5251 GAUCCACCCUCUUGCCACA
2228 GUGGCAAGAGGGUGGAUCG 5252 CGAUCCACCCUCUUGCCAC
2288 AUCCGGGCAACUCACCCUG 5312 CAGGGUGAGUUGCCCGGAU
2289 UCCGGGCAACUCACCCUGG 5313 CCAGGGUGAGUUGCCCGGA
2307 GACAGUCAGCUUGCGGAAU 5331 AUUCCGCAAGCUGACUGUC
2308 ACAGUCAGCUUGCGGAAUC 5332 GAUUCCGCAAGCUGACUGU
2310 AGUCAGCUUGCGGAAUCGG 5334 CCGAUUCCGCAAGCUGACU
2369 AGUGGAUACUGACUGCCCG 5393 CGGGCAGUCAGUAUCCACU
2371 UGGAUACUGACUGCCCGGC 5395 GCCGGGCAGUCAGUAUCCA
2372 GGAUACUGACUGCCCGGCA 5396 UGCCGGGCAGUCAGUAUCC
2374 AUACUGACUGCCCGGCAGU 5398 ACUGCCGGGCAGUCAGUAU
2375 UACUGACUGCCCGGCAGUG 5399 CACUGCCGGGCAGUCAGUA
2378 UGACUGCCCGGCAGUGCUU 5402 AAGCACUGCCGGGCAGUCA
2382 UGCCCGGCAGUGCUUCUCC 5406 GGAGAAGCACUGCCGGGCA
2420 CGGGCUAUGAGGUAUGGUU 5444 AACCAUACCUCAUAGCCCG
2421 GGGCUAUGAGGUAUGGUUG 5445 CAACCAUACCUCAUAGCCC
2431 GUAUGGUUGGGCACCCUGU 5455 ACAGGGUGCCCAACCAUAC
2476 AGCCUACAGCGGGUCCCAG 5500 CUGGGACCCGCUGUAGGCU
2479 CUACAGCGGGUCCCAGUAG 5503 CUACUGGGACCCGCUGUAG
2480 UACAGCGGGUCCCAGUAGC 5504 GCUACUGGGACCCGCUGUA
2481 ACAGCGGGUCCCAGUAGCC 5505 GGCUACUGGGACCCGCUGU
2482 CAGCGGGUCCCAGUAGCCA 5506 UGGCUACUGGGACCCGCUG
2483 AGCGGGUCCCAGUAGCCAA 5507 UUGGCUACUGGGACCCGCU
2484 GCGGGUCCCAGUAGCCAAG 5508 CUUGGCUACUGGGACCCGC
2498 CCAAGAUGGUGUGUGGGCC 5522 GGCCCACACACCAUCUUGG
2499 CAAGAUGGUGUGUGGGCCC 5523 GGGCCCACACACCAUCUUG
2517 CUCAGGCUCCCAGCUUGUC 5541 GACAAGCUGGGAGCCUGAG
2527 CAGCUUGUCCUGCUCAAGC 5551 GCUUGAGCAGGACAAGCUG
2561 CCCUGAACCAGCGUGUGGC 5585 GCCACACGCUGGUUCAGGG
2562 CCUGAACCAGCGUGUGGCC 5586 GGCCACACGCUGGUUCAGG
2596 CCUGAAUGGUAUGUGGUGC 5620 GCACCACAUACCAUUCAGG
2628 GUGUGAGAUUGCAGGCUGG 5652 CCAGCCUGCAAUCUCACAC
2629 UGUGAGAUUGCAGGCUGGG 5653 CCCAGCCUGCAAUCUCACA
2645 GGGGUGAGACCAAAGGUAC 5669 GUACCUUUGGUCUCACCCC
2646 GGGUGAGACCAAAGGUACG 5670 CGUACCUUUGGUCUCACCC
2666 GUAAUGACACAGUCCUAAA 5690 UUUAGGACUGUGUCAUUAC
2667 UAAUGACACAGUCCUAAAU 5691 AUUUAGGACUGUGUCAUUA
2670 UGACACAGUCCUAAAUGUG 5694 CACAUUUAGGACUGUGUCA
2673 CACAGUCCUAAAUGUGGCC 5697 GGCCACAUUUAGGACUGUG
2675 CAGUCCUAAAUGUGGCCUU 5699 AAGGCCACAUUUAGGACUG
26776 AGUCCUAAAUGUGGCCUUG 5700 CAAGGCCACAUUUAGGACU
2707 UCCAACCAGGAGUGUAACA 5731 UGUUACACUCCUGGUUGGA
2709 CAACCAGGAGUGUAACAUC 5733 GAUGUUACACUCCUGGUUG
2710 AACCAGGAGUGUAACAUCA 5734 UGAUGUUACACUCCUGGUU

-101-



WO 2022/266037 PCT/US2022/033344

2712 CCAGGAGUGUAACAUCAAG 5736 CUUGAUGUUACACUCCUGG
2715 GGAGUGUAACAUCAAGCAC 5739 GUGCUUGAUGUUACACUCC
2716 GAGUGUAACAUCAAGCACC 5740 GGUGCUUGAUGUUACACUC
2718 GUGUAACAUCAAGCACCGA 5742 UCGGUGCUUGAUGUUACAC
2723 ACAUCAAGCACCGAGGACG 5747 CGUCCUCGGUGCUUGAUGU
2725 AUCAAGCACCGAGGACGUG 5749 CACGUCCUCGGUGCUUGAU
2811 GGGCCCACUUGCCUGCUUU 5835 AAAGCAGGCAAGUGGGCCC
2815 CCACUUGCCUGCUUUACCC 5839 GGGUAAAGCAGGCAAGUGG
2820 UGCCUGCUUUACCCACAAC 5844 GUUGUGGGUAAAGCAGGCA
2844 GGUCCUGGAAGGAAUUAUA 5868 UAUAAUUCCUUCCAGGACC
2857 AUUAUAAUCCCCAACCGAG 5881 CUCGGUUGGGGAUUAUAAU
2859 UAUAAUCCCCAACCGAGUA 5883 UACUCGGUUGGGGAUUAUA
2902 GUCUUCACGCGUGUCUCUG 5926 CAGAGACACGCGUGAAGAC
2903 UCUUCACGCGUGUCUCUGU 5927 ACAGAGACACGCGUGAAGA
2907 CACGCGUGUCUCUGUGUUU 5931 AAACACAGAGACACGCGUG
2998 AACUUCUUGUCAGACAUAA 6022 UUAUGUCUGACAAGAAGUU
2999 ACUUCUUGUCAGACAUAAA 6023 UUUAUGUCUGACAAGAAGU
3000 CUUCUUGUCAGACAUAAAG 6024 CUUUAUGUCUGACAAGAAG
3002 UCUUGUCAGACAUAAAGCC 6026 GGCUUUAUGUCUGACAAGA
3004 UUGUCAGACAUAAAGCCAU 6028 AUGGCUUUAUGUCUGACAA

[00238]

[00239]

The siRNAs in subset A have the following characteristics:
Cross-reactivity: With 19mer in human AS7 mRNA, with 17mer/19mer in NHP AST/
Specificity category: For human and NHP: AS2 or better, SS3 or better
miRNA seeds: AS+SS strand: seed region not conserved in human, mouse, and rat and not
present in >4 species
Off-target frequency: <20 human off-targets matched with 2 mismatches in antisense strand
SNPs: siRNA target sites do not harbor SNPs with a MAF > 1% (pos. 2-18)

The siRNA sequences in subset A were selected for more stringent specificity to yield subset

B. Subset B includes 197 siRNAs whose base sequences are shown in Table 4.

Table 4. Sequences in siRNA subset B

SEQ ID sense strand sequence SEQ ID | antisense strand sequence

NO: (5°=-37) NO: (5°-37)

474 AAAAGUUUAAUGUCACCCA 3498 UGGGUGACAUUAAACUUUU
480 UUAAUGUCACCCAGGGGCU 3504 AGCCCCUGGGUGACAUUAA
597 CCACCAAACCUUCCUAACA 3621 UGUUAGGAAGGUUUGGUGG
603 AACCUUCCUAACACCUGUC 3627 GACAGGUGUUAGGAAGGUU
608 UCCUAACACCUGUCCACUA 3632 UAGUGGACAGGUGUUAGGA
638 GCCCUUGCAACUGACCUAU 3662 AUAGGUCAGUUGCAAGGGC
639 CCCUUGCAACUGACCUAUG 3663 CAUAGGUCAGUUGCAAGGG
642 UUGCAACUGACCUAUGGGA 3666 UCCCAUAGGUCAGUUGCAA
643 UGCAACUGACCUAUGGGAC 3667 GUCCCAUAGGUCAGUUGCA
644 GCAACUGACCUAUGGGACC 3668 GGUCCCAUAGGUCAGUUGC
646 AACUGACCUAUGGGACCUG 3670 CAGGUCCCAUAGGUCAGUU
047 ACUGACCUAUGGGACCUGA 3671 UCAGGUCCCAUAGGUCAGU
741 AGAGCCACCCAAUCCCGUA 3765 UACGGGAUUGGGUGGCUCU
742 GAGCCACCCAAUCCCGUAG 3766 CUACGGGAUUGGGUGGCUC
743 AGCCACCCAAUCCCGUAGG 3767 CCUACGGGAUUGGGUGGCU
745 CCACCCAAUCCCGUAGGGA 3769 UCCCUACGGGAUUGGGUGG
746 CACCCAAUCCCGUAGGGAC 3770 GUCCCUACGGGAUUGGGUG
7477 ACCCAAUCCCGUAGGGACA 3771 UGUCCCUACGGGAUUGGGU
748 CCCAAUCCCGUAGGGACAG 3772 CUGUCCCUACGGGAUUGGG
749 CCAAUCCCGUAGGGACAGG 3773 CCUGUCCCUACGGGAUUGG
750 CAAUCCCGUAGGGACAGGU 3774 ACCUGUCCCUACGGGAUUG
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751 AAUCCCGUAGGGACAGGUU 3775 AACCUGUCCCUACGGGAUU
753 UCCCGUAGGGACAGGUUUC 3777 GAAACCUGUCCCUACGGGA
792 GUGGUGGGUCACAGUGCAG 3816 CUGCACUGUGACCCACCAC
859 CAAUGCUUAGGGGUCCCUG 3883 CAGGGACCCCUAAGCAUUG
1041 CGUGAGCAGCCAUGGUUGC 4065 GCAACCAUGGCUGCUCACG
1042 GUGAGCAGCCAUGGUUGCC 4066 GGCAACCAUGGCUGCUCAC
1050 CCAUGGUUGCCAACUGCUG 4074 CAGCAGUUGGCAACCAUGG
1070 CAUGGACUCAACACUCGCC 4094 GGCGAGUGUUGAGUCCAUG
1071 AUGGACUCAACACUCGCCC 4095 GGGCGAGUGUUGAGUCCAU
1072 UGGACUCAACACUCGCCCC 4096 GGGGCGAGUGUUGAGUCCA
1073 GGACUCAACACUCGCCCCA 4097 UGGGGCGAGUGUUGAGUCC
1074 GACUCAACACUCGCCCCAC 4098 GUGGGGCGAGUGUUGAGUC
1077 UCAACACUCGCCCCACACG 4101 CGUGUGGGGCGAGUGUUGA
1079 AACACUCGCCCCACACGAG 4103 CUCGUGUGGGGCGAGUGUU
1081 CACUCGCCCCACACGAGGC 4105 GCCUCGUGUGGGGCGAGUG
1082 ACUCGCCCCACACGAGGCU 4106 AGCCUCGUGUGGGGCGAGU
1083 CUCGCCCCACACGAGGCUG 4107 CAGCCUCGUGUGGGGCGAG
1162 AACAAUGGGGUUGGGUACC 4186 GGUACCCAACCCCAUUGUU
1163 ACAAUGGGGUUGGGUACCG 4187 CGGUACCCAACCCCAUUGU
1164 CAAUGGGGUUGGGUACCGG 4188 CCGGUACCCAACCCCAUUG
1170 GGUUGGGUACCGGGGCACC 4194 GGUGCCCCGGUACCCAACC
1220 AGGCUUGGAGCCACAAGUU 4244 AACUUGUGGCUCCAAGCCU
1298 GUAACCCUGAUGGCGACCC 4322 GGGUCGCCAUCAGGGUUAC
1309 GGCGACCCCGGAGGUCCUU 4333 AAGGACCUCCGGGGUCGCC
1311 CGACCCCGGAGGUCCUUGG 4335 CCAAGGACCUCCGGGGUCG
1312 GACCCCGGAGGUCCUUGGU 4336 ACCAAGGACCUCCGGGGUC
1313 ACCCCGGAGGUCCUUGGUG 4337 CACCAAGGACCUCCGGGGU
1314 CCCCGGAGGUCCUUGGUGC 4338 GCACCAAGGACCUCCGGGG
1364 GCUGCGGCAUCAAAUCCUG 4388 CAGGAUUUGAUGCCGCAGC
1365 CUGCGGCAUCAAAUCCUGC 4389 GCAGGAUUUGAUGCCGCAG
1366 UGCGGCAUCAAAUCCUGCC 4390 GGCAGGAUUUGAUGCCGCA
1367 GCGGCAUCAAAUCCUGCCG 4391 CGGCAGGAUUUGAUGCCGC
1368 CGGCAUCAAAUCCUGCCGG 4392 CCGGCAGGAUUUGAUGCCG
1369 GGCAUCAAAUCCUGCCGGG 4393 CCCGGCAGGAUUUGAUGCC
1370 GCAUCAAAUCCUGCCGGGA 4394 UCCCGGCAGGAUUUGAUGC
1371 CAUCAAAUCCUGCCGGGAG 4395 CUCCCGGCAGGAUUUGAUG
1373 UCAAAUCCUGCCGGGAGGC 4397 GCCUCCCGGCAGGAUUUGA
1375 AAAUCCUGCCGGGAGGCCG 4399 CGGCCUCCCGGCAGGAUUU
1376 AAUCCUGCCGGGAGGCCGC 4400 GCGGCCUCCCGGCAGGAUU
1440 CACGGAGUCAGGGCGCGAG 4464 CUCGCGCCCUGACUCCGUG
1490 AGCACCCCUUCGAGCCGGG 4514 CCCGGCUCGAAGGGGUGCU
1530 GGACGACAACUAUUGCCGG 4554 CCGGCAAUAGUUGUCGUCC
1531 GACGACAACUAUUGCCGGA 4555 UCCGGCAAUAGUUGUCGUC
1532 ACGACAACUAUUGCCGGAA 4556 UUCCGGCAAUAGUUGUCGU
1533 CGACAACUAUUGCCGGAAU 4557 AUUCCGGCAAUAGUUGUCG
1534 GACAACUAUUGCCGGAAUC 4558 GAUUCCGGCAAUAGUUGUC
1538 ACUAUUGCCGGAAUCCUGA 4562 UCAGGAUUCCGGCAAUAGU
1543 UGCCGGAAUCCUGACGGCU 4567 AGCCGUCAGGAUUCCGGCA
1544 GCCGGAAUCCUGACGGCUC 4568 GAGCCGUCAGGAUUCCGGC
1545 CCGGAAUCCUGACGGCUCC 4569 GGAGCCGUCAGGAUUCCGG
1577 GCUACACUACGGAUCCGCA 4601 UGCGGAUCCGUAGUGUAGC
1578 CUACACUACGGAUCCGCAG 4602 CUGCGGAUCCGUAGUGUAG
1579 UACACUACGGAUCCGCAGA 4603 UCUGCGGAUCCGUAGUGUA
1597 AUCGAGCGAGAGUUCUGUG 4621 CACAGAACUCUCGCUCGAU
1598 UCGAGCGAGAGUUCUGUGA 4622 UCACAGAACUCUCGCUCGA
1600 GAGCGAGAGUUCUGUGACC 4624 GGUCACAGAACUCUCGCUC
1601 AGCGAGAGUUCUGUGACCU 4625 AGGUCACAGAACUCUCGCU
1946 CAGGGGAGCAGUACCGCGG 4970 CCGCGGUACUGCUCCCCUG
1947 AGGGGAGCAGUACCGCGGC 4971 GCCGCGGUACUGCUCCCCU
1950 GGAGCAGUACCGCGGCACG 4974 CGUGCCGCGGUACUGCUCC
1951 GAGCAGUACCGCGGCACGG 4975 CCGUGCCGCGGUACUGCUC
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1953 GCAGUACCGCGGCACGGUC 4977 GACCGUGCCGCGGUACUGC
1954 CAGUACCGCGGCACGGUCA 4978 UGACCGUGCCGCGGUACUG
1955 AGUACCGCGGCACGGUCAG 4979 CUGACCGUGCCGCGGUACU
1956 GUACCGCGGCACGGUCAGC 4980 GCUGACCGUGCCGCGGUAC
1957 UACCGCGGCACGGUCAGCA 4981 UGCUGACCGUGCCGCGGUA
1959 CCGCGGCACGGUCAGCAAG 4983 CUUGCUGACCGUGCCGCGG
1960 CGCGGCACGGUCAGCAAGA 4984 UCUUGCUGACCGUGCCGCG
196l GCGGCACGGUCAGCAAGAC 4985 GUCUUGCUGACCGUGCCGC
1963 GGCACGGUCAGCAAGACCC 4987 GGGUCUUGCUGACCGUGCC
1965 CACGGUCAGCAAGACCCGC 4989 GCGGGUCUUGCUGACCGUG
1968 GGUCAGCAAGACCCGCAAG 4992 CUUGCGGGUCUUGCUGACC
1971 CAGCAAGACCCGCAAGGGU 4995 ACCCUUGCGGGUCUUGCUG
1972 AGCAAGACCCGCAAGGGUG 4996 CACCCUUGCGGGUCUUGCU
1974 CAAGACCCGCAAGGGUGUC 4998 GACACCCUUGCGGGUCUUG
1975 AAGACCCGCAAGGGUGUCC 4999 GGACACCCUUGCGGGUCUU
1976 AGACCCGCAAGGGUGUCCA 5000 UGGACACCCUUGCGGGUCU
1977 GACCCGCAAGGGUGUCCAG 5001 CUGGACACCCUUGCGGGUC
1979 CCCGCAAGGGUGUCCAGUG 5003 CACUGGACACCCUUGCGGG
1980 CCGCAAGGGUGUCCAGUGC 5004 GCACUGGACACCCUUGCGG
1995 GUGCCAGCGCUGGUCCGCU 5019 AGCGGACCAGCGCUGGCAC
1997 GCCAGCGCUGGUCCGCUGA 5021 UCAGCGGACCAGCGCUGGC
1598 CCAGCGCUGGUCCGCUGAG 5022 CUCAGCGGACCAGCGCUGG
2000 AGCGCUGGUCCGCUGAGAC 5024 GUCUCAGCGGACCAGCGCU
2001 GCGCUGGUCCGCUGAGACG 5025 CGUCUCAGCGGACCAGCGC
2019 GCCGCACAAGCCGCAGUUC 5043 GAACUGCGGCUUGUGCGGC
2020 CCGCACAAGCCGCAGUUCA 5044 UGAACUGCGGCUUGUGCGG
2022 GCACAAGCCGCAGUUCACG 5046 CGUGAACUGCGGCUUGUGC
2023 CACAAGCCGCAGUUCACGU 5047 ACGUGAACUGCGGCUUGUG
2024 ACAAGCCGCAGUUCACGUU 5048 AACGUGAACUGCGGCUUGU
2025 CAAGCCGCAGUUCACGUUU 5049 AAACGUGAACUGCGGCUUG
2026 AAGCCGCAGUUCACGUUUA 5050 UAAACGUGAACUGCGGCUU
2027 AGCCGCAGUUCACGUUUAC 5051 GUAAACGUGAACUGCGGCU
2029 CCGCAGUUCACGUUUACCU 5053 AGGUAAACGUGAACUGCGG
2083 CGGAACCCAGAUGGGGAUA 5107 UAUCCCCAUCUGGGUUCCG
2084 GGAACCCAGAUGGGGAUAG 5108 CUAUCCCCAUCUGGGUUCC
2086 AACCCAGAUGGGGAUAGCC 5110 GGCUAUCCCCAUCUGGGUU
2087 ACCCAGAUGGGGAUAGCCA 5111 UGGCUAUCCCCAUCUGGGU
2090 CAGAUGGGGAUAGCCAUGG 5114 CCAUGGCUAUCCCCAUCUG
2094 UGGGGAUAGCCAUGGGCCC 5118 GGGCCCAUGGCUAUCCCCA
2099 AUAGCCAUGGGCCCUGGUG 5123 CACCAGGGCCCAUGGCUAU
2115 GUGCUACACGAUGGACCCA 5139 UGGGUCCAUCGUGUAGCAC
2139 CCCAUUCGACUACUGUGCC 5163 GGCACAGUAGUCGAAUGGG
2140 CCAUUCGACUACUGUGCCC 5164 GGGCACAGUAGUCGAAUGG
2141 CAUUCGACUACUGUGCCCU 5165 AGGGCACAGUAGUCGAAUG
2142 AUUCGACUACUGUGCCCUG 5166 CAGGGCACAGUAGUCGAAU
2145 CGACUACUGUGCCCUGCGA 5169 UCGCAGGGCACAGUAGUCG
2146 GACUACUGUGCCCUGCGAC 5170 GUCGCAGGGCACAGUAGUC
2148 CUACUGUGCCCUGCGACGC 5172 GCGUCGCAGGGCACAGUAG
2149 UACUGUGCCCUGCGACGCU 5173 AGCGUCGCAGGGCACAGUA
2151 CUGUGCCCUGCGACGCUGC 5175 GCAGCGUCGCAGGGCACAG
2157 CCUGCGACGCUGCGCUGAU 5181 AUCAGCGCAGCGUCGCAGG
2159 UGCGACGCUGCGCUGAUGA 5183 UCAUCAGCGCAGCGUCGCA
2160 GCGACGCUGCGCUGAUGAC 5184 GUCAUCAGCGCAGCGUCGC
2161 CGACGCUGCGCUGAUGACC 5185 GGUCAUCAGCGCAGCGUCG
2162 GACGCUGCGCUGAUGACCA 5186 UGGUCAUCAGCGCAGCGUC
2163 ACGCUGCGCUGAUGACCAG 5187 CUGGUCAUCAGCGCAGCGU
2167 UGCGCUGAUGACCAGCCGC 5191 GCGGCUGGUCAUCAGCGCA
2168 GCGCUGAUGACCAGCCGCC 5192 GGCGGCUGGUCAUCAGCGC
2172 UGAUGACCAGCCGCCAUCA 5196 UGAUGGCGGCUGGUCAUCA
2173 GAUGACCAGCCGCCAUCAA 5197 UUGAUGGCGGCUGGUCAUC
2175 UGACCAGCCGCCAUCAAUC 5199 GAUUGAUGGCGGCUGGUCA
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2181 GCCGCCAUCAAUCCUGGAC 5205 GUCCAGGAUUGAUGGCGGC
2183 CGCCAUCAAUCCUGGACCC 5207 GGGUCCAGGAUUGAUGGCG
2228 GUGGCAAGAGGGUGGAUCG 5252 CGAUCCACCCUCUUGCCAC
2288 AUCCGGGCAACUCACCCUG 5312 CAGGGUGAGUUGCCCGGAU
2289 UCCGGGCAACUCACCCUGG 5313 CCAGGGUGAGUUGCCCGGA
2307 GACAGUCAGCUUGCGGAAU 5331 AUUCCGCAAGCUGACUGUC
2308 ACAGUCAGCUUGCGGAAUC 5332 GAUUCCGCAAGCUGACUGU
2310 AGUCAGCUUGCGGAAUCGG 5334 CCGAUUCCGCAAGCUGACU
2369 AGUGGAUACUGACUGCCCG 5393 CGGGCAGUCAGUAUCCACU
2371 UGGAUACUGACUGCCCGGC 5385 GCCGGGCAGUCAGUAUCCA
2372 GGAUACUGACUGCCCGGCA 5396 UGCCGGGCAGUCAGUAUCC
2374 AUACUGACUGCCCGGCAGU 5398 ACUGCCGGGCAGUCAGUAU
2375 UACUGACUGCCCGGCAGUG 5399 CACUGCCGGGCAGUCAGUA
2378 UGACUGCCCGGCAGUGCUU 5402 AAGCACUGCCGGGCAGUCA
2382 UGCCCGGCAGUGCUUCUCC 5406 GGAGAAGCACUGCCGGGCA
2420 CGGGCUAUGAGGUAUGGUU 5444 AACCAUACCUCAUAGCCCG
2421 GGGCUAUGAGGUAUGGUUG 5445 CAACCAUACCUCAUAGCCC
2431 GUAUGGUUGGGCACCCUGU 5455 ACAGGGUGCCCAACCAUAC
2476 AGCCUACAGCGGGUCCCAG 5500 CUGGGACCCGCUGUAGGCU
2479 CUACAGCGGGUCCCAGUAG 5503 CUACUGGGACCCGCUGUAG
2480 UACAGCGGGUCCCAGUAGC 5504 GCUACUGGGACCCGCUGUA
2481 ACAGCGGGUCCCAGUAGCC 5505 GGCUACUGGGACCCGCUGU
2482 CAGCGGGUCCCAGUAGCCA 5506 UGGCUACUGGGACCCGCUG
2483 AGCGGGUCCCAGUAGCCAA 5507 UUGGCUACUGGGACCCGCU
2484 GCGGGUCCCAGUAGCCAAG 5508 CUUGGCUACUGGGACCCGC
2517 CUCAGGCUCCCAGCUUGUC 5541 GACAAGCUGGGAGCCUGAG
2645 GGGGUGAGACCAAAGGUAC 5669 GUACCUUUGGUCUCACCCC
2646 GGGUGAGACCAAAGGUACG 5670 CGUACCUUUGGUCUCACCC
2666 GUAAUGACACAGUCCUAAA 5690 UUUAGGACUGUGUCAUUAC
2667 UAAUGACACAGUCCUAAAU 5691 AUUUAGGACUGUGUCAUUA
2670 UGACACAGUCCUAAAUGUG 5694 CACAUUUAGGACUGUGUCA
2673 CACAGUCCUAAAUGUGGCC 5697 GGCCACAUUUAGGACUGUG
2675 CAGUCCUAAAUGUGGCCUU 5699 AAGGCCACAUUUAGGACUG
2676 AGUCCUAAAUGUGGCCUUG 5700 CAAGGCCACAUUUAGGACU
2707 UCCAACCAGGAGUGUAACA 5731 UGUUACACUCCUGGUUGGA
2709 CAACCAGGAGUGUAACAUC 5733 GAUGUUACACUCCUGGUUG
2710 AACCAGGAGUGUAACAUCA 5734 UGAUGUUACACUCCUGGUU
2712 CCAGGAGUGUAACAUCAAG 5736 CUUGAUGUUACACUCCUGG
2715 GGAGUGUAACAUCAAGCAC 5739 GUGCUUGAUGUUACACUCC
2716 GAGUGUAACAUCAAGCACC 5740 GGUGCUUGAUGUUACACUC
2718 GUGUAACAUCAAGCACCGA 5742 UCGGUGCUUGAUGUUACAC
2723 ACAUCAAGCACCGAGGACG 5747 CGUCCUCGGUGCUUGAUGU
27725 AUCAAGCACCGAGGACGUG 5749 CACGUCCUCGGUGCUUGAU
2815 CCACUUGCCUGCUUUACCC 5839 GGGUAAAGCAGGCAAGUGG
2820 UGCCUGCUUUACCCACAAC 5844 GUUGUGGGUAAAGCAGGCA
2857 AUUAUAAUCCCCAACCGAG 5881 CUCGGUUGGGGAUUAUAAU
2859 UAUAAUCCCCAACCGAGUA 5883 UACUCGGUUGGGGAUUAUA
2902 GUCUUCACGCGUGUCUCUG 5926 CAGAGACACGCGUGAAGAC
2903 UCUUCACGCGUGUCUCUGU 5927 ACAGAGACACGCGUGAAGA
2907 CACGCGUGUCUCUGUGUUU 5931 AAACACAGAGACACGCGUG
2998 AACUUCUUGUCAGACAUAA 6022 UUAUGUCUGACAAGAAGUU
2999 ACUUCUUGUCAGACAUAAA 6023 UUUAUGUCUGACAAGAAGU
3000 CUUCUUGUCAGACAUAAAG 6024 CUUUAUGUCUGACAAGAAG
3002 UCUUGUCAGACAUAAAGCC 6026 GGCUUUAUGUCUGACAAGA

[00240]  The siRNAs in subset B have the following characteristics:
e Cross-reactivity: With 19mer in human MST1 mRNA, with 17mer/19mer in NHP MST1
e Specificity category: For human and NHP: AS2 or better, SS3 or better
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present in >4 species

e Off-target frequency: <15 human off-targets matched with 2 mismatches in antisense strand

PCT/US2022/033344
o miRNA seeds: AS+SS strand: seed region not conserved in human, mouse, and rat and not

e SNPs: siRNA target sites do not harbor SNPs with a MAF > 1% (pos. 2-18)

[00241]

strand that are identical to a seed region of known human miRNA to yield subset C. Subset C includes

140 siRNAs whose base sequences are shown in Table 5.

The siRNA sequences in subset B were further selected for absence of seed regions in the AS

Table 5. Sequences in siRNA subset C

SEQ ID sense strand sequence SEQ ID antisense strand
NO: (57°-37) NO: sequence (5" -37)
474 AAAAGUUUAAUGUCACCCA 3498 UGGGUGACAUUAAACUUUU
638 GCCCUUGCAACUGACCUAU 3662 AUAGGUCAGUUGCAAGGGC
639 CCCUUGCAACUGACCUAUG 3663 CAUAGGUCAGUUGCAAGGG
642 UUGCAACUGACCUAUGGGA 3666 UCCCAUAGGUCAGUUGCAA
643 UGCAACUGACCUAUGGGAC 3667 GUCCCAUAGGUCAGUUGCA
646 AACUGACCUAUGGGACCUG 3670 CAGGUCCCAUAGGUCAGUU
742 GAGCCACCCAAUCCCGUAG 3766 CUACGGGAUUGGGUGGCUC
743 AGCCACCCAAUCCCGUAGG 3767 CCUACGGGAUUGGGUGGCU
747 ACCCAAUCCCGUAGGGACA 3771 UGUCCCUACGGGAUUGGGU
749 CCAAUCCCGUAGGGACAGG 3773 CCUGUCCCUACGGGAUUGG
751 AAUCCCGUAGGGACAGGUU 3775 AACCUGUCCCUACGGGAUU
753 UCCCGUAGGGACAGGUUUC 3777 GAAACCUGUCCCUACGGGA
1041 CGUGAGCAGCCAUGGUUGC 4065 GCAACCAUGGCUGCUCACG
1042 GUGAGCAGCCAUGGUUGCC 4066 GGCAACCAUGGCUGCUCAC
1070 CAUGGACUCAACACUCGCC 4094 GGCGAGUGUUGAGUCCAUG
1071 AUGGACUCAACACUCGCCC 4095 GGGCGAGUGUUGAGUCCAU
1079 AACACUCGCCCCACACGAG 4103 CUCGUGUGGGGCGAGUGUU
1081 CACUCGCCCCACACGAGGC 4105 GCCUCGUGUGGGGCGAGUG
1082 ACUCGCCCCACACGAGGCU 4106 AGCCUCGUGUGGGGCGAGU
1162 AACAAUGGGGUUGGGUACC 4186 GGUACCCAACCCCAUUGUU
1163 ACAAUGGGGUUGGGUACCG 4187 CGGUACCCAACCCCAUUGU
1164 CAAUGGGGUUGGGUACCGG 4188 CCGGUACCCAACCCCAUUG
1170 GGUUGGGUACCGGGGCACC 4194 GGUGCCCCGGUACCCAACC
1220 AGGCUUGGAGCCACAAGUU 4244 AACUUGUGGCUCCAAGCCU
1309 GGCGACCCCGGAGGUCCUU 4333 AAGGACCUCCGGGGUCGCC
1312 GACCCCGGAGGUCCUUGGU 4336 ACCAAGGACCUCCGGGGUC
1313 ACCCCGGAGGUCCUUGGUG 4337 CACCAAGGACCUCCGGGGU
1314 CCCCGGAGGUCCUUGGUGC 4338 GCACCAAGGACCUCCGGGG
1365 CUGCGGCAUCAAAUCCUGC 4389 GCAGGAUUUGAUGCCGCAG
1368 CGGCAUCAAAUCCUGCCGG 4392 CCGGCAGGAUUUGAUGCCG
1369 GGCAUCAAAUCCUGCCGGG 4393 CCCGGCAGGAUUUGAUGCC
1370 GCAUCAAAUCCUGCCGGGA 4394 UCCCGGCAGGAUUUGAUGC
1371 CAUCAAAUCCUGCCGGGAG 4395 CUCCCGGCAGGAUUUGAUG
1373 UCAAAUCCUGCCGGGAGGC 4397 GCCUCCCGGCAGGAUUUGA
1440 CACGGAGUCAGGGCGCGAG 4464 CUCGCGCCCUGACUCCGUG
1490 AGCACCCCUUCGAGCCGGG 4514 CCCGGCUCGAAGGGGUGCU
1530 GGACGACAACUAUUGCCGG 4554 CCGGCAAUAGUUGUCGUCC
1531 GACGACAACUAUUGCCGGA 4555 UCCGGCAAUAGUUGUCGUC
1532 ACGACAACUAUUGCCGGAA 4556 UUCCGGCAAUAGUUGUCGU
1534 GACAACUAUUGCCGGAAUC 4558 GAUUCCGGCAAUAGUUGUC
1538 ACUAUUGCCGGAAUCCUGA 4562 UCAGGAUUCCGGCAAUAGU
1543 UGCCGGAAUCCUGACGGCU 4567 AGCCGUCAGGAUUCCGGCA
1544 GCCGGAAUCCUGACGGCUC 4568 GAGCCGUCAGGAUUCCGGC
1577 GCUACACUACGGAUCCGCA 4601 UGCGGAUCCGUAGUGUAGC
1597 AUCGAGCGAGAGUUCUGUG 4621 CACAGAACUCUCGCUCGAU
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1598 UCGAGCGAGAGUUCUGUGA 4622 UCACAGAACUCUCGCUCGA
1601 AGCGAGAGUUCUGUGACCU 4625 AGGUCACAGAACUCUCGCU
1947 AGGGGAGCAGUACCGCGGC 4971 GCCGCGGUACUGCUCCCCU
1950 GGAGCAGUACCGCGGCACG 4974 CGUGCCGCGGUACUGCUCC
1951 GAGCAGUACCGCGGCACGG 4975 CCGUGCCGCGGUACUGCUC
1953 GCAGUACCGCGGCACGGUC 4977 GACCGUGCCGCGGUACUGC
1954 CAGUACCGCGGCACGGUCA 4978 UGACCGUGCCGCGGUACUG
1955 AGUACCGCGGCACGGUCAG 4979 CUGACCGUGCCGCGGUACU
1957 UACCGCGGCACGGUCAGCA 4981 UGCUGACCGUGCCGCGGUA
1959 CCGCGGCACGGUCAGCAAG 4983 CUUGCUGACCGUGCCGCGG
1960 CGCGGCACGGUCAGCAAGA 4984 UCUUGCUGACCGUGCCGCG
1961 GCGGCACGGUCAGCAAGAC 4985 GUCUUGCUGACCGUGCCGC
1963 GGCACGGUCAGCAAGACCC 4987 GGGUCUUGCUGACCGUGCC
1965 CACGGUCAGCAAGACCCGC 4989 GCGGGUCUUGCUGACCGUG
1968 GGUCAGCAAGACCCGCAAG 4992 CUUGCGGGUCUUGCUGACC
1972 AGCAAGACCCGCAAGGGUG 4996 CACCCUUGCGGGUCUUGCU
1974 CAAGACCCGCAAGGGUGUC 4998 GACACCCUUGCGGGUCUUG
1975 AAGACCCGCAAGGGUGUCC 4999 GGACACCCUUGCGGGUCUU
1976 AGACCCGCAAGGGUGUCCA 5000 UGGACACCCUUGCGGGUCU
1980 CCGCAAGGGUGUCCAGUGC 5004 GCACUGGACACCCUUGCGG
1995 GUGCCAGCGCUGGUCCGCU 5019 AGCGGACCAGCGCUGGCAC
1997 GCCAGCGCUGGUCCGCUGA 5021 UCAGCGGACCAGCGCUGGC
1998 CCAGCGCUGGUCCGCUGAG 5022 CUCAGCGGACCAGCGCUGG
2000 AGCGCUGGUCCGCUGAGAC 5024 GUCUCAGCGGACCAGCGCU
2001 GCGCUGGUCCGCUGAGACG 5025 CGUCUCAGCGGACCAGCGC
2019 GCCGCACAAGCCGCAGUUC 5043 GAACUGCGGCUUGUGCGGC
2020 CCGCACAAGCCGCAGUUCA 5044 UGAACUGCGGCUUGUGCGG
2022 GCACAAGCCGCAGUUCACG 5046 CGUGAACUGCGGCUUGUGC
2023 CACAAGCCGCAGUUCACGU 5047 ACGUGAACUGCGGCUUGUG
2024 ACAAGCCGCAGUUCACGUU 5048 AACGUGAACUGCGGCUUGU
2025 CAAGCCGCAGUUCACGUUU 5049 AAACGUGAACUGCGGCUUG
2026 AAGCCGCAGUUCACGUUUA 5050 UAAACGUGAACUGCGGCUU
2027 AGCCGCAGUUCACGUUUAC 5051 GUAAACGUGAACUGCGGCU
2029 CCGCAGUUCACGUUUACCU 5053 AGGUAAACGUGAACUGCGG
2083 CGGAACCCAGAUGGGGAUA 5107 UAUCCCCAUCUGGGUUCCG
2084 GGAACCCAGAUGGGGAUAG 5108 CUAUCCCCAUCUGGGUUCC
2086 AACCCAGAUGGGGAUAGCC 5110 GGCUAUCCCCAUCUGGGUU
2087 ACCCAGAUGGGGAUAGCCA 5111 UGGCUAUCCCCAUCUGGGU
2090 CAGAUGGGGAUAGCCAUGG 5114 CCAUGGCUAUCCCCAUCUG
2115 GUGCUACACGAUGGACCCA 5139 UGGGUCCAUCGUGUAGCAC
2139 CCCAUUCGACUACUGUGCC 5163 GGCACAGUAGUCGAAUGGG
2140 CCAUUCGACUACUGUGCCC 5164 GGGCACAGUAGUCGAAUGG
2141 CAUUCGACUACUGUGCCCU 5165 AGGGCACAGUAGUCGAAUG
2145 CGACUACUGUGCCCUGCGA 5169 UCGCAGGGCACAGUAGUCG
2146 GACUACUGUGCCCUGCGAC 5170 GUCGCAGGGCACAGUAGUC
2149 UACUGUGCCCUGCGACGCU 5173 AGCGUCGCAGGGCACAGUA
2151 CUGUGCCCUGCGACGCUGC 5175 GCAGCGUCGCAGGGCACAG
2157 CCUGCGACGCUGCGCUGAU 5181 AUCAGCGCAGCGUCGCAGG
2159 UGCGACGCUGCGCUGAUGA 5183 UCAUCAGCGCAGCGUCGCA
2160 GCGACGCUGCGCUGAUGAC 5184 GUCAUCAGCGCAGCGUCGC
2161 CGACGCUGCGCUGAUGACC 5185 GGUCAUCAGCGCAGCGUCG
2162 GACGCUGCGCUGAUGACCA 5186 UGGUCAUCAGCGCAGCGUC
2168 GCGCUGAUGACCAGCCGCC 5192 GGCGGCUGGUCAUCAGCGC
2172 UGAUGACCAGCCGCCAUCA 5196 UGAUGGCGGCUGGUCAUCA
2175 UGACCAGCCGCCAUCAAUC 5199 GAUUGAUGGCGGCUGGUCA
2181 GCCGCCAUCAAUCCUGGAC 5205 GUCCAGGAUUGAUGGCGGC
2183 CGCCAUCAAUCCUGGACCC 5207 GGGUCCAGGAUUGAUGGCG
2228 GUGGCAAGAGGGUGGAUCG 5252 CGAUCCACCCUCUUGCCAC
2288 AUCCGGGCAACUCACCCUG 5312 CAGGGUGAGUUGCCCGGAU
2308 ACAGUCAGCUUGCGGAAUC 5332 GAUUCCGCAAGCUGACUGU
2310 AGUCAGCUUGCGGAAUCGG 5334 CCGAUUCCGCAAGCUGACU
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2371 UGGAUACUGACUGCCCGGC 5395 GCCGGGCAGUCAGUAUCCA
2372 GGAUACUGACUGCCCGGCA 5396 UGCCGGGCAGUCAGUAUCC
2374 AUACUGACUGCCCGGCAGU 5398 ACUGCCGGGCAGUCAGUAU
2375 UACUGACUGCCCGGCAGUG 5399 CACUGCCGGGCAGUCAGUA
2378 UGACUGCCCGGCAGUGCUU 5402 AAGCACUGCCGGGCAGUCA
2420 CGGGCUAUGAGGUAUGGUU 5444 AACCAUACCUCAUAGCCCG
2421 GGGCUAUGAGGUAUGGUUG 5445 CAACCAUACCUCAUAGCCC
2479 CUACAGCGGGUCCCAGUAG 5503 CUACUGGGACCCGCUGUAG
2480 UACAGCGGGUCCCAGUAGC 5504 GCUACUGGGACCCGCUGUA
2481 ACAGCGGGUCCCAGUAGCC 5505 GGCUACUGGGACCCGCUGU
2482 CAGCGGGUCCCAGUAGCCA 5506 UGGCUACUGGGACCCGCUG
2483 AGCGGGUCCCAGUAGCCAA 5507 UUGGCUACUGGGACCCGCU
2484 GCGGGUCCCAGUAGCCAAG 5508 CUUGGCUACUGGGACCCGC
2517 CUCAGGCUCCCAGCUUGUC 5541 GACAAGCUGGGAGCCUGAG
2646 GGGUGAGACCAAAGGUACG 5670 CGUACCUUUGGUCUCACCC
2667 UAAUGACACAGUCCUAAAU 5601 AUUUAGGACUGUGUCAUUA
2670 UGACACAGUCCUAAAUGUG 5694 CACAUUUAGGACUGUGUCA
2673 CACAGUCCUAAAUGUGGCC 5697 GGCCACAUUUAGGACUGUG
2707 UCCAACCAGGAGUGUAACA 5731 UGUUACACUCCUGGUUGGA
2709 CAACCAGGAGUGUAACAUC 5733 GAUGUUACACUCCUGGUUG
27710 AACCAGGAGUGUAACAUCA 5734 UGAUGUUACACUCCUGGUU
27712 CCAGGAGUGUAACAUCAAG 5736 CUUGAUGUUACACUCCUGG
2715 GGAGUGUAACAUCAAGCAC 5739 GUGCUUGAUGUUACACUCC
2725 AUCAAGCACCGAGGACGUG 5749 CACGUCCUCGGUGCUUGAU
2815 CCACUUGCCUGCUUUACCC 5839 GGGUAAAGCAGGCAAGUGG
2820 UGCCUGCUUUACCCACAAC 5844 GUUGUGGGUAAAGCAGGCA
2857 AUUAUAAUCCCCAACCGAG 5881 CUCGGUUGGGGAUUAUAAU
2859 UAUAAUCCCCAACCGAGUA 5883 UACUCGGUUGGGGAUUAUA
2902 GUCUUCACGCGUGUCUCUG 5926 CAGAGACACGCGUGAAGAC
2907 CACGCGUGUCUCUGUGUUU 5931 AAACACAGAGACACGCGUG
2998 AACUUCUUGUCAGACAUAA 6022 UUAUGUCUGACAAGAAGUU
2999 ACUUCUUGUCAGACAUAAA 6023 UUUAUGUCUGACAAGAAGU
3000 CUUCUUGUCAGACAUARAG 6024 CUUUAUGUCUGACAAGAAG
3002 UCUUGUCAGACAUAAAGCC 6026 GGCUUUAUGUCUGACAAGA
[00242]  The siRNAs in subset C have the following characteristics:

[00243]

Cross-reactivity: With 19mer in human MST1 mRNA, with 17mer/19mer in NHP MST1
Specificity category: For human and NHP: AS2 or better, SS3 or better

miRNA seeds: AS+SS strand: seed region not conserved in human, mouse, and rat and not
present in >4 species. AS strand: seed region not identical to seed region of known human
miRNA

Off-target frequency: <15 human off-targets matched with 2 mismatches by antisense strand
SNPs: siRNA target sites do not harbor SNPs with a MAF > 1% (pos. 2-18)

The siRNA sequences in subset C were also selected for absence of seed regions in the AS or

S strands that are identical to a seed region of known human miRNA to yield subset D. Subset D includes

102 siRNAs whose base sequences are shown in Table 6.

Table 6. Sequences in siRNA subset D

SEQ ID sense strand sequence SEQ ID antisense strand
NO: (5°=-37) NO: sequence (5" -37)
598 CACCAAACCUUCCUAACAC 3622 GUGUUAGGAAGGUUUGGUG
642 UUGCAACUGACCUAUGGGA 3666 UCCCAUAGGUCAGUUGCAA
743 AGCCACCCAAUCCCGUAGG 3767 CCUACGGGAUUGGGUGGCU
747 ACCCAAUCCCGUAGGGACA 3771 UGUCCCUACGGGAUUGGGU
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749 CCAAUCCCGUAGGGACAGG 3773 CCUGUCCCUACGGGAUUGG
751 AAUCCCGUAGGGACAGGUU 3775 AACCUGUCCCUACGGGAUU
753 UCCCGUAGGGACAGGUUUC 3777 GAAACCUGUCCCUACGGGA
1041 CGUGAGCAGCCAUGGUUGC 4065 GCAACCAUGGCUGCUCACG
1042 GUGAGCAGCCAUGGUUGCC 4066 GGCAACCAUGGCUGCUCAC
1048 AGCCAUGGUUGCCAACUGC 4072 GCAGUUGGCAACCAUGGCU
1070 CAUGGACUCAACACUCGCC 4094 GGCGAGUGUUGAGUCCAUG
1079 AACACUCGCCCCACACGAG 4103 CUCGUGUGGGGCGAGUGUU
1081 CACUCGCCCCACACGAGGC 4105 GCCUCGUGUGGGGCGAGUG
1082 ACUCGCCCCACACGAGGCU 4106 AGCCUCGUGUGGGGCGAGU
1163 ACAAUGGGGUUGGGUACCG 4187 CGGUACCCAACCCCAUUGU
1220 AGGCUUGGAGCCACAAGUU 4244 AACUUGUGGCUCCAAGCCU
1221 GGCUUGGAGCCACAAGUUC 4245 GAACUUGUGGCUCCAAGCC
1266 UCUCCGGAAUGGCCUGGAA 4290 UUCCAGGCCAUUCCGGAGA
1309 GGCGACCCCGGAGGUCCUU 4333 AAGGACCUCCGGGGUCGCC
1312 GACCCCGGAGGUCCUUGGU 4336 ACCAAGGACCUCCGGGGUC
1365 CUGCGGCAUCAAAUCCUGC 4389 GCAGGAUUUGAUGCCGCAG
1368 CGGCAUCAAAUCCUGCCGG 4392 CCGGCAGGAUUUGAUGCCG
1370 GCAUCAAAUCCUGCCGGGA 4394 UCCCGGCAGGAUUUGAUGC
1371 CAUCAAAUCCUGCCGGGAG 4395 CUCCCGGCAGGAUUUGAUG
1381 UGCCGGGAGGCCGCGUGUG 4405 CACACGCGGCCUCCCGGCA
1440 CACGGAGUCAGGGCGCGAG 4464 CUCGCGCCCUGACUCCGUG
1454 GCGAGUGCCAGCGCUGGGA 4478 UCCCAGCGCUGGCACUCGC
1490 AGCACCCCUUCGAGCCGGG 4514 CCCGGCUCGAAGGGGUGCU
1530 GGACGACAACUAUUGCCGG 4554 CCGGCAAUAGUUGUCGUCC
1531 GACGACAACUAUUGCCGGA 4555 UCCGGCAAUAGUUGUCGUC
1532 ACGACAACUAUUGCCGGAA 4556 UUCCGGCAAUAGUUGUCGU
1534 GACAACUAUUGCCGGAAUC 4558 GAUUCCGGCAAUAGUUGUC
1538 ACUAUUGCCGGAAUCCUGA 4562 UCAGGAUUCCGGCAAUAGU
1543 UGCCGGAAUCCUGACGGCU 4567 AGCCGUCAGGAUUCCGGCA
1544 GCCGGAAUCCUGACGGCUC 4568 GAGCCGUCAGGAUUCCGGC
1577 GCUACACUACGGAUCCGCA 4601 UGCGGAUCCGUAGUGUAGC
1597 AUCGAGCGAGAGUUCUGUG 4621 CACAGAACUCUCGCUCGAU
1598 UCGAGCGAGAGUUCUGUGA 4622 UCACAGAACUCUCGCUCGA
1601 AGCGAGAGUUCUGUGACCU 4625 AGGUCACAGAACUCUCGCU
1953 GCAGUACCGCGGCACGGUC 4977 GACCGUGCCGCGGUACUGC
1955 AGUACCGCGGCACGGUCAG 4979 CUGACCGUGCCGCGGUACU
1957 UACCGCGGCACGGUCAGCA 4981 UGCUGACCGUGCCGCGGUA
1959 CCGCGGCACGGUCAGCAAG 4983 CUUGCUGACCGUGCCGCGG
1961 GCGGCACGGUCAGCAAGAC 4985 GUCUUGCUGACCGUGCCGC
1965 CACGGUCAGCAAGACCCGC 4989 GCGGGUCUUGCUGACCGUG
1968 GGUCAGCAAGACCCGCAAG 4992 CUUGCGGGUCUUGCUGACC
1975 AAGACCCGCAAGGGUGUCC 4999 GGACACCCUUGCGGGUCUU
1976 AGACCCGCAAGGGUGUCCA 5000 UGGACACCCUUGCGGGUCU
1980 CCGCAAGGGUGUCCAGUGC 5004 GCACUGGACACCCUUGCGG
1998 CCAGCGCUGGUCCGCUGAG 5022 CUCAGCGGACCAGCGCUGG
2000 AGCGCUGGUCCGCUGAGAC 5024 GUCUCAGCGGACCAGCGCU
2001 GCGCUGGUCCGCUGAGACG 5025 CGUCUCAGCGGACCAGCGC
2019 GCCGCACAAGCCGCAGUUC 5043 GAACUGCGGCUUGUGCGGC
2020 CCGCACAAGCCGCAGUUCA 5044 UGAACUGCGGCUUGUGCGG
2023 CACAAGCCGCAGUUCACGU 5047 ACGUGAACUGCGGCUUGUG
2024 ACAAGCCGCAGUUCACGUU 5048 AACGUGAACUGCGGCUUGU
2025 CAAGCCGCAGUUCACGUUU 5049 AAACGUGAACUGCGGCUUG
2027 AGCCGCAGUUCACGUUUAC 5051 GUAAACGUGAACUGCGGCU
2029 CCGCAGUUCACGUUUACCU 5053 AGGUAAACGUGAACUGCGG
2083 CGGAACCCAGAUGGGGAUA 5107 UAUCCCCAUCUGGGUUCCG
2084 GGAACCCAGAUGGGGAUAG 5108 CUAUCCCCAUCUGGGUUCC
2087 ACCCAGAUGGGGAUAGCCA 5111 UGGCUAUCCCCAUCUGGGU
2090 CAGAUGGGGAUAGCCAUGG 5114 CCAUGGCUAUCCCCAUCUG
2091 AGAUGGGGAUAGCCAUGGG 5115 CCCAUGGCUAUCCCCAUCU
2139 CCCAUUCGACUACUGUGCC 5163 GGCACAGUAGUCGAAUGGG
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2140 CCAUUCGACUACUGUGCCC 5164 GGGCACAGUAGUCGAAUGG
2141 CAUUCGACUACUGUGCCCU 5165 AGGGCACAGUAGUCGAAUG
2145 CGACUACUGUGCCCUGCGA 5169 UCGCAGGGCACAGUAGUCG
2146 GACUACUGUGCCCUGCGAC 5170 GUCGCAGGGCACAGUAGUC
2159 UGCGACGCUGCGCUGAUGA 5183 UCAUCAGCGCAGCGUCGCA
2160 GCGACGCUGCGCUGAUGAC 5184 GUCAUCAGCGCAGCGUCGC
2161 CGACGCUGCGCUGAUGACC 5185 GGUCAUCAGCGCAGCGUCG
2162 GACGCUGCGCUGAUGACCA 5186 UGGUCAUCAGCGCAGCGUC
2172 UGAUGACCAGCCGCCAUCA 5196 UGAUGGCGGCUGGUCAUCA
2175 UGACCAGCCGCCAUCAAUC 5199 GAUUGAUGGCGGCUGGUCA
2181 GCCGCCAUCAAUCCUGGAC 5205 GUCCAGGAUUGAUGGCGGC
2183 CGCCAUCAAUCCUGGACCC 5207 GGGUCCAGGAUUGAUGGCG
2228 GUGGCAAGAGGGUGGAUCG 5252 CGAUCCACCCUCUUGCCAC
2310 AGUCAGCUUGCGGAAUCGG 5334 CCGAUUCCGCAAGCUGACU
2371 UGGAUACUGACUGCCCGGC 5395 GCCGGGCAGUCAGUAUCCA
2372 GGAUACUGACUGCCCGGCA 5396 UGCCGGGCAGUCAGUAUCC
2374 AUACUGACUGCCCGGCAGU 5308 ACUGCCGGGCAGUCAGUAU
2421 GGGCUAUGAGGUAUGGUUG 5445 CAACCAUACCUCAUAGCCC
2479 CUACAGCGGGUCCCAGUAG 5503 CUACUGGGACCCGCUGUAG
2480 UACAGCGGGUCCCAGUAGC 5504 GCUACUGGGACCCGCUGUA
2481 ACAGCGGGUCCCAGUAGCC 5505 GGCUACUGGGACCCGCUGU
2484 GCGGGUCCCAGUAGCCAAG 5508 CUUGGCUACUGGGACCCGC
2498 CCAAGAUGGUGUGUGGGCC 5522 GGCCCACACACCAUCUUGG
2517 CUCAGGCUCCCAGCUUGUC 5541 GACAAGCUGGGAGCCUGAG
2628 GUGUGAGAUUGCAGGCUGG 5652 CCAGCCUGCAAUCUCACAC
2667 UAAUGACACAGUCCUAAAU 5691 AUUUAGGACUGUGUCAUUA
2673 CACAGUCCUAAAUGUGGCC 5697 GGCCACAUUUAGGACUGUG
2707 UCCAACCAGGAGUGUAACA 5731 UGUUACACUCCUGGUUGGA
2709 CAACCAGGAGUGUAACAUC 5733 GAUGUUACACUCCUGGUUG
2725 AUCAAGCACCGAGGACGUG 5749 CACGUCCUCGGUGCUUGAU
2844 GGUCCUGGAAGGAAUUAUA 5868 UAUAAUUCCUUCCAGGACC
2857 AUUAUAAUCCCCAACCGAG 5881 CUCGGUUGGGGAUUAUAAU
2859 UAUAAUCCCCAACCGAGUA 5883 UACUCGGUUGGGGAUUAUA
2902 GUCUUCACGCGUGUCUCUG 5926 CAGAGACACGCGUGAAGAC
2907 CACGCGUGUCUCUGUGUUU 5931 AAACACAGAGACACGCGUG
2998 AACUUCUUGUCAGACAUAA 6022 UUAUGUCUGACAAGAAGUU
3004 UUGUCAGACAUAAAGCCAU 6028 AUGGCUUUAUGUCUGACAA
[00244]  The siRNAs in subset D have the following characteristics:

[00245]

Cross-reactivity: With 19mer in human MST1 mRNA, with 17mer/19mer in NHP MST1
Specificity category: For human and NHP: AS2 or better, SS3 or better

miRNA seeds: AS+SS strand: seed region not conserved in human, mouse, and rat and not
present in >4 species. AS+SS strand: seed region not identical to seed region of known human
miRNA

Off-target frequency: <20 human off-targets matched with 2 mismatches by antisense strand
SNPs: siRNA target sites do not harbor SNPs with a MAF > 1% (pos. 2-18)

The siRNA sequences in subset D were further selected for more stringent specificity to yield

subset E. Subset E includes 91 siRNAs whose base sequences are shown in Table 7.
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Table 7. Sequences in siRNA subset E

SEQ ID

sense strand

antisense strand

NO: sequence (5°-37) SEQ ID NO: sequence (57 -37)

642 UUGCAACUGACCUAUGGGA 3666 UCCCAUAGGUCAGUUGCAA
743 AGCCACCCAAUCCCGUAGG 3767 CCUACGGGAUUGGGUGGCU
7477 ACCCAAUCCCGUAGGGACA 3771 UGUCCCUACGGGAUUGGGU
749 CCAAUCCCGUAGGGACAGG 3773 CCUGUCCCUACGGGAUUGG
751 AAUCCCGUAGGGACAGGUU 3775 AACCUGUCCCUACGGGAUU
753 UCCCGUAGGGACAGGUUUC 3777 GAAACCUGUCCCUACGGGA
1041 CGUGAGCAGCCAUGGUUGC 40065 GCAACCAUGGCUGCUCACG
1042 GUGAGCAGCCAUGGUUGCC 4066 GGCAACCAUGGCUGCUCAC
1070 CAUGGACUCAACACUCGCC 4094 GGCGAGUGUUGAGUCCAUG
1079 AACACUCGCCCCACACGAG 4103 CUCGUGUGGGGCGAGUGUU
1081 CACUCGCCCCACACGAGGC 4105 GCCUCGUGUGGGGCGAGUG
1082 ACUCGCCCCACACGAGGCU 4106 AGCCUCGUGUGGGGCGAGU
1163 ACAAUGGGGUUGGGUACCG 4187 CGGUACCCAACCCCAUUGU
1220 AGGCUUGGAGCCACAAGUU 4244 AACUUGUGGCUCCAAGCCU
1309 GGCGACCCCGGAGGUCCUU 4333 AAGGACCUCCGGGGUCGCC
1312 GACCCCGGAGGUCCUUGGU 4336 ACCAAGGACCUCCGGGGUC
1365 CUGCGGCAUCAAAUCCUGC 4389 GCAGGAUUUGAUGCCGCAG
1368 CGGCAUCAAAUCCUGCCGG 4392 CCGGCAGGAUUUGAUGCCG
1370 GCAUCAAAUCCUGCCGGGA 4394 UCCCGGCAGGAUUUGAUGC
1371 CAUCAAAUCCUGCCGGGAG 4395 CUCCCGGCAGGAUUUGAUG
1440 CACGGAGUCAGGGCGCGAG 44064 CUCGCGCCCUGACUCCGUG
1490 AGCACCCCUUCGAGCCGGG 4514 CCCGGCUCGAAGGGGUGCU
1530 GGACGACAACUAUUGCCGG 4554 CCGGCAAUAGUUGUCGUCC
1531 GACGACAACUAUUGCCGGA 4555 UCCGGCAAUAGUUGUCGUC
1532 ACGACAACUAUUGCCGGAA 4556 UUCCGGCAAUAGUUGUCGU
1534 GACAACUAUUGCCGGAAUC 4558 GAUUCCGGCAAUAGUUGUC
1538 ACUAUUGCCGGAAUCCUGA 4562 UCAGGAUUCCGGCAAUAGU
1543 UGCCGGAAUCCUGACGGCU 4567 AGCCGUCAGGAUUCCGGCA
1544 GCCGGAAUCCUGACGGCUC 4568 GAGCCGUCAGGAUUCCGGC
1577 GCUACACUACGGAUCCGCA 4601 UGCGGAUCCGUAGUGUAGC
1597 AUCGAGCGAGAGUUCUGUG 4621 CACAGAACUCUCGCUCGAU
1598 UCGAGCGAGAGUUCUGUGA 4622 UCACAGAACUCUCGCUCGA
1601 AGCGAGAGUUCUGUGACCU 4625 AGGUCACAGAACUCUCGCU
1953 GCAGUACCGCGGCACGGUC 4977 GACCGUGCCGCGGUACUGC
1955 AGUACCGCGGCACGGUCAG 4979 CUGACCGUGCCGCGGUACU
1957 UACCGCGGCACGGUCAGCA 4981 UGCUGACCGUGCCGCGGUA
1959 CCGCGGCACGGUCAGCAAG 4983 CUUGCUGACCGUGCCGCGG
1961 GCGGCACGGUCAGCAAGAC 4985 GUCUUGCUGACCGUGCCGC
1965 CACGGUCAGCAAGACCCGC 4989 GCGGGUCUUGCUGACCGUG
1968 GGUCAGCAAGACCCGCAAG 4992 CUUGCGGGUCUUGCUGACC
1975 AAGACCCGCAAGGGUGUCC 4999 GGACACCCUUGCGGGUCUU
1976 AGACCCGCAAGGGUGUCCA 5000 UGGACACCCUUGCGGGUCU
1980 CCGCAAGGGUGUCCAGUGC 5004 GCACUGGACACCCUUGCGG
1998 CCAGCGCUGGUCCGCUGAG 5022 CUCAGCGGACCAGCGCUGG
2000 AGCGCUGGUCCGCUGAGAC 5024 GUCUCAGCGGACCAGCGCU
2001 GCGCUGGUCCGCUGAGACG 5025 CGUCUCAGCGGACCAGCGC
2019 GCCGCACAAGCCGCAGUUC 5043 GAACUGCGGCUUGUGCGGC
2020 CCGCACAAGCCGCAGUUCA 5044 UGAACUGCGGCUUGUGCGG
2023 CACAAGCCGCAGUUCACGU 5047 ACGUGAACUGCGGCUUGUG
2024 ACAAGCCGCAGUUCACGUU 5048 AACGUGAACUGCGGCUUGU
2025 CAAGCCGCAGUUCACGUUU 5049 AAACGUGAACUGCGGCUUG
2027 AGCCGCAGUUCACGUUUAC 5051 GUAAACGUGAACUGCGGCU
2029 CCGCAGUUCACGUUUACCU 5053 AGGUAAACGUGAACUGCGG
2083 CGGAACCCAGAUGGGGAUA 5107 UAUCCCCAUCUGGGUUCCG
2084 GGAACCCAGAUGGGGAUAG 5108 CUAUCCCCAUCUGGGUUCC
2087 ACCCAGAUGGGGAUAGCCA 5111 UGGCUAUCCCCAUCUGGGU
2090 CAGAUGGGGAUAGCCAUGG 5114 CCAUGGCUAUCCCCAUCUG
2139 CCCAUUCGACUACUGUGCC 5163 GGCACAGUAGUCGAAUGGG
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2140 CCAUUCGACUACUGUGCCC 5164 GGGCACAGUAGUCGAAUGG
2141 CAUUCGACUACUGUGCCCU 5165 AGGGCACAGUAGUCGAAUG
2145 CGACUACUGUGCCCUGCGA 5169 UCGCAGGGCACAGUAGUCG
2146 GACUACUGUGCCCUGCGAC 5170 GUCGCAGGGCACAGUAGUC
2159 UGCGACGCUGCGCUGAUGA 5183 UCAUCAGCGCAGCGUCGCA
2160 GCGACGCUGCGCUGAUGAC 5184 GUCAUCAGCGCAGCGUCGC
21lel CGACGCUGCGCUGAUGACC 5185 GGUCAUCAGCGCAGCGUCG
2162 GACGCUGCGCUGAUGACCA 5186 UGGUCAUCAGCGCAGCGUC
2172 UGAUGACCAGCCGCCAUCA 5196 UGAUGGCGGCUGGUCAUCA
2175 UGACCAGCCGCCAUCAAUC 5199 GAUUGAUGGCGGCUGGUCA
2181 GCCGCCAUCAAUCCUGGAC 5205 GUCCAGGAUUGAUGGCGGC
2183 CGCCAUCAAUCCUGGACCC 5207 GGGUCCAGGAUUGAUGGCG
2228 GUGGCAAGAGGGUGGAUCG 5252 CGAUCCACCCUCUUGCCAC
2310 AGUCAGCUUGCGGAAUCGG 5334 CCGAUUCCGCAAGCUGACU
2371 UGGAUACUGACUGCCCGGC 5395 GCCGGGCAGUCAGUAUCCA
2372 GGAUACUGACUGCCCGGCA 5396 UGCCGGGCAGUCAGUAUCC
2374 AUACUGACUGCCCGGCAGU 5398 ACUGCCGGGCAGUCAGUAU
2421 GGGCUAUGAGGUAUGGUUG 5445 CAACCAUACCUCAUAGCCC
2479 CUACAGCGGGUCCCAGUAG 5503 CUACUGGGACCCGCUGUAG
2480 UACAGCGGGUCCCAGUAGC 5504 GCUACUGGGACCCGCUGUA
2481 ACAGCGGGUCCCAGUAGCC 5505 GGCUACUGGGACCCGCUGU
2484 GCGGGUCCCAGUAGCCAAG 5508 CUUGGCUACUGGGACCCGC
2517 CUCAGGCUCCCAGCUUGUC 5541 GACAAGCUGGGAGCCUGAG
2667 UAAUGACACAGUCCUAAAU 5691 AUUUAGGACUGUGUCAUUA
2673 CACAGUCCUAAAUGUGGCC 5697 GGCCACAUUUAGGACUGUG
2707 UCCAACCAGGAGUGUAACA 5731 UGUUACACUCCUGGUUGGA
2709 CAACCAGGAGUGUAACAUC 5733 GAUGUUACACUCCUGGUUG
2725 AUCAAGCACCGAGGACGUG 5749 CACGUCCUCGGUGCUUGAU
2857 AUUAUAAUCCCCAACCGAG 5881 CUCGGUUGGGGAUUAUAAU
2859 UAUAAUCCCCAACCGAGUA 5883 UACUCGGUUGGGGAUUAUA
2902 GUCUUCACGCGUGUCUCUG 5926 CAGAGACACGCGUGAAGAC
2907 CACGCGUGUCUCUGUGUUU 5931 AAACACAGAGACACGCGUG
2998 AACUUCUUGUCAGACAUAA 6022 UUAUGUCUGACAAGAAGUU

[00246]  The siRNAs in subset E have the following characteristics:
e Cross-reactivity: With 19mer in human MST1 mRNA, with 17mer/19mer in NHP MST1
e Specificity category: For human and NHP: AS2 or better, SS3 or better
e miRNA seeds: AS+SS strand: seed region not conserved in human, mouse, and rat and not
present in >4 species. AS+SS strand: seed region not identical to seed region of known human
miRNA
e Off-target frequency: <15 human off-targets matched with 2 mismatches by antisense strand
e SNPs: siRNA target sites do not harbor SNPs with a MAF > 1% (pos. 2-18)
[00247] Subset F includes 38 siRNAs. The siRNAs in subset F include siRNAs from subset A and are
included in Table 8. In some cases, the sense strand of any of the siRNAs of subset F comprises
modification pattern 6S (Table 9). In some cases, the antisense strand of any of the siRNAs of subset F
comprises modification pattern 7AS (Table 9). In some cases, the sense strand of any of the siRNAs of
subset F contains an alternative modification pattern (Table 10). In some cases, the antisense strand of
any of the siRNAs of subset F comprises modification pattern 7AS (Table 10). The siRNAs in subset F
may comprise any other modification pattern(s). In Table 9 and Table 10, Nf (e.g. Af, Cf, Gf, Tf, or Uf)
is a2’ fluoro-modified nucleoside, n (e.g. a, ¢, g, t, or u) is a2’ O-methyl modified nucleoside, and s is

a phosphorothioate linkage.
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Table 8. Sequences in siRNA subset F

SEQ ID sense strand i antisense strand
NO: sequence (57-37) SEQ ID NO: sequence (5" -37)
424 AGCUGGGGCAAGUAAUUUU 3448 AAAAUUACUUGCCCCAGCU
474 AAAAGUUUAAUGUCACCCA 3498 UGGGUGACAUUAAACUUUU
480 UUAAUGUCACCCAGGGGCU 3504 AGCCCCUGGGUGACAUUAA
587 UCAAGUGUCCCCACCAAAC 3611 GUUUGGUGGGGACACUUGA
597 CCACCAAACCUUCCUAACA 3621 UGUUAGGAAGGUUUGGUGG
598 CACCAAACCUUCCUAACAC 3622 GUGUUAGGAAGGUUUGGUG
639 CCCUUGCAACUGACCUAUG 3663 CAUAGGUCAGUUGCAAGGG
642 UUGCAACUGACCUAUGGGA 3666 UCCCAUAGGUCAGUUGCAA
643 UGCAACUGACCUAUGGGAC 3667 GUCCCAUAGGUCAGUUGCA
751 AAUCCCGUAGGGACAGGUU 3775 AACCUGUCCCUACGGGAUU
1162 AACAAUGGGGUUGGGUACC 4186 GGUACCCAACCCCAUUGUU
1533 CGACAACUAUUGCCGGAAU 4557 AUUCCGGCAAUAGUUGUCG
1534 GACAACUAUUGCCGGAAUC 4558 GAUUCCGGCAAUAGUUGUC
1579 UACACUACGGAUCCGCAGA 4603 UCUGCGGAUCCGUAGUGUA
1597 AUCGAGCGAGAGUUCUGUG 4621 CACAGAACUCUCGCUCGAU
2025 CAAGCCGCAGUUCACGUUU 5049 AAACGUGAACUGCGGCUUG
2026 AAGCCGCAGUUCACGUUUA 5050 UAAACGUGAACUGCGGCUU
2027 AGCCGCAGUUCACGUUUAC 5051 GUAAACGUGAACUGCGGCU
2307 GACAGUCAGCUUGCGGAAU 5331 AUUCCGCAAGCUGACUGUC
2308 ACAGUCAGCUUGCGGAAUC 5332 GAUUCCGCAAGCUGACUGU
2420 CGGGCUAUGAGGUAUGGUU 5444 AACCAUACCUCAUAGCCCG
2421 GGGCUAUGAGGUAUGGUUG 5445 CAACCAUACCUCAUAGCCC
2596 CCUGAAUGGUAUGUGGUGC 5620 GCACCACAUACCAUUCAGG
2666 GUAAUGACACAGUCCUAAA 5690 UUUAGGACUGUGUCAUUAC
2667 UAAUGACACAGUCCUAAAU 5691 AUUUAGGACUGUGUCAUUA
2673 CACAGUCCUAAAUGUGGCC 5697 GGCCACAUUUAGGACUGUG
2675 CAGUCCUAAAUGUGGCCUU 5699 AAGGCCACAUUUAGGACUG
2707 UCCAACCAGGAGUGUAACA 5731 UGUUACACUCCUGGUUGGA
2709 CAACCAGGAGUGUAACAUC 5733 GAUGUUACACUCCUGGUUG
2712 CCAGGAGUGUAACAUCAAG 5736 CUUGAUGUUACACUCCUGG
2716 GAGUGUAACAUCAAGCACC 5740 GGUGCUUGAUGUUACACUC
2820 UGCCUGCUUUACCCACAAC 5844 GUUGUGGGUAAAGCAGGCA
2844 GGUCCUGGAAGGAAUUAUA 5868 UAUAAUUCCUUCCAGGACC
2859 UAUAAUCCCCAACCGAGUA 5883 UACUCGGUUGGGGAUUAUA
2903 UCUUCACGCGUGUCUCUGU 5927 ACAGAGACACGCGUGAAGA
2907 CACGCGUGUCUCUGUGUUU 5931 AAACACAGAGACACGCGUG
2998 AACUUCUUGUCAGACAUAA 6022 UUAUGUCUGACAAGAAGUU
3000 CUUCUUGUCAGACAUAAAG 6024 CUUUAUGUCUGACAAGAAG
Table 9. Modified siRNA subset F sequences
SEQ ID | sense strand sequence SEQ ID | antisense strand sequence
NO: (5°-37) NO: (57-37)
AfsgsCfuGfgGfgCfaAfgUfaAf usAfsaAfuUfaCfulUfgCfcCfcA
6049 6087
uUfuAfsusu fgCfususu
AfsasAfaGfuUfuAfaUfgUfcAf usGfsgGfuGfaCfaUfuAfaAfcU
6050 6088
cCfcAfsusu fuUfususu
. UfsusAfaUfgUfcAfcCfcAfgGEt usGfscCfcCfuGfgGfuGtfacfau
6051 6089
gGfcAfsusu fuAfasusu
UfscsAfaGfuGfuCfcCfcAfcCEt usUfsuUfgGfuGfgGfgAfcAfcU
6052 6090
aAfaAfsusu fuGfasusu
CfscsAfcCfaAfaCfcUfuCtcUL usGfsuUfaGfgAfaGfgULuUfgG
6053 6091
aAfcAfsusu fuGfgsusu
CfsasCfcAfaAfcCfuUfcCfuAf usUfsgUfuAfgGfaAfgGfuUfuG
6054 6092
aCfaAfsusu fgUfgsusu
CfscsCfuUfgCfaAfcUfgAfcCt usAfsuAfgGfuCfaGfulUfgCfaA
6055 6093
uAfuAfsusu fgGfgsusu
6056 UfsusGfcAfaCfuGfaCtcUfauf 6094 usCfscCfaUfaGigUfcAfgUfuG

gGfgAfsusu

fcAfasusu
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UfsgsCfaAfcUfgAfcCfuAfuGt

usUfscCfcAfuAfgGfuCfaGfuU

6057 6095

gGfaAfsusu fgCfasusu

AfsasUfcCfcGfuAfgGEgAfcAf usAfscCfuGfuCfcCfuAfcGEgG
6058 6096

gGfuAfsusu faUfususu

AfsasCfaAfuGfgGEfgULuGEigGE usGifsuAfcCfcAfaCfcCicAfulU
6059 6097

uAfcAfsusu fgUfususu

CfsgsAfcAfaCtuAfuUfgCfcGt usUfsuCfcGfgCfaAfuAfqUfuG
6060 6098

gAfaAfsusu fuCfgsusu

GfsasCfaAfcUfaUfuGfcCEgGE usAfsuUfcCfgGfcAfalUfaGful
6061 6099

aAfuAfsusu fgUfcsusu

UfsasCfaCfuAfcGEgAfuCfcGEt usCfsuGfcGEfgAfuCfcGLuAfgU
6062 6100

cAfgAfsusu fgUfasusu

AfsusCfgAfgCfgAfgAfgUfuCt usAfscAfgAfaCfuCfuCfgCfucC
6063 6101

uGfuAfsusu fgAfususu

CfsasAfgCfcGfcAfgUfuCfacCt usAfsaCfgUfgAfaCfuGtcGfgC
6064 6102

gUfuAfsusu fuUfgsusu

AfsasGfcCfgCfaGfuUfcAfcGE usAfsaAfcGfuGfaAfcULgCEigG
6065 6103

uUfuAfsusu fcUfususu

AfsgsCfcGfcAfqUfuCfaCtfqUE usUfsaAfaCfqgUfgAfaCfuGfcG
6066 6104

uUfaAfsusu fgCfususu

GfsasCfaGfuCfaGEfcUfuGEfcGE usUfsuCfcGfcAfaGfcULgAfcU
6067 6105

gAfaAfsusu fgUfcsusu

AfscsAfgUEcAfgCEfuUfgCEgGE usAfsuUfcCfgCfaAfgCtfuGfacC
6068 6106

aAfuAfsusu fuGfususu

CfsgsGfgCfuAfuGfaGfgUfauUf usAfscCfaufaCfcUfcAfuAfgC
6069 6107

gGfuAfsusu fcCfgsusu

GfsgsGfcUfaUfgAfgGfuAfuGE usAfsaCfcAfuAfcCfuCtalfaG
6070 6108

gUfuAfsusu fcCfesusu

CfscsUfgAfaUfgGEfuAfuGfuGEt usCfsaCfcAfcAfuAfcCtfaUfuC
6071 6109

gUfgAfsusu faGfgsusu

GfsusAfaUfgAfcAfcAfgUfcCEt usUfsuAfgGfaCfuGfuGfuCfau
6072 6110

uAfaAfsusu fuAfcsusu

UfsasAfuGfaCfaCfaGfuCfcUL usUfsuUfaGfgAfcUfgULgULfcA
6073 6111

aAfaAfsusu fuUfasusu
6074 CfsasCfaGfuCfcUfaAfaUfqUf 6112 usGfscCfaCfaUfuUfaGigAfcU

gGfcAfsusu fgUfgsusu

CfsasGfuCtcUfaAfaUfgUEgGE usAfsgGfcCfaCfaUfuUfaGigA
6075 6113

cCfuAfsusu fcUfgsusu

UfscsCfaAfcCfaGEgAfqgUEgUE usGfsuUfaCfaCfuCfcULfgGful
6076 6114

aAfcAfsusu fgGfasusu

CfsasAfcCfaGfgAfqUfgUfaAf j usAfsuGfuUfaCfaCfuCtfcUfgG
6077 6115

cAfuAfsusu fuUfgsusu

CfscsAfgGfaGfuGfuAfaCfaUf usUfsuGfaUfgUfuAfcAfcUfcC
6078 6116

cAfaAfsusu fuGfgsusu

GfsasGfuGfuAfaCfaUfcAfaGt usGifsuGfcUfuGfaUfgULfuAfcA
6079 6117

cAfcAfsusu fcUfcsusu

UfsgsCfcUfgCfuUfuAfcCfcAf o usUfsuGfuGfgGfuAfaAfgCfacG
6080 6118

cAfaAfsusu fgCfasusu

GfsgsUfcCfuGfgAfaGfgAfaUf usAfsuAfaUfuCfcUfuCicAfgG
6081 6119

uAfuAfsusu faCfcsusu

UfsasUfaAfuCfcCfcAfaCfcGEt usAfscUfcGEgUfuGfgGEgAfulU
6082 6120

aGfuAfsusu faUfasusu

UfscsUfuCfaCfgCfqUufqUfcUf usCfsaGfaGfaCfaCfgCfqgUfgA
6083 6121

cUfgAfsusu faGfasusu

CfsasCfgCEgUEgUEcUfcUEgUE usAfsaCfaCfaGfaGfaCfaCfgC
6084 6122

gUfuAfsusu fgUfgsusu

AfsasCfuUfcUfuGfuCfaGfaCt usUfsaUfgUfcUfgAfcAfaGfaA
6085 6123

aUfaAfsusu fgUfususu
6086 CfsusUfcUfuGfuCfaGfaCfaUf 6124 usUfsuUfaUfgUfcUfgAfcAfaG

aAfaAfsusu

faAfgsusu
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Table 10. Alternatively modified siRNA subset F sequences

s1RNA SEQ ID sense strand sequence SEQ ID | antisense strand sequence
Name NO: (5°-37) NO: (5°-37)

ETDO 1274 6125 asgscuggggCfaaguaauuua 6087 usAfsaAfuUfaCfulUfgCfcCfcA
susu fgCfususu

ETDO1275 6126 asasaaGfuuuAfAfugucacc 6088 usGfsgGfuGfaCfaUfuAfaAfcU
casusu fuUfususu

ETD01276 6127 ususaauGfucAfcccaggggce 6089 usGfscCfcCfuGfgGfuGtaCfau
asusu fuAfasusu

ETDO 1277 6128 uscsaaguguCfcCfcaccaaa 6090 usUfsuUfgGfuGfgGfgAfcAfcU
asusu fuGfasusu

ETD01278 6129 cscsacCfaaaCfCfuuccuaa 6091 usGisuUfaGfgAfaGfgULuUfgG
casusu fuGfgsusu

ETD01279 6130 csasccaaaCfCfuUfccuaac 6092 usUfsgUfuAfgGfaAfgGLulfuG
aasusu fgUfgsusu

ETD01280 6131 cscscuuGfcAfAfcugaccua 6093 usAfsuAfgGfuCfaGfuUfgCfaA
uasusu fgGfgsusu

ETDO1281 6132 ususgcAfAfcuGfAfccuaug 6094 usCfscCfaUfaGfgUfcAfgULfuG
ggasusu fcAfasusu

ETDO 1282 6133 usgscaAfcuGfAfccuauggg 6095 usUfscCicAfuAfgGfuCtfaGfuU
aasusu fgCfasusu

ETD01283 6134 asasucccGfuAfgGfgacagg 6096 usAfscCfuGfuCfcCfuAfcGEfgG
uasusu faUfususu

ETDO 1284 6135 asascaauGIiGEGEGfuugggu 6097 usGfsuAfcCfcAfaCfcCicAfulU
acasusu fgUfususu

ETDO1285 6136 csgsacAfAfcuAfuugccgga 6098 usUfsuCfcGfgCfaAfuAfqUfuG
aasusu fuCfgsusu

ETDO12 86 6137 gsascaacUfaUfUfgccggaa 6099 usAfsuUfcCfgGfcAfaUfaGfulU
uasusu fgUfcsusu

ETD01287 6138 usascaculAfcGifGfauccgca 6100 usCfsuGfcGEfgAfuCfcGLuAfgU
gasusu fgUfasusu

ETDO 1288 6139 asuscgAfgcgAfgAfguucug 6101 usAfscAfgAfaCfuCfuCfgCtfucC
uasusu fgAfususu

ETDO12 89 6140 csasagccGfcAfGfuucacgqgu 6102 usAfsaCfqUufgAfaCfuGfcGfgC
uasusu fuUfgsusu

ETDO 1290 6141 asasgccGfcAfGfuucacguu 6103 usAfsaAfcGfuGfaAfcULgCEigG
uasusu fcUfususu

ETD01291 6142 asgsccgCfagUfUfcacguuu 6104 usUfsaAfaCfgUfgAfaCfuGicG
aasusu fgCfususu

ETD01292 6143 gsascaGfucAfGfcuugcgga 6105 usUfsuCfcGfcAfaGfcUfgAfcU
aasusu fgUfcsusu

ETDO1293 6144 ascsagUfCfagCfuUfgcgga 6106 usAfsuUfcCfgCfaAfgCtuGfacC
auasusu fuGfususu

ETDO 1294 6145 csgsggcuAfuGfaGfguaugg 6107 usAfscCfalUfaCfcUfcAfuAfgC
uasusu fcCfgsusu

ETDO 1295 6146 gsgsgcuAfuGfALGEGfuaug 6108 usAfsaCfcAfuAfcCfuCtalfaG
guuasusu fcCfcsusu

ETDO12 96 6147 cscsugAfAfuGEGfuAfugug 6100 usCfsaCfcAfcAfuAfcCtfaUfuC
gugasusu faGfgsusu

ETD01297 6148 gsusaaugAfcAfcAfguccua 6110 usUfsuAfgGfaCfuGfuGfuCfau
aasusu fuAfcsusu

ETD01298 6149 usasaugaCfaCfaguccuaaa 6111 usUfsuUfaGfgAfcUfgULgULfcA
asusu fuUfasusu

ETDO12 99 6150 csascaqgUfCfCfUfaaaugug 6112 usGiscCfaCfaUfuUfaGfgAfcU
gcasusu fgUfgsusu

ETD01300 6151 csasguccuAfAfauguggeccu 6113 usAfsgGfcCfaCfaufuUfaGfga
asusu fcUfgsusu

ETDO1301 6152 uscscaAfccAfGEGEAfgugu 6114 usGfsuUfaCfaCfuCfcULfgGLful
aacasusu fgGfasusu

ETD01302 6153 csasaccAfGfGfAfGfuguaa 6115 usAfsuGfuufaCfaCfuCtcUfgG
cauasusu fuUfgsusu
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ETDO1303 6154 cscsagGfaGfuGfuaacauca 6116 usUfsuGfaufgUfuAfcAfcUfcC
aasusu fuGfgsusu

ETDO01304 6155 gsasgugUfaaCfaUfcaagca 6117 usGifsuGtcUfuGfaUfgUfuAfcA
casusu fcUfcsusu

ETD01305 6156 usgsccUfgcUfUfuacccaca 6118 usUfsuGfuGfgGfuAfaAfgCfaG
aasusu fgCfasusu

ETD01306 6157 gsgsuccuGtGEfAfAfGfgaau 6119 usAfsuAfaUfuCfcUfuCfcAfgG
uauasusu faCfcsusu

ETDO01307 6158 usasuaauCfCfCfCfaaccga 6120 usAfscUfcGEgUfuGfgGEgAfulU
guasusu faUfasusu

ETD01308 6159 uscsuuCfaCfgCfgugucucu 6121 usCfsaGfaGfaCfaCfgCfgUfgA
gasusu faGfasusu

ETDO1309 6160 csascgceqgUEigUfcUfcugugu 6122 usAfsaCfaCfaGfaGfaCfaCfgC
uasusu fgUfgsusu

ETD01310 6161 asascuucuuGfucagacauaa 6123 usUfsaUfgUfcUfgAfcAfaGfaA
susu fgUfususu

ETDO1311 6162 csusucUfUfgUfCfagacaua 6124 usUfsuUfaUfgUfcUfgAfcAfaG
aaasusu faAfgsusu

[00248]  Any siRNA among any of subsets A-H may comprise any modification pattern described
herein. If a sequence is a different number of nucleotides in length than a modification pattern, the
modification pattern may still be used with the appropriate number of additional nucleotides added 5 or
3’ to match the number of nucleotides in the modification pattern. For example, if a sense or antisense
strand of the siIRNA among any of subsets A-F comprises 19 nucleotides, and a modification pattern

comprises 21 nucleotides, UU may be added onto the 5 end of the sense or antisense strand.

Example 3: Screening MST1 siRNAs for activity in human cells in culture

[00249]  Chemically modified MST1 siRNAs cross reactive for human and non-human primate and
derived from sequences in siRNA subset F (Table 8) and shown in Table 10 were assayed for MST1
mRNA knockdown activity in cells in culture. Hep 3B2.1-7 cells (ATCC® HB-8064™) were seeded in
96-well tissue culture plates at a cell density of 7,500 cells per well in EMEM (ATCC Catalog No. 30-
2003) supplemented with 10% fetal bovine serum and incubated overnight in a water-jacketed, humidified
incubator at 37°C in an atmosphere composed of air plus 5% carbon dioxide. The MST1 siRNAs were
individually transfected into Hep 3B2.1-7 cells in duplicate wells at 10 nM final concentration using 0.15
uL Lipofectamine RNAiMax (Fisher) per well. Silencer Select Negative Control #1 (ThermoFisher,
Catalog# 4390843) was transfected at 10 nM final concentration as a control. Silencer Select human
MST1 (ThermoFisher, Catalog# 4427037, ID: s8994)) was transfected at 10 nM final concentration and
used as a positive control. After incubation for 48 hours at 37°C, total RNA was harvested from each well
and cDNA prepared using TagMan® Fast Advanced Cells-to-CT™ Kit (ThermoFisher, Catalog#
A35374) according to the manufacturer’s instructions. The level of MST1 mRNA from each well was
measured in triplicate by real-time qPCR on a QuantStudio™ 6 Pro Real-Time PCR System using
TagMan Gene Expression Assay for human MST1 (ThermoFisher, assay# Hs00360684 m1). The level of
PPIA mRNA was measured using TagMan Gene Expression Assay (ThermoFisher, assay#
Hs99999904 m1) and used to determine relative MST1 mRNA levels in each well using the delta-delta
Ct method. All data was normalized to relative MST1 mRNA levels in untreated Hep 3B2.1-7 cells. The
results are shown in Table 11. The siRNAs ETD01290, ETD01274, ETD01298, ETD01299, ETD01296,
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ETD01297, ETD01281, ETD01303, ETD01308, ETD01289, ETD01302, ETD01305 and ETD01306

reduced MST1 levels by greater than 50% when transfected at 10 nM.
Table 11. Knockdown Activity of MST1-Specific siRNAs at 1 nM ad 10 nM in Human ARPE-19

Cells
siRNA name Relative MST1 mRNA Level
Untreated Cells 1.00
1 nM siRNA 10 nM siRNA

Negative Control siRNA 0.77 0.52
Positive Control siRNA 0.28 0.12
ETD01274 0.46 0.47
ETDO01275 0.60 0.69
ETD01276 091 0.70
ETD01277 0.89 0.85
ETD01278 1.04 0.84
ETD01279 1.26 1.19
ETD01280 0.76 0.79
ETD01281 0.46 0.39
ETD01282 0.63 0.69
ETD01283 1.22 137
ETD01284 1.11 0.98
ETD01285 0.99 092
ETD01286 0.95 0.65
ETD01287 1.18 1.65
ETD01288 0.79 0.75
ETD01289 0.45 032
ETD01290 0.40 0.50
ETD01291 1.25 096
ETD01292 0.96 0.81
ETD01293 1.17 1.02
ETD0129%4 091 0.76
ETD01295 1.11 1.08
ETD01296 0.69 043
ETD01297 0.42 043
ETD01298 0.39 0.45
ETD01299 0.74 0.45
ETD01300 1.23 0.90
ETD01301 1.11 1.01
ETD01302 0.75 031
ETD01303 0.75 0.39
ETD01304 1.16 0.88
ETDO01305 0.40 0.30
ETD01306 027 0.20
ETD01307 0.90 0.96
ETD01308 0.39 037
ETD01309 0.73 0.53
ETD01310 0.78 0.65
ETDO0O1311 0.71 0.64
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Example 4: Determining the IC50 of MST1 siRNAs

[00250]  The IC50 values for knockdown of MS7/ mRNA by select MST1 siRNAs will be determined
in Hep 3B2.1-7 cells (ATCC® HB-8064™) cells. The siRNAs will be assayed individually at 30 nM, 10
nM, 3nM, 1 nMand 0.3 nM, or 3nM, 1 nM, 0.3nM, 0.1 nM and 0.03 nM, or 30 nM, 10 nM, 3nM, 1
nM, 0.3 nM, 0.1 nM and 0.03 nM. The HepG2 cells will be seeded in 96-well tissue culture plates at a cell
density of 7,500 cells per well in EMEM (ATCC Catalog No. 30-2003) supplemented with 10% fetal

bovine serum and incubated overnight in a water-jacketed, humidified incubator at 37°C in an atmosphere
composed of air plus 5% carbon dioxide. The MST1 siRNAs will be individually transfected into HepG2
cells in triplicate wells using 0.15 uL Lipofectamine RNAiMax (Fisher) per well. After incubation for 48
hours at 37°C, total RNA will be harvested from each well and cDNA prepared using TagMan® Fast
Advanced Cells-to-CT™ Kit (ThermoFisher, Catalog# A35374) according to the manufacturer’s
instructions. The level of MS7T'/ mRNA from each well will be measured in triplicate by real-time gPCR
on a QuantStudio™ 6 Pro Real-Time PCR System using TagMan Gene Expression Assay for human
MST1 (ThermoFisher, assay# Hs00360684 m1). The level of PPIA mRNA will be measured using
TagMan Gene Expression Assay (ThermoFisher, assay# Hs99999904 m1) and used to determine relative
MSTI mRNA levels in each well using the delta-delta Ct method. All data will be normalized to relative
MSTI mRNA levels in untreated HepG2 cells. Curve fit will be accomplish using the [inhibitor] vs.

response (three parameters) function in GraphPad Prism software.

Example 5: siRNA-mediated knockdown of MST1 in Hep 3B2.1-7 cell line
[00251]  siRNAs targeting MS7/ mRNA may downregulate levels of MST/ mRNA and MSP, leading

to a decrease in MSP secretion, when administered to the cultured human hepatocyte cell line, Hep 3B2.1-
7 cells (ATCC® HB-8064™). Accordingly, these results will demonstrate that siRNAs targeting MST/
mRNA in vivo will also downregulate levels of AMS77 mRNA and MSP, leading to a decrease in MSP
secretion into the bloodstream. The accompanying decrease in circulating MSP levels may improve lung
conditions, particularly in subjects with lung disorders.

[00252]  OnDay 0, Hep 3B2.1-7 cells are to be seeded at 150,000 cells/mL into a Falcon 24-well
tissue culture plate (ThermoFisher Cat. No. 353047) at 0.5 mL per well.

[00253] OnDay 1, MST1 siRNA and negative control siRNA master mixes are prepared. The MST1
siRNA master mix contains 350 pL of Opti-MEM (ThermoFisher Cat. No. 4427037 - s1288 Lot No.
AS02B02D) and 3.5 puL of a mixture of the two MST1 siRNAs (10 uM stock). The negative control
siRNA master mix contains 350 uL. of Opti-MEM and 3.5 uL of negative control siRNA (ThermoFisher
Cat. No. 4390843, 10 uM stock). Next, 3 uL of TransIT-X2 (Mirus Cat. No. MIR-6000) is added to each
master mix. The mixes are incubated for 15 minutes to allow transfection complexes to form, then 51 puL
of the appropriate master mix + TransIT-X2 is added to duplicate wells of HEPG2 cells with a final
siRNA concentration of 10 nM.

[00254]  OnDay 3, 48 hours post transfection, media is collected and mixed with protein lysis buffer
containing protease and phosphatase inhibitors, and the cells are lysed using the Cells-to-Ct kit according

to the manufacturer’s protocol (ThermoFisher Cat. No. 4399002). For the Cells-to-Ct, cells are washed
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with 50 uL using cold 1X PBS and lysed by adding 49.5 uL of Lysis Solution and 0.5 pL DNase I per

well and pipetting up and down 5 times and incubating for 5 minutes at room temperature. The Stop
Solution (5 uL/well) is added to each well and mixed by pipetting up and down five times and incubating
at room temperature for 2 minutes. The reverse transcriptase reaction is performed using 22.5 pL of the
lysate according to the manufacturer’s protocol. Samples are stored at -80 °C until real-time qPCR is
performed in triplicate using TagMan Gene Expression Assays (Applied Biosystems FAM/MST]I using a
BioRad CFX96 Cat. No. 1855195). For the protein quantification, equivalent quantities (30-50 ug) of
protein are separated by 10% SDS polyacrylamide gels and transferred to polyvinylidene fluoride
membranes. Membranes are blocked with 5% nonfat milk and incubated overnight with the appropriate
primary antibody at dilutions specified by the manufacturer. Next, the membranes are washed three times
in TBST and incubated with the corresponding horseradish peroxidase conjugated secondary antibody at
1:5000 dilution for 1 hr. Bound secondary antibody is detected using an enhanced chemiluminescence
system. The primary immunoblotting antibody is an anti-MSP antibody (Abcam, Cambridge, UK).
[00255] A decrease in MS7T/ mRNA and MSP expression in the Hep 3B2.1-7 cells is expected after
transfection with the MSTI1 siRNAs compared to AMS7T/ mRNA and MSP levels in HEPG2 cells
transfected with the non-specific control siRNA 48 hours after transfection. There is an expected decrease
in the amount of AMS71 mRNA and secreted MSP, measured by quantifying the amount of AZS7/ mRNA
and MSP in media of Hep 3B2.1-7 cells transfected with the MST1 siRNAs relative to the amount of
MSTI mRNA and MSP in media of Hep 3B2.1-7 cells transfected with a non-specific control siRNA 48
hours after transfection. These results are expected to show that the MSTI1 siRNAs elicit knockdown of
MSTI mRNA in Hep 3B2.1-7 cells and that the decrease in MST/ expression may correspond with a
decrease in MST! mRNA and MSP secretion.

Example 6: ASO-mediated knockdown of MS77 in Hep 3B2.1-7 cell line
[00256]  ASOstargeting MST1 mRNA may downregulate levels of AMS7/ mRNA and MSP, leading to

a decrease in MSP secretion, when administered to the cultured human hepatocyte cell line, Hep 3B2.1-7.

Accordingly, these results will demonstrate that siRNAs targeting MS7/ mRNA in vivo will also
downregulate levels of MST! mRNA and MSP, leading to a decrease in MSP secretion into the
bloodstream. The accompanying decrease in circulating MSP levels may improve lung conditions,
particularly in subjects with lung disorders.

[00257]  OnDay 0, Hep 3B2.1-7 cells are to be seeded at 150,000 cells/mL into a Falcon 24-well
tissue culture plate (ThermoFisher Cat. No. 353047) at 0.5 mL per well.

[00258] OnDay 1, MST1 ASO and negative control ASO master mixes are prepared. The MST1 ASO
master mix contains 350 puL of Opti-MEM (ThermoFisher Cat. No. 4427037 - s1288 Lot No. AS02B02D)
and 3.5 pL of a mixture of the two MST1 ASOs (10 uM stock). The negative control ASO master mix
contains 350 uL of Opti-MEM and 3.5 uL of negative control ASO (ThermoFisher Cat. No. 4390843, 10
uM stock). Next, 3 uL of TransIT-X2 (Mirus Cat. No. MIR-6000) is added to each master mix. The mixes

are incubated for 15 minutes to allow transfection complexes to form, then 51 pL of the appropriate
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master mix + TransIT-X2 is added to duplicate wells of HEPG2 cells with a final ASO concentration of

10 nM.

[00259]  OnDay 3, 48 hours post transfection, media is collected and mixed with protein lysis buffer
containing protease and phosphatase inhibitors, and the cells are lysed using the Cells-to-Ct kit according
to the manufacturer’s protocol (ThermoFisher Cat. No. 4399002). For the Cells-to-Ct, cells are washed
with 50 uL using cold 1X PBS and lysed by adding 49.5 uL of Lysis Solution and 0.5 pL DNase I per
well and pipetting up and down 5 times and incubating for 5 minutes at room temperature. The Stop
Solution (5 uL/well) is added to each well and mixed by pipetting up and down five times and incubating
at room temperature for 2 minutes. The reverse transcriptase reaction is performed using 22.5 pL of the
lysate according to the manufacturer’s protocol. Samples are stored at -80 °C until real-time qPCR is
performed in triplicate using TagMan Gene Expression Assays (Applied Biosystems FAM/MST1 using a
BioRad CFX96 Cat. No. 1855195). For the protein quantification, equivalent quantities (30-50 ug) of
protein are separated by 10% SDS polyacrylamide gels and transferred to polyvinylidene fluoride
membranes. Membranes are blocked with 5% nonfat milk and incubated overnight with the appropriate
primary antibody at dilutions specified by the manufacturer. Next, the membranes are washed three times
in TBST and incubated with the corresponding horseradish peroxidase conjugated secondary antibody at
1:5000 dilution for 1 hr. Bound secondary antibody is detected using an enhanced chemiluminescence
system. The primary immunoblotting antibody is an anti-MSP antibody (Abcam, Cambridge, UK).
[00260] A decrease in MST/ mRNA and MSP expression in the Hep 3B2.1-7 cells is expected after
transfection with the MST1 ASOs compared to MS7/ mRNA levels in Hep 3B2.1-7 cells transfected with
the non-specific control ASO 48 hours after transfection. There is an expected decrease in the amount of
MSTI mRNA and secreted MSP, measured by quantifying the amount of AMS7/ mRNA and MSP in
media of Hep 3B2.1-7 cells transfected with the MST1 ASOs relative to the amount of MS7/ mRNA and
MSP in media of Hep 3B2.1-7 cells transfected with a non-specific control ASO 48 hours after
transfection. These results are expected to show that the MST1 ASOs elicit knockdown of AMS7T/ mRNA
and MSP in HEPG2 cells and that the decrease in AMST'/ expression may correspond with a decrease in
MSTI mRNA and MSP secretion.

Example 7: Inhibition of MST in a Mouse Model of Lung Inflammation Via A cute Cigarette
Smoke Exposure Using MST1 siRNAs or ASOs

[00261]  In this experiment, a mouse model of lung inflammation induced by acute cigarette smoke
exposure is used to evaluate the effect of siRNA or ASO inhibition of MS7'/. In this cigarette smoke
induced model, mice are exposed to cigarette smoke for 3 hours which will result in a transient
inflammatory response. Lung inflammation is assessed by measuring neutrophils and macrophages in
bronchoalveolar lavage fluid and lung tissue.

[00262]  Briefly, mice are divided into six groups: Group 1 - a group treated with non-targeting control
siRNA and cigarette smoke inhalation, Group 2 - a group treated with non-targeting control ASO and
cigarette smoke inhalation, Group 3 - a group treated with MST1 siRNAT1 and cigarette smoke inhalation,

Group 4 — a group treated with MST1 ASO1 and cigarette smoke inhalation, Group 5 — a group treated
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with vehicle and cigarette smoke inhalation, Group 6 — a group treated with vehicle and not receiving

cigarette smoke stimulus. Each group contains eight mice (4 males, 4 females).

[00263] Administration of siRNA or ASO is achieved with a 200 pL subcutaneous injection of
siRNA or ASO resuspended in PBS at concentration of 10 uM. At Time 0, Group 1 mice are injected
subcutaneously with non-targeting control siRNA, Group 2 mice are injected subcutaneously with non-
targeting control ASO, Group 3 mice are injected subcutaneously with siRNAT1 targeting mouse MST/,
Group 4 mice are injected subcutaneously with ASO1 targeting mouse MS7'/, and Group 5 and 6 mice are
injected subcutaneously with vehicle.

[00264] 24 hours after the smoke inhalation treatment, bronchoalveolar lavage fluid is collected and
the mice are sacrificed by cervical dislocation following an intraperitoneal injection of 0.3 ml Nembutal (5
mg/ml) (Sigma Cat. No. 1507002). Final blood samples are collected, and livers and lungs are removed,
and a section placed in RN Alater for mRNA isolation.

[00265] mRNA is isolated from tissue placed in RN Alater solution using the PureLink kit according
to the manufacturer’s protocol (ThermoFisher Cat. No. 12183020). The reverse transcriptase reaction is
performed according to the manufacturer’s protocol. Samples are stored at -80 °C until real-time qPCR is
performed in triplicate using TagMan Gene Expression Assays (Applied Biosystems FAM/MST] using a
BioRad CFX96 Cat. No. 1855195). A decrease in MST! mRNA and MSP expression in the liver tissue
and circulating MSP in the blood from mice dosed with the MST1 siRNA1 or ASO1 is expected
compared to MST1 mRNA or MSP expression in the liver tissue and circulating MSP in the blood from
mice dosed with the non-specific controls. There is an expected decrease in neutrophil and macrophage
counts in the bronchoalveolar lavage fluid in cigarette smoke exposed mice that receive the MST1 siRNA
or ASO compared to the neutrophil and macrophage counts in the bronchoalveolar lavage fluid in
cigarette smoke exposed mice that receive the non-specific control. These results are expected to show
that the MST1 siRNA or ASO elicits knockdown of MS77 mRNA and MSP in liver tissue and reduces
circulating MSP, and that the decrease in MS7/ mRNA and MSP expression may correspond with a
decrease in neutrophil and macrophage counts in the bronchoalveolar lavage fluid in mice exposed to

cigarette smoke.

Example 8: Inhibition of MS7T1 in a Mouse Model of COPD Using MST1 siRNAs or ASOs
[00266]  In this experiment, a mouse model of cigarette smoke induced COPD is to be used to evaluate
the effect of sSIRNA or ASO inhibition of MST/. In the cigarette smoke induced COPD model, mice are

exposed to cigarette smoke for 6 months to mimic patients with a substantial history of cigarette smoking.

Lung inflammation is assessed by measuring neutrophil and macrophage in bronchoalveolar lavage fluid
and lung tissue. Lung function is also assessed by measuring tidal volume, resistance and dynamic
compliance. Additionally, lung morphology and air space enlargement is assessed by fixing and staining
the lungs and measuring structural parameters such as air space, septal wall thickness and mean linear
intercept.

[00267]  Briefly, mice are divided into six groups: Group 1 - a group treated with non-targeting control

siRNA and cigarette smoke inhalation, Group 2 - a group treated with non-targeting control ASO and
-121-



WO 2022/266037 PCT/US2022/033344
cigarette smoke inhalation, Group 3 - a group treated with MST1 siRNAI and cigarette smoke inhalation,

Group 4 — a group treated with MST1 ASO1 and cigarette smoke inhalation, Group 5 — a group treated
with vehicle and cigarette smoke inhalation, Group 6 — a group treated with vehicle and not receiving
cigarette smoke stimulus. Each group contains eight mice (4 males, 4 females).

[00268] Administration of siRNA or ASO is achieved with a 200 pL subcutaneous injection of
siRNA or ASO resuspended in PBS at concentration of 10 uM. On Study Day 0, Group 1 mice are
injected subcutaneously with non-targeting control siRNA, Group 2 mice are injected subcutaneously
with non-targeting control ASO, Group 3 mice are injected subcutaneously with siRNAI targeting mouse
MSTI, Group 4 mice are injected subcutaneously with ASO1 targeting mouse MS7'/, and Group 5 and 6
mice are injected subcutaneously with vehicle. Every 14 days after the first injection animals from each
group will be dosed for atotal of 12 injections.

[00269] 24 hours after the final smoke inhalation treatment, bronchoalveolar lavage fluid is collected
and the mice are sacrificed by cervical dislocation following an intraperitoneal injection of 0.3 ml
Nembutal (5 mg/ml) (Sigma Cat. No. 1507002). Final blood samples are collected, and livers and lungs
are removed, and a section placed in RNAlater for mRNA isolation or fixed with paraformaldehyde and
then embedded in paraffin for tissue sectioning.

[00270] mRNA is isolated from tissue placed in RN Alater solution using the PureLink kit according
to the manufacturer’s protocol (ThermoFisher Cat. No. 12183020). The reverse transcriptase reaction is
performed according to the manufacturer’s protocol. Samples are stored at -80 °C until real-time qPCR is
performed in triplicate using TagMan Gene Expression Assays (Applied Biosystems FAM/MST]1 using a
BioRad CFX96 Cat. No. 1855195). A decrease in MST! mRNA and MSP expression in the liver tissue
and circulating MSP in the blood from mice dosed with the MST1 siRNA1 or ASO1 is expected
compared to MST ! mRNA and MSP expression in the liver tissue and circulating MSP in the blood from
mice dosed with the non-specific controls. There is an expected decrease in neutrophil and macrophage
counts in the bronchoalveolar lavage fluid in cigarette smoke exposed mice that receive the MST1 siRNA
or ASO compared to the neutrophil and macrophage counts in the bronchoalveolar lavage fluid in
cigarette smoke exposed mice that receive the non-specific control. There is also an expected decrease in
air space and mean linear intercept and an increase in septal wall thickness in cigarette smoke exposed
mice that receive the MST1 siRNA or ASO compared to the air space, mean linear intercept and septal
wall thickness in cigarette smoke exposed mice that receive the non-specific control. Additionally, there is
also an expected decrease in compliance and tidal volume and an increase in resistance in cigarette smoke
exposed mice that receive the MST1 siRNA or ASO compared to the compliance, tidal volume and
resistance in cigarette smoke exposed mice that receive the non-specific control. These results will show
that an MST1 siRNA or ASO may elicit knockdown of AMS77 mRNA and MSP in liver tissue and reduce
circulating MSP, and that the decrease in MS7/ mRNA and MSP expression may correspond with a
decrease in neutrophil and macrophage counts in the bronchoalveolar lavage fluid and increased lung

function and decreased pathology in mice exposed to cigarette smoke.
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Example 9: Screening siRNAs targeting human MS7T7 mRNA in mice transfected with AAVS-TBG-
h-MST1
[00271]  Several siRNAs targeting human MS7/ mRNA were tested for activity in mice following

transfection with an adeno-associated viral vector. The siRNAs were attached to the GalNAc ligand ETL1
followed by a phosphorothioate linkage at the 5° end of the sense strand. The siRNAs used in this
Example are included in Table 24A.

[00272]  Six to eight week old female mice (C57BIl/6) were injected with 10 uL of a recombinant
adeno-associated virus 8 (AAV8) vector (1.5 x 10E13 genome copies/mL) by the retroorbital route. The
recombinant AAVS contained the open reading frame and the majority of the 3’UTR of the human MS7'/
mRNA sequence (NM_020998.4) under the control of the human thyroxine binding globulin promoter in
an AAV2 backbone packaged in AAVS8 capsid (AAV8-TBG-h-MST1). On Day 14 after infection, serum
was collected and the level of human MSP protein in each mouse was measured using the Human MSP /
MST1 / Macrophage Stimulating Protein ELIS A Kit PicoKine™ from Boster Bio (Catalog# EK0814)
according to the manufacturer’s instructions using a serum sample dilution of 1:25 in PBS. Recombinant
MSP included in the kit was used to generate a standard curve of 10,000 pg/mL to 0 pg/mL MSP. The
optical density of the plate was read at 450 nm using a PerkinElmer Envision multimode plate reader. The
concentration of MSP in each mouse serum sample was calculated from the standard curve by
interpolation using least squares fit (Prism version 9, Software MacKiev).

[00273]  Mice were allocated into groups (n=3) such that the groups had similar serum levels of human
MSP and then given a subcutaneous injection of a single 100 ug dose of a GalNAc-conjugated siRNA or
PBS as vehicle control. On Days 0, 4 and 13 after injection, serum was collected to assess serum MSP
concentrations by ELIS A using the methods described above. The MSP serum concentration at each
timepoint was made relative to the level of MSP in the Day 0 sample for each individual mouse. The
results are shown in Table 12. Mice injected with ETD01723 had the greatest reduction in serum MSP of
the siRNAs tested, with lower levels on Day 13 than on Day 4 relative to Day 0. Mice injected with
ETDO01728, ETD01725 and ETD01729 also showed substantial reduction of serum MSP. Note that
ETDO01724 did not have its target sequence in the AAV8-TBG-h-MST1 construct and therefore
functioned as a negative control siRNA in this study.

[00274]  Mice were sacrificed on Day 13 and aliver sample from each was collected and placed in

RN Alater (ThermoFisher Catalog# AM7020) until processing. Total liver RNA was prepared by
homogenizing the liver tissue in homogenization buffer (Maxwell RSC simplyRNA Tissue Kit) using a
Percellys 24 tissue homogenizer (Bertin Instruments) set at S000 rpm for two 10 second cycles. Total
RNA from the lysate was purified on a Maxwell RSC 48 platform (Promega Corporation) according to the
manufacturer’s recommendations. Preparation of cDNA was performed using Quanta gScript cDNA
SuperMix (VWR, Catalog# 95048-500) according to the manufacturer’s instructions. The relative levels
of liver MST1 mRNA were assessed by RT-qPCR in triplicate on a QuantStudio™ 6 Pro Real-Time PCR
System using TaqMan assays for human MST/ (ThermoFisher, assay# Hs00360684 m1) and the mouse
housekeeping gene PPIA (ThermoFisher, assay# Mm02342430 g1) and PerfeCTa® qPCR FastMix®,
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Low ROX™ (VWR, Catalog# 101419-222). Data were normalized to the level in animals receiving PBS.

Results are shown in Table 13. Mice injected with ETD01723, ETD01728, ETD01725, ETD01729 and
ETDO01731 had substantially lower levels in mean liver human A/S7T7 mRNA on Day 13 relative to mice
receiving PBS.

Table 12. Relative Mean Serum Human MSP Levels in AAVS-TBG-h-MST1 Mice

Group n Treatment Dose | Mean serum human MSP (Relativeto
(ug) Day 0)
Day 0 Day 4 Day13
1 3 PBS 1.00 0.94 0.66
2 3 ETD01723 100 1.00 0.19 0.05
3 3 ETD01724 100 1.00 1.15 0.79
4 3 ETD01725 100 1.00 043 0.21
5 3 ETDO01726 100 1.00 092 0.83
6 3 ETDO01727 100 1.00 1.25 1.04
7 3 ETD01728 100 1.00 0.15 0.13
8 3 ETD01729 100 1.00 047 0.45
9 3 ETDO01731 100 1.00 1.55 0.75
10 3 ETDO01732 100 1.00 1.45 1.05
11 3 ETD01733 100 1.00 1.26 1.26
12 3 ETDO01734 100 1.00 1.19 0.82

Table 13. Relative Human AMS7 7 mRNA Levels in Livers of AAVS8-TBG-h-MST1 Mice

Group n Treatment Dose Meaxg human MSTI mRNA

(ug) (Relative to Group1,Day 13)
1 3 PBS 1.00
2 3 ETD01723 100 0.15
3 3 ETDO01724 100 225
4 3 ETD01725 100 031
5 3 ETD01726 100 2.78
6 3 ETD01727 100 2.78
7 3 ETD01728 100 0.08
8 3 ETD01729 100 0.01
9 3 ETD01731 100 035
10 3 ETD01732 100 097
11 3 ETD01733 100 3.10
12 3 ETDO01734 100 0.92

Example 10: Screening of additional siRNAs targeting human MS77 mRNA in mice transfected
with AAVS-TBG-h-MST1 and confirmation of the activity of ETD01723, ETD01725, ETD01728
and ETD01729

[00275]  Additional siRNAs targeting human AZS7/ mRNA (ETDO01795, ETD01798, ETD01799,

ETDO01800) were tested for activity in mice following transfection with an adeno-associated viral vector.
The siRNAs were attached to the GalNAc ligand ETL17 followed by a phosphorothioate linkage at the 5°
end of the sense strand. Confirmation of the activities of ETD01723, ETD01725, ETD01728 and
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ETDO01729 from the Example above was also performed. The siRNAs used in this Example are included

in Table 24A.

[00276]  Six to eight week old female mice (C57BI/6) were injected with 10 uL of a recombinant
adeno-associated virus 8 (AAVS) vector (1.5 x 10E13 genome copies/mL) by the retroorbital route. The
recombinant AAV8 contained the open reading frame and the majority of the 3°’UTR of the human MST1
sequence (NM_020998.4) under the control of the human thyroxine binding globulin promoter in an
AAV?2 backbone packaged in AAVS8 capsid (AAV8-TBG-h-MST1). On Day 14 after infection, serum
was collected and the level of human MSP in each mouse was measured using the Human MSP/MST1
DuoSet ELISA from R&D (Catalog# DY352). The manufacturer’s instructions regarding all reagent
preparations for buffers and solutions was followed. A serum sample dilution of 1:250 was utilized for all
test samples. Recombinant MSP included in the kit was used to create a standard curve of 10,000 pg/mL
to 0 pg/mL. The optical density of the plate was read at 450 nm using a PerkinElmer Envision multimode
plate reader. The concentration of MSP in each mouse serum sample was calculated from the standard
curve by interpolation using least squares fit (Prism version 9, Software MacKiev).

[00277]  Mice were allocated into groups (n=3) such that the groups had similar serum levels of human
MSP and then given a subcutaneous injection of a single 100 ug dose of a GalNAc-conjugated siRNA or
PBS as vehicle control. On Days 0, 4 and 10 after injection, serum was collected to assess serum MSP
concentrations by ELIS A using the methods described above. The MSP serum concentration at each
timepoint was made relative to the level of MSP in the Day 0 sample for each individual mouse. The
results are shown in Table 14. Mice injected with ETD1799 or ETD01800 had the greatest reduction in
serum MSP of the additional siRNAs tested, with lower levels on Day 10 than on Day 4 relative to Day 0.
The activities of ETD01723, ETD01725, ETD01728 and ETD01729 was confirmed with treatment of
mice with ETD01723 and ETDO01728 yielding the greatest reduction in serum MSP. Of the additional
siRNA targeting AMS7T! mRNA (ETD01795, ETD01798, ETD01799, ETD01800), ETD01799 and
ETDO01800 gave the largest reduction in serum MSP. Replacement of the ETL1 ligand on ETD01723 with
the ETL17 ligand on the same sequence (ETDO01823) resulted in a greater reduction in MSP.

[00278]  Mice were sacrificed on Day 10 and aliver sample from each was collected and placed in

RN Alater (ThermoFisher Cat# AM7020) until processing. Total liver RNA was prepared by homogenizing
the liver tissue in homogenization buffer (Maxwell RSC simplyRNA Tissue Kit) using a Percellys 24
tissue homogenizer (Bertin Instruments) set at S000 rpm for two 10 second cycles. Total RNA from the
lysate was purified on a Maxwell RSC 48 platform (Promega Corporation) according to the
manufacturer’s recommendations. Preparation of cDNA was performed using Quanta gScript cDNA
SuperMix (VWR, Catalog# 95048-500) according to the manufacturer’s instructions. The relative levels
of liver MSTI mRNA were assessed by RT-qPCR in triplicate on a QuantStudio™ 6 Pro Real-Time PCR
System using TaqMan assays for human MS7/ (ThermoFisher, assay# Hs00360684 _m1) and the mouse
housekeeping gene PPIA (ThermoFisher, assay# Mm02342430 gl) and PerfeCTa® qPCR FastMix®,
Low ROX™ (VWR, Catalog# 101419-222). Data were normalized to the level in animals receiving PBS.
Results are shown in Table 15. Mice receiving siRNAs targeting MS7'/ had substantially lower levels in
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mean liver human MS77 mRNA on Day 10 relative to mice receiving PBS. The activities of ETD01723,

ETDO01725, ETD01728 and ETD01729 was confirmed with treatment of mice with ETD01723 and
ETDO01728 yielding the greatest reduction in liver MS7/ mRNA. Of the additional siRNA targeting MS7'/
mRNA (ETD01795, ETD01798, ETD01799, ETD01800), ETD01799 and ETD01800 gave the largest
reduction in in liver MST/ mRNA.

Table 14. Relative Mean Serum Human MSP Levels in AAVS-TBG-h-MST1 Mice

Dose | Mean serum human MSP (Relativeto
Group n Treatment | (ug) | Day 0)
Day 0 Day 4 Day 10

1 3 PBS 1.00 258 1.33
2 3 ETD01723 | 100 T.00 034 018
3 3 ETD01823 100 1.00 0.41 0.13
4 3 ETD01725 | 100 1.00 122 061
5 3 ETD01728 100 1.00 030 0.12
6 3 ETD01729 | 100 T.00 037 036
7 3 ETDO01795 100 1.00 1.18 0.53
8 3 ETD01798 | 100 1.00 0.96 0.65
9 3 ETD01799 100 1.00 0.26 0.17
10 3 ETDO01800 | 100 1.00 048 0138

Table 15. Relative Human AMS71 mRNA Levels in Livers of AAVS-TBG-h-MST1 Mice

Dose | Mean human MS77 mRNA
Group n Treatment | (ug) (Relative to Group 1, Day 10)
1 3 PBS 1.00
2 3 ETDO01723 100 0.05
3 3 ETD01823 100 0.07
4 3 ETDo01725 | 100 0.21
3 3 ETD01728 100 0.19
6 3 ETD01729 100 0.28
7 3 ETD01795 100 0.28
8 3 ETD01798 | 100 0.25
9 3 ETD01799 100 0.02
10 3 ETD01800 | 100 0.03

Example 11: Screening of additional siRNAs targeting human MS7'] in mice transfected with
AAVS-TBG-h-MST1 and testing the activity of siRNAs containing alternative modification patterns
of ETD01723 and ETD01728.

[00279]  Additional siRNAs targeting human AS7T/ mRNA (ETD01789 and ETD01794) were tested

for activity in mice following transfection with an adeno-associated viral vector. The siRNAs were
attached to the GalNAc ligand ETL1 followed by a phosphorothioate linkage at the 5° end of the sense
strand. The activities of siRNAs with alternative modification patterns of ETD01723 (ETD01827-
ETDO01831) and ETD01728 (ETD01832-ETD01837) were also assessed. The siRNAs were attached to
the GalNAc ligand ETL17 followed by a phosphorothioate linkage at the 5° end of the sense strand. The
activities of ETD01827-ETD01831 were compared to ETD01823 which had the identical sequence and
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modification pattern to ETD01723 but attached to ETL17. The activities of ETD01832-ETD01837 were

compared to ETD01821 which had the identical sequence and modification pattern to ETD01728 but
attached to ETL17. The siRNAs used in this Example are included in Table 24A.

[00280]  Six to eight week old female mice (C57BIl/6) were injected with 10 uL of a recombinant
adeno-associated virus 8 (AAVS) vector (2.4 x 10E13 genome copies/mL) by the retroorbital route. The
recombinant AAVS contained the open reading frame and the majority of the 3’ UTR of the human MST/
sequence (NM_020998.4) under the control of the human thyroxine binding globulin promoter in an
AAV2 backbone packaged in AAVS capsid (AAVS8-TBG-h-MST1). On Day 13 after infection, serum
was collected and the level of human MSP in each mouse was measured using the Human MSP/MST1
DuoSet ELISA from R&D (Catalog# DY352). The manufacturer’s instructions regarding all reagent
preparations for buffers and solutions was followed. A serum sample dilution of 1:250 was utilized for all
test samples. Recombinant MSP included in the kit was used to create a standard curve of 10,000 pg/mL
to 0 pg/mL. The optical density of the plate was read at 450 nm using a PerkinElmer Envision multimode
plate reader. The concentration of MSP in each mouse serum sample was calculated from the standard
curve by interpolation using least squares fit (Prism version 9, Software MacKiev).

[00281]  Mice were allocated into groups (n=3) such that the groups had similar serum levels of human
MSP and then given a subcutaneous injection of a single 60 ug dose of a GaINAc-conjugated siRNA or
PBS as vehicle control. On Days 0 and 11 after injection, serum was collected to assess serum MSP
concentrations by ELIS A using the methods described above. The MSP serum concentration at each
timepoint was made relative to the level of MSP protein in the Day 0 sample for each individual mouse.
The results are shown in Table 16. Mice injected with ETD01789 or ETD01794 did not have greater
reductions in serum MSP than ETD01823 or ETD01821 on Day 11. The activities of siRNAs with
alternative modification patterns of ETD01723 and ETD01823, namely ETD01824-ETD01831 were
comparable to ETD01823, with ETD01828 and ETD01831 showing the greatest level serum MSP
reduction on Day 11. The activities of siRNAs with alternative modification patterns of ETD01728 and
ETDO01821, namely ETD01832-ETD01837 were comparable to ETD01823, withETD01834, ETD01835
and ETDO01836 showing the greatest level serum MSP reduction on Day 11.

[00282]  Mice were sacrificed on Day 11 and a liver sample from each was collected and placed in
RNAlater (ThermoFisher Cat# AM7020) until processing. Total liver RNA was prepared by homogenizing
the liver tissue in homogenization buffer (Maxwell RSC simplyRNA Tissue Kit) using a Percellys 24
tissue homogenizer (Bertin Instruments) set at 5000 rpm for two 10 second cycles. Total RNA from the
lysate was purified on a Maxwell RSC 48 platform (Promega Corporation) according to the
manufacturer’s recommendations. Preparation of cDNA was performed using Quanta qScript cDNA
SuperMix (VWR, Catalog# 95048-500) according to the manufacturer’s instructions. The relative levels
of liver MSTI mRNA were assessed by RT-qPCR in triplicate on a QuantStudio™ 6 Pro Real-Time PCR
System using TaqMan assays for human MS7/ (ThermoFisher, assay# Hs00360684 m1) and the mouse
housekeeping gene PPI4 (ThermoFisher, assay# Mm02342430 g1) and PerfeCTa® qPCR FastMix®,
Low ROX™ (VWR, Catalog# 101419-222). Data were normalized to the level in animals receiving PBS.
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Results are shown in Table 17. Mice injected with ETD01789 or ETD01794 did not have greater

reductions in liver MST! mRNA than ETD01823 or ETD01821 on Day 11. The mRNA reduction
activities of mice receiving siRNAs with alternative modification patterns of ETD01723 and ETD01823,
namely ETD01824-ETDO01831, were comparable to ETD01823 relative to mice receiving PBS. The
activities of siRNAs with alternative modification patterns of ETD01728 and ETD01821, namely
ETDO01832-ETD01837, were comparable to ETD01821.

Table 16. Relative Mean Serum Human MSP Levels in AAVS-TBG-h-MST1 Mice

Dose | Mean serum human MSP
Group n Treatment (ug) (Relative to Day 0)
Day 0 Day 11
1 3 PBS 1.00 0.79
2 3 ETD01823 60 1.00 0.08
3 3 ETD01827 60 1.00 0.14
4 3 ETD01828 60 1.00 0.05
5 3 ETD01829 60 1.00 0.16
6 3 ETD01830 60 1.00 0.12
7 3 ETDO01831 60 1.00 0.10
8 3 ETD01821 60 1.00 0.06
9 3 ETD01832 60 1.00 0.07
10 3 ETDO01833 60 1.00 0.06
11 3 ETD01834 60 1.00 0.04
12 3 ETDO01835 60 1.00 0.01
13 3 ETD01836 60 1.00 0.04
14 3 ETDO01837 60 1.00 0.17
15 3 ETDO01789 60 1.00 0.26
16 3 ETD017% 60 1.00 1.51

Table 17. Relative Human AMS71 mRNA Levels in Livers of AAVS8-TBG-h-MST1 Mice

Dose | Mean human MSTI mRNA
Group n Treatment | (ug) (Relative to Group 1, Day 11)
! 3 PBS 1.00
2 3 ETD01823 60 013
3 3 ETD01827 | 60 030
4 3 ETD01828 60 013
3 3 ETD01829 60 023
6 3 ETD01830 60 012
7 3 ETDOIS31 | 60 0.24
8 3 ETD01821 60 017
9 3 ETD01832 60 0.10
10 3 ETD01833 60 023
11 3 ETD01834 | 60 016
12 3 ETDO01835 60 023
13 3 ETD01836 60 018
14 3 ETD01837 60 019
15 3 ETD01789 | 60 0.80
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[ T6 | 3 ETDOI79% | 60 | 091

Example 12: Screening of additional siRNAs targeting human MS77 in mice transfected with
AAVS-TBG-h-MST1
[00283]  Additional siRNAs targeting human AMS7'/, namely ETD1860-ETD01868, were tested for

activity in mice following transfection with an adeno-associated viral vector. The siRNAs were attached
to the GalNAc ligand ETL17 followed by a phosphorothioate linkage at the 5° end of the sense strand.
The siRNAs ETD01823 and ETD01800 were included as positive controls. The siRNAs used in this
Example are included in Table 24A.
[00284]  Six to eight week old female mice (C57BI/6) were injected with 10 uL of a recombinant
adeno-associated virus 8 (AAVS) vector (2.4 x 10E13 genome copies/mL) by the retroorbital route. The
recombinant AAVS contained the open reading frame and the majority of the 3’ UTR of the human MST'/
sequence (NM_020998.4) under the control of the human thyroxine binding globulin promoter in an
AAV2 backbone packaged in AAVS8 capsid (AAVS-TBG-h-MST1). On Day 14 after infection, serum
was collected and the level of human MSP in each mouse was measured using the Human MSP/MST1
DuoSet ELISA from R&D (Catalog# DY?352). The manufacturer’s instructions regarding all reagent
preparations for buffers and solutions were followed. A serum sample dilution of 1: 50 was utilized for all
test samples. Recombinant MSP included in the kit was used to create a standard curve of 10,000 pg/mL
to 0 pg/mL. The optical density of the plate was read at 450 nm using a PerkinElmer Envision multimode
plate reader. The concentration of MSP in each mouse serum sample was calculated from the standard
curve by interpolation using least squares fit (Prism version 9, Software MacKiev).
[00285]  Mice were allocated into groups (n=3) such that the groups had similar serum levels of MSP
and then given a subcutaneous injection of a single 100 ug dose of a GalNAc-conjugated siRNA or PBS
as vehicle control. On Days 0 and 10 after injection, serum was collected to assess serum MSP
concentrations by ELIS A using the methods described above. The MSP serum concentration at each
timepoint was made relative to the level of MSP in the Day 0 sample for each individual mouse. The
results are shown in Table 18. Mice injected with ETD01867 or ETD01868 had the greatest reduction in
serum MSP of the additional siRNAs tested. The magnitude of the reduction was comparable to
ETDO01823 and ETD01800.
[00286]  Mice were sacrificed on Day 10 and aliver sample from each was collected and placed in
RNAlater (ThermoFisher Cat# AM7020) until processing. Total liver RNA was prepared by homogenizing
the liver tissue in homogenization buffer (Maxwell RSC simplyRNA Tissue Kit) using a Percellys 24
tissue homogenizer (Bertin Instruments) set at 5000 rpm for two 10 second cycles. Total RNA from the
lysate was purified on a Maxwell RSC 48 platform (Promega Corporation) according to the
manufacturer’s recommendations. Preparation of cDNA was performed using Quanta qScript cDNA
SuperMix (VWR, Catalog# 95048-500) according to the manufacturer’s instructions. The relative levels
of liver MSTI mRNA were assessed by RT-qPCR in triplicate on a QuantStudio™ 6 Pro Real-Time PCR
System using TagMan assays for human MST'/ (ThermoFisher, assay# Hs00360684 m1) and the mouse
housekeeping gene PPIA (ThermoFisher, assay# Mm02342430 g1) and PerfeCTa® qPCR FastMix®,
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Low ROX™ (VWR, Catalog# 101419-222). Data were normalized to the level in animals receiving PBS.

Results are shown in Table 19. Of the additional siRNAs tested in this Example, ETD01867 and
ETDO01868 had the greatest AMS7/ mRNA reduction activity, which was comparable to the MST/ mRNA
reduction activity observed with ETD01823 and ETD01800.

Table 18. Relative Mean Serum Human MSP Levels in AAVS-TBG-h-MST1 Mice

Dose | Mean serum human MSP

Group n Treatment (ug) (Relative to Day 0)

Day 0 Day 10

1 3 PBS 1.00 0.80
2 3 ETDO01823 100 1.00 0.10
3 3 ETDO01800 100 1.00 0.16
4 3 ETDO01860 100 1.00 0.55
5 3 ETDO01861 100 1.00 1.00
6 3 ETD01862 100 1.00 0.86
7 3 ETDO01863 100 1.00 0.74
8 3 ETD01864 100 1.00 1.01
9 3 ETD01865 100 1.00 034
10 3 ETD01866 100 1.00 0.60
11 3 ETD01867 100 1.00 0.09
12 3 ETDO01868 100 1.00 0.17

Table 19. Relative Human AMS7T1 mRNA Levels in Livers of AAVS-TBG-h-MST1 Mice

Dose | Mean human MS77 mRNA
Group n Treatment | (ug) (Relative to Group 1, Day 10)
1 3 PBS 1.00
2 3 ETD01823 100 0.18
3 3 ETD01800 100 0.16
4 3 ETDO01860 100 1.17
5 3 ETDO0O1861 100 2.13
6 3 ETDO01862 100 1.06
7 3 ETDO01863 100 1.74
8 3 ETDO01864 100 0.90
9 3 ETDO01865 100 0.76
10 3 ETDO01866 100 093
11 3 ETD01867 100 0.17
12 3 ETD01868 100 0.30

Example 13: Testing the activity of siRNAs containing alternative modification patterns of
ETDO01800 targeting human MS7/ in mice transfected with AAVS8-TBG-h-MST1.

[00287]  The activities of siRNAs with alternative modification patterns of ETD01800, namely
ETDO01871-ETD01878 were assessed. The siRNAs with alternative modifications were attached to the
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GalNAc ligand ETL17 followed by a phosphorothioate linkage at the 5* end of the sense strand. The

activities of ETD01871-ETD01878 were compared to ETD01800. The siRNAs used in this Example are
included in Table 24A.

[00288]  Six to eight week old female mice (C57BIl/6) were injected with 10 uL of a recombinant
adeno-associated virus 8 (AAVS) vector (2.7 x 10E13 genome copies/mL) by the retroorbital route. The
recombinant AAV 8 contained the open reading frame and the majority of the 3’ UTR of the human MST/
sequence (NM_020998.4) under the control of the human thyroxine binding globulin promoter in an
AAV2 backbone packaged in AAVS capsid (AAVS-TBG-h-MST1). On Day 13 after infection, serum
was collected and the level of human MSP in each mouse was measured using the Human MSP/MST1
DuoSet ELISA from R&D (Catalog# DY?352). The manufacturer’s instructions regarding all reagent
preparations for buffers and solutions was followed. A serum sample dilution of 1:100 was utilized for all
test samples. Recombinant MSP included in the kit was used to create a standard curve of 10,000 pg/mL
to 0 pg/mL. The optical density of the plate was read at 450 nm using a PerkinElmer Envision multimode
plate reader. The concentration of MSP in each mouse serum sample was calculated from the standard
curve by interpolation using least squares fit (Prism version 9, Software MacKiev).

[00289]  Mice were allocated into groups (n=3) such that the groups had similar serum levels of MSP
and then given a subcutaneous injection of a single 60 ug dose of a GalNAc-conjugated siRNA or PBS as
vehicle control. On Days 0 and 10 after injection, serum was collected to assess serum MSP
concentrations by ELIS A using the methods described above. The MSP serum concentration at each
timepoint was made relative to the level of MSP in the Day 0 sample for each individual mouse. The
results are shown in Table 20. The activities of siIRNAs with alternative modification patterns of
ETDO01800, namely ETD01871-ETD01878 were comparable to ETD01800, with ETD01873 and
ETDO01878 showing the greatest level serum MSP reduction on Day 10.

[00290]  Mice were sacrificed on Day 10 and a liver sample from each was collected and placed in
RNAlater (ThermoFisher Cat# AM7020) until processing. Total liver RN A was prepared by homogenizing
the liver tissue in homogenization buffer (Maxwell RSC simply RNA Tissue Kit) using a Percellys 24
tissue homogenizer (Bertin Instruments) set at S000 rpm for two 10 second cycles. Total RNA from the
lysate was purified on a Maxwell RSC 48 platform (Promega Corporation) according to the
manufacturer’s recommendations. Preparation of cDNA was performed using Quanta qScript cDNA
SuperMix (VWR, Catalog# 95048-500) according to the manufacturer’s instructions. The relative levels
of liver MST! mRNA were assessed by RT-qPCR in triplicate on a QuantStudio™ 6 Pro Real-Time PCR
System using TaqMan assays for human MS7/ (ThermoFisher, assay# Hs00360684 m1) and the mouse
housekeeping gene PPIA (ThermoFisher, assay# Mm02342430 gl) and PerfeCTa® qPCR FastMix®,
Low ROX™ (VWR, Catalog# 101419-222). Data were normalized to the level in animals receiving PBS.
Results are shown in Table 21. Mice receiving ETD01800 had substantially lower liver AMST7 mRNA on
Day 10 relative to mice receiving PBS. Mice receiving any of the alternatively modified siRNAs targeting
MSTT1 also had substantially lower levels in mean liver human A/S7T7 mRNA on Day 10 relative to mice

receiving PBS.
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Table 20. Relative Mean Serum Human MSP Levels in AAVS-TBG-h-MST1 Mice

Dose | Mean serum human MSP (Relative to
Group n Treatment | (ug) Day 0)
Day 0 Day 4 Day 10

1 3 PBS 1.00 418 2.45
2 3 ETD01800 60 1.00 039 0.34
3 3 ETD01871 60 1.00 0.48 0.57
4 3 ETD01872 60 1.00 0.60 048
5 3 ETD01873 60 1.00 0.86 0.19
6 3 ETD01874 60 1.00 0.66 0.30
7 3 ETD01875 60 1.00 0.85 0.38
8 3 ETD01876 60 1.00 0.63 0.51
9 3 ETD01877 60 1.00 0.39 0.44
10 3 ETDO01878 60 1.00 1.71 0.20

Table 21. Relative Human MST1 mRNA Levels in Livers of AAVS8-TBG-h-MST1 Mice

Dose | Mean human MSTI mRNA
Group n Treatment | (ug) (Relative to Group 1, Day 10)
1 3 PBS 1.00
2 3 ETD01800 60 0.17
3 3 ETD01871 60 021
4 3 ETDO01872 60 0.19
5 3 ETDO01873 60 0.04
6 3 ETD01874 60 0.12
7 3 ETDO01875 60 0.06
8 3 ETDO01876 60 0.11
9 3 ETDO01877 60 0.03
10 3 ETD01878 60 0.04

Example 14: Testing the activity of 1571 siRNAs containing alternative modification patterns of
ETD01867 and ETD01868 in in mice transfected with AAVS8-TBG-h-MST1.

[00291]  The activities of siRNAs with alternative modification patterns of ETD01867, namely
ETDO01963-ETD01966, and siRNAs with alternative modification pattems of ETD01868, namely
ETD01967-ETD01972, were assessed. The siRNAs were attached to the GaINAc ligand ETL17 followed

by a phosphorothioate linkage at the 5° end of the sense strand. The siRNAs used in this Example are
included in Table 24A.
[00292]  Six to eight week old female mice (C57Bl/6) were injected with 5 uL of a recombinant adeno-
associated virus 8 (AAV8) vector (2.7 x 10E13 genome copies/mL) by the retroorbital route. The
recombinant AAVS contained the open reading frame and the majority of the 3°UTR of the human MS7'/
sequence (NM_020998.4) under the control of the human thyroxine binding globulin promoter in an
AAV2 backbone packaged in AAVS capsid (AAV8-TBG-h-MST1). On Day 13 after infection, serum
was collected and the level of human MSP in each mouse was measured using the Human MSP/MST1
DuoSet ELISA from R&D (Catalog# DY352). The manufacturer’s instructions regarding all reagent
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preparations for buffers and solutions was followed. A serum sample dilution of 1:50 was utilized for all

test samples. Recombinant MSP included in the kit was used to create a standard curve of 10,000 pg/mL
to 0 pg/mL. The optical density of the plate was read at 450 nm using a PerkinElmer Envision multimode
plate reader. The concentration of MSP in each mouse serum sample was calculated from the standard
curve by interpolation using least squares fit (Prism version 9, Software MacKiev).
[00293]  Mice were allocated into groups (n=3) such that the groups had similar serum levels of MSP
and then given a subcutaneous injection of a single 60 ug dose of a GalN Ac-conjugated siRNA or PBS as
vehicle control. On Days 0, 4 and 12 after injection, serum was collected to assess serum MSP
concentrations by ELIS A using the methods described above. The MSP serum concentration at each
timepoint was made relative to the level of MSP in the Day 0 sample for each individual mouse. The
results are shown in Table 22. The activities of siIRNAs with alternative modification patterns of
ETDO01867, namely ETD01963-ETD01966, were comparable to ETD01867, with ETD01964 and
ETDO01966 showing the greatest level serum MSP reduction on Day 12. The activities of siRNAs with
alternative modification patterns of ETD01868, namely ETD01967-ETD01972, were comparable to
ETDO01868, with ETD01972 showing the greatest level serum MSP reduction on Day 12.
[00294]  Mice were sacrificed on Day 12 and aliver sample from each was collected and placed in
RN Alater (ThermoFisher Cat# AM7020) until processing. Total liver RNA was prepared by homogenizing
the liver tissue in homogenization buffer (Maxwell RSC simplyRNA Tissue Kit) using a Percellys 24
tissue homogenizer (Bertin Instruments) set at S000 rpm for two 10 second cycles. Total RNA from the
lysate was purified on a Maxwell RSC 48 platform (Promega Corporation) according to the
manufacturer’s recommendations. Preparation of cDNA was performed using Quanta qScript cDNA
SuperMix (VWR, Catalog# 95048-500) according to the manufacturer’s instructions. The relative levels
of liver MSTI mRNA were assessed by RT-qPCR in triplicate on a QuantStudio™ 6 Pro Real-Time PCR
System using TaqMan assays for human AMS7/ (ThermoFisher, assay# Hs00360684 m1) and the mouse
housekeeping gene PPIA (ThermoFisher, assay# Mm02342430 g1) and PerfeCTa® qPCR FastMix®,
Low ROX™ (VWR, Catalog# 101419-222). Data were normalized to the level in animals receiving PBS.
Results are shown in Table 23. The activities of siRNAs with alternative modification patterns of
ETDO01867, namely ETD01965 and ETD01966, showed similar or slightly better activity than the parent
for MST1 mRNA reduction on Day 12. The activities of siRNAs with alternative modification patterns of
ETDO01868, namely ETD01967 and ETD01972, showed the highest MST1 mRNA reduction on Day 12.
Table 22. Relative Mean Serum Human MSP Levels in AAVS8-TBG-h-MST1 Mice

Dose | Mean serum human MSP (Relativeto
Group n Treatment | (ug) Day 0)
Day 0 Day 4 Day 12

1 3 PBS 1.00 1.12 1.54
2 3 ETDO01867 60 1.00 0.35 0.24
3 3 ETD01963 60 1.00 046 042
4 3 ETD01964 60 1.00 035 0.15
5 3 ETD01965 60 1.00 0.32 0.26
6 3 ETD01966 60 1.00 030 0.16
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7 3 ETD01868 60 1.00 0.67 ND
8 3 ETD01967 60 1.00 041 0.27
9 3 ETD01968 60 1.00 0.53 0.30
10 3 ETD01969 60 1.00 0.68 0.45
11 3 ETD01970 60 1.00 051 0.59
12 3 ETD01971 60 1.00 0.60 0.42
13 3 ETDO01972 60 1.00 0.24 0.17

ND, not determined
Table 23. Relative Human MS77 mRNA Levels in Livers of AAVS-TBG-h-MST1 Mice

Dose | Mean human MS77 mRNA
Group n Treatment | (ug) (Relative to Group 1, Day 12)
1 3 PBS 1.00
2 3 ETDO01867 60 0.40
3 3 ETD01963 60 0.76
4 3 ETDO01964 60 0.60
3 3 ETDO01965 60 0.25
6 3 ETDO01966 60 0.33
7 3 ETD01868 60 0.28
8 3 ETD01967 60 0.07
9 3 ETDO01968 60 032
10 3 ETDO01969 60 0.15
11 3 ETDO01970 60 0.24
12 3 ETD01971 60 031
13 3 ETD01972 60 0.08

Table 24A. siRNAs Screened for Activity in AAVS8-TBG-h-MST1 Mice

. SEQ A SEQ
T\IIIZE? ID Sense Strand Se quﬁgﬁ}g -37with GalNAc ID Antisense Strand Sequence (5°-37)
NO: NO:
ETD01723 | 6186 [ETL1]csusucUfUfgUfCfagacauaaaasusu 6245 | usUfsuUfaUfgUfcUfgAfc AfaGfaAfgsusu
ETD01724 | 6187 [ETL1]saaaaGfuuuAfAfugucacccasusu 6246 | usGfsgGfuGfaCfaUfuAfa AfcUfuUfususu
ETDO01725 6188 | [ETL1]sAfaCf uUchﬁ,ldGqua egaCfaUfaasus | 6247 usUfsa UfeUfcUfgAfcAfaGaAfgUfususu
ETD01726 | 6189 | [ETL1]sUfaAfuGfaCfadCaguCfcUfaaaasusu | 6248 | usUfsuUfaGfgAfcUfgUfgUfc AfuUfasusu
ETD01727] 6190 [ETL1 |JsguaaugAfcAfc Afguccuaaasusu 6249 | usUfsuAfgGfaCfuGfuGfuCfaUfu Afcsusu
ETD01728 | 6191 [ETL1]sgguccuGfGfAfAfGfgaauvavasusu | 6250 | usAfsuAfaUfuCfcUfuCfcAfgGfaCfesusu
ETD01729 ] 6192 [ETL1]scaaccAfGFGfAfGfuguaacauasusu [ 6251 | usAfsuGfuUfaCfaCfuCfcUfgGfuUf gsusu
ETDO01731 ] 6193 | [ETL1]sccugAfAfuGfGfuAfuguggugasusu | 6252 | usCfsaCfcAfc AfuAfcCfaUfuCfaGfgsusu
ETD01732 | 6194 [ETL1]scacagUfCfCfUfaaaugu ggcasusu 6253 | usGfscCfaCfaUfuUfaGfgAfcUfgUf gsusu
ETDO01733 | 6195 [ETL1]scaagccGfcAfGfuucac guuasusu 6254 | usAfsa CfgUfgAfaCfuGfcGfgCfuUfgsusu
ETD01734 | 6196 [ETL1]sucuuCfaCfgCfgugucucugasusu 6255 | usCfsaGfaGfaCfaCfgCfgUfgAfaGfasusu
ETD01789 | 6197 [ETL1 ]sacuaUfUfgCfCfggaauccugasusu 6256 | usCfsaGfgAfuUfcCfgGfcAfaUfaGfususu
ETD01794 | 6198 [ETL1 Jsauuc GFAfcuAfcugugeccuasusu 6257 | usAfsgGfgCfaCfaGfuAfgUfc GfaAfususu
ETD01795 [ 6199 | [ETL1]saguuuGfAfGfAfAfguguggcaasusu [ 6258 | usUfsgCfcAfcAfcUfuCfuCfaAfaCfususu
ETD01798 | 6200 [ETL1]saugacAfcAfGfuccuaaaugasusu 6259 | usCfsaUfuUfaGfgAfcUfgUfgUfc Afususu
ETD01799 | 6201 [ETL1]sacaaaaCfUfUfCfUfugucagaasusu 6260 | usUfscUfgAfc AfaGfaAfgUfuUfuGfususu
ETDO01800 | 6202 [ETL1]sacuuCfUfugUfCfagacauaaasusu 6261 | usUfsu AfuGfuCfuGfaCfaAfgAfaGfususu
ETD01821 | 6203 | [ETL17]sgguccuGFGfAfAfGfgaauuauasusu | 6262 | usAfsuAfaUfuCfcUfuCfcAfgGfaCfesusu
ETD01822 6204 | [ETL1 7]sAfaCﬁ1UfcIsJ£ud GuCfagaCfaUfaasu | 6263 usUfsa UfgUfcUfgAfcAfaGfa AfgUfususu
ETDO01823 | 6205 |[ETL17]|scuncUfUf gUfCfagacauaaaasusu 6264 | usUfsuUfaUfgUfcUfgAfc AfaGfaAfgsusu
ETDO01826 | 6206 | [ETL17]scaaccAfGIGfAfGfuguaacauasusu | 6265 | usAfsuGfuUfaCfaCtuCtcUfgGfuUf gsusu
ETD01827] 6207 |ETL17][scuucUfUf gUfCfagacauaaaususu 6266 | asUfsuUfaUfgUfcUfgAfc AfaGfaAfgsusu

“134-




WO 2022/266037 PCT/US2022/033344
ETD01828 | 6208 ETL17]scuucUfUfgUfCfagacauaaaasusu 6267 | usUfsuUfaUfgucugAfc AfaGfaAfgsusu
ETDO01829 | 6209 ETL17]scuucUfUfgUfCfagacauaaaasusu 6268 | usUfsuUfaugUfcugAfc AfaGfaAfgsusu
ETDO01830 | 6210 ETL17]scuucUfUf gUfCfagacauaaaasusu 6269 | usUfsuuaUfgUfcUfgAfc AfaGfa Afgsusu
ETD01831 | 6211 ETL17]scuucUfUfgUfCfagacauaaagsusu 6270 | csUfsuUfaUfgUfcUfgAfc AfaGfaAfgsusu
ETD01832 | 6212 FTL17]sgguccu GFGFAfAfGfgaauuavasusu | 6271 | usAfsuaaUfuCfcUfuCfcAfgGfaCfcsusu
ETDO01833 | 6213 | [ETL17]sgguccuGfGfAfAfGfgaauvauasusu | 6272 | usAfsuAfaUfuccUfuCfcAfgGfaCfcsusu
ETDO01834 | 6214 | [ETL17]sgguccuGfGfAfAfGfgaauuauasusu | 6273 | usAfsuAfaUfuccuuCfcAfgGfaCtesusu
ETDO1835| 6215 ETL17]sgguccuGfGfAfAfGfeaaunavasusu | 6274 | usAfsuAfauuCfcUfuCfcAfgGfaCtesusu
ETDO01836 | 6216 | [ETL17]sgguccuGfGfAfAfGfgaauuauasusu | 6275 | usAfsuAfauUfCfcUfuCfcAfgGfaCtcsusu
ETD01837] 6217 | [ETL17]sgguccuGFGfAfAfGfgaauuauususu | 6276 | asAfsu AfaUfuCfcUfuCfcAfgGfaCfcsusu
ETD01860 | 6218 |[ETL17]sgacaaCfUfaUfUf gccggaauasusu 6277 | usAfsuUfcCfgGfc AfaUfaGfuUfgUfcsusu
ETD01861 | 6219 [ETL17]sugacaCfagUfCfcuaaauguasusu 6278 | usAfsc AfuUfu AfgGfaCfuGfuGfuCfasusu
ETDO1862 | 6220 |[ETL17]saguccuAfaAfuGfuggccunasusu 6279 | usAfsa GfgCfcAfc AfuUfuAfgGfaClususu
ETD01863 | 6221 ETL17]|sgagugUfaaCfaUfcaagcacasusu 6280 | usGfsuGfcUfuGfaUfgUfuAfcAfcUfcsusu
ETD01864 | 6222 ETL17]sguguaaCfaUfCfaagcaccgasusu 6281 | usCfsgGfuGfcUfuGfaUfgUfuAfc Afcsusu
ETDO1865 | 6223 ETL17]|sauuaUfaaUfCfCfCfcaaccgaasusu | 6282 | usUfscGfgUfu GfgGfgAfuUfaUfaAfususu
ETDO1866 | 6224 ETL17]|suauaaUfCFCfCfCfaaccgaguasusu | 6283 | usAfscUfcGfgUfuGfgGfgAfuUfaUfasusu
ETDO1867 | 6225 ETL17]sucuuGfuc AfGfacauaaagcasusu 6284 | usGfscUfuUfaUfgUfcUfgAfcAfaGfasusu
ETD01868 | 6226 ETL17]suuguCfagaCfalUfaaagccaasusu 6285 | usUfsgGfcUfuUfaUf gUfc UfgAfc Afasusu
ETD01871 | 6227 |[ETL17]sacuuCfUfugUfCfagacauaaasusu 6286 | usUfsu AfuGfuCfuGfaCfaAfgAfaGfususu
ETDO1872 | 6228 ETL17]sacuucUfugUfCfagacauaaasusu 6287 | usUfsu AfuGfuCfuGfaCfaAfgAfaGfususu
ETDO01873 | 6229 ETL17]sacuuculUfgUfCfagacauaaasusu 6288 | usUfsu AfuGfuCfuGfaCfaAfgAfaGfususu
ETDO01874 | 6230 ETL17]sacuuCfUfugUfCfagacauaaususu 6289 | asUfsu AfuGfuCfuGfaCfa AfgAfaGfususu
ETDO01875 | 6231 ETL17]sacuuCtUfugUfCfagacauaaasusu 6290 | usUfsuauGfuCtfuGfaCfaAfgAfaGfususu
ETDO1876 | 6232 ETL17]sacuuCfUfugUfCfagacauaaasusu 6291 | usUfsuAfuguCtuGfaCfaAfgAfaGfususu
ETDO01877 ] 6233 ETL17]sacuuCtUfugUfCfagacauaaasusu 6292 | usUfsuaUfgUfcuGfaCfaAfgAfaGfususu
ETDO01878 | 6234 ETL17]sacuuCfUfugUfCfagacauaaasusu 6293 | usUfsuaugUfcuGfaCfaAfgAfaGfususu
ETD01963 | 6235 ETL17]sucuuGfuc AfGfacauaaagcasusu 6294 | usGfscuuUfaUfgUfcUfgAfcAfaGlasusu
ETD01964 | 6236 ETL17]sucuuGfuc AfGfacauaaagcasusu 6295 | usGfscuuUfaugUfcUfgAfcAfaGfasusu
ETDO01965 | 6237 ETL17]sucuuGfuc AfGfacauaaagcasusu 6296 | usGfscUfuUfaUfgucUfgAfcAfaGfasusu
ETD01966 | 6238 ETL17]sucuuGfuc AfGfacauaaagcasusu 6297 | usGfscUfuuAfugUfcUfgAfc AfaGfasusu
ETD01967 | 6239 |[ETL17]suuguCfadGaCfaUfaaagccaasusu | 6298 | usUfsgGfcUfuUfaUfgUfcUfgAfc Afasusu
ETD01968 | 6240 |[ETL17]suugucagaCfdAUfaaagccaasusu 6299 | usUfsgGfcUfuUfaUfgUfcUfgAfc Afasusu
ETD01969 | 6241 ETL17]suuguCfagaCfaUfaaagccaasusu 6300 | usUfsggcUfuUfaUfgUfcUfgAfc Afasusu
ETD01970 | 6242 ETL17]suuguCfagaCfaUfaaagccaasusu 6301 | usUfsgGfcUfuUfaugUfcUfgAfc Afasusu
ETDO01971 | 6243 ETL17]suuguCfagaCfaUfaaagccaasusu 6302 | usUfsggcUfuUfangUfcUfgAfc Afasusu
ETD01972 | 6244 ETL17]|suuguCfagaCfaUfaaagccaasusu 6303 | usUfsggCfunuaUfgUfcUfgAfc Afasusu

Table 24B. Base Sequences of Example siRNAs
siRNA SI%Q Base Sequence (5°-3 ") of Sense Strand, SI]}:)Q Base Sequenc_e (5'-3") of Antisense
Name NO: Without 3’ Overhang NO: Strand, Without 3° Overhang
ETD01723 | 6418 CUUCUUGUCAGACAUAAAA 6477 UUUUAUGUCUGACAAGAAG
ETDO01724 | 6419 AAAAGUUUAAUGUCACCCA 6478 UGGGUGACAUUAAACUUUU
ETDO01725 | 6420 AACUUCUUGUCAGACAUAA 6479 UUAUGUCUGACAAGAAGUU
ETDO01726 | 6421 UAAUGACACAGUCCUAAAA 6480 UUUUAGGACUGUGUCAUUA
ETDO1727 | 6422 GUAAUGACACAGUCCUAAA 6481 UUUAGGACUGUGUCAUUAC
ETDO01728 | 6423 GGUCCUGGAAGGAAUUAUA 6482 UAUAAUUCCUUCCAGGACC
ETDO01729 | 6424 CAACCAGGAGUGUAACAUA 6483 UAUGUUACACUCCUGGUUG
ETDO01731 | 6425 CCUGAAUGGUAUGUGGUGA 6484 UCACCACAUACCAUUCAGG
ETDO01732 | 6426 CACAGUCCUAAAUGUGGCA 6485 UGCCACAUUUAGGACUGUG
ETDO01733 | 6427 CAAGCCGCAGUUCACGUUA 6486 UAACGUGAACUGCGGCUUG
ETDO01734 | 6428 UCUUCACGCGUGUCUCUGA 6487 UCAGAGACACGCGUGAAGA
ETDO01789 | 6429 ACUAUUGCCGGAAUCCUGA 6488 UCAGGAUUCCGGCAAUAGU
ETD01794 | 6430 AUUCGACUACUGUGCCCUA 6489 UAGGGCACAGUAGUCGAAU
ETDO01795 | 6431 AGUUUGAGAAGUGUGGCAA 6490 UUGCCACACUUCUCAAACU
ETDO01798 | 6432 AUGACACAGUCCUAAAUGA 6491 UCAUUUAGGACUGUGUCAU
ETD01799 | 6433 ACAAAACUUCUUGUCAGAA 6492 UUCUGACAAGAAGUUUUGU
ETDO01800 | 6434 ACUUCUUGUCAGACAUAAA 6493 UUUAUGUCUGACAAGAAGU
ETDO01821 | 6435 GGUCCUGGAAGGAAUUAUA 6494 UAUAAUUCCUUCCAGGACC
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ETDO01822 | 6436 AACUUCUUGUCAGACAUAA 6495 UUAUGUCUGACAAGAAGUU
ETDO01823 | 6437 CUUCUUGUCAGACAUAAAA 6496 UUUUAUGUCUGACAAGAAG
ETDO01826 | 6438 CAACCAGGAGUGUAACAUA 6497 UAUGUUACACUCCUGGUUG
ETDO01827 | 6439 CUUCUUGUCAGACAUAAAU 6498 AUUUAUGUCUGACAAGAAG
ETD01828 | 6440 CUUCUUGUCAGACAUAAAA 6499 UUUUAUGUCUGACAAGAAG
ETDO01829 | 6441 CUUCUUGUCAGACAUAAAA 6500 UUUUAUGUCUGACAAGAAG
ETDO01830 | 6442 CUUCUUGUCAGACAUAAAA 6501 UUUUAUGUCUGACAAGAAG
ETDO01831 | 6443 CUUCUUGUCAGACAUAAAG 6502 CUUUAUGUCUGACAAGAAG
ETDO01832 | 6444 GGUCCUGGAAGGAAUUAUA 6503 UAUAAUUCCUUCCAGGACC
ETDO01833 | 6445 GGUCCUGGAAGGAAUUAUA 6504 UAUAAUUCCUUCCAGGACC
ETDO01834 | 6446 GGUCCUGGAAGGAAUUAUA 6505 UAUAAUUCCUUCCAGGACC
ETDO01835 | 6447 GGUCCUGGAAGGAAUUAUA 6506 UAUAAUUCCUUCCAGGACC
ETDO01836 | 6448 GGUCCUGGAAGGAAUUAUA 6507 UAUAAUUCCUUCCAGGACC
ETDO01837 | 6449 GGUCCUGGAAGGAAUUAUU 6508 AAUAAUUCCUUCCAGGACC
ETD0O1860 | 6450 GACAACUAUUGCCGGAAUA 6509 UAUUCCGGCAAUAGUUGUC
ETD01861 | 6451 UGACACAGUCCUAAAUGUA 6510 UACAUUUAGGACUGUGUCA
ETDO01862 | 6452 AGUCCUAAAUGUGGCCUUA 6511 UAAGGCCACAUUUAGGACU
ETDO0O1863 | 6453 GAGUGUAACAUCAAGCACA 6512 UGUGCUUGAUGUUACACUC
ETDO01864 | 6454 GUGUAACAUCAAGCACCGA 6513 UCGGUGCUUGAUGUUACAC
ETDO1865 | 6455 AUUAUAAUCCCCAACCGAA 6514 UUCGGUUGGGGAUUAUAAU
ETD01866 | 6456 UAUAAUCCCCAACCGAGUA 6515 UACUCGGUUGGGGAUUAUA
ETDO01867 | 6457 UCUUGUCAGACAUAAAGCA 6516 UGCUUUAUGUCUGACAAGA
ETD0O1868 | 6458 UUGUCAGACAUAAAGCCAA 6517 UUGGCUUUAUGUCUGACAA
ETDO1871 | 6459 ACUUCUUGUCAGACAUAAA 6518 UUUAUGUCUGACAAGAAGU
ETDO0O1872 | 6460 ACUUCUUGUCAGACAUAAA 6519 UUUAUGUCUGACAAGAAGU
ETDO01873 | 6461 ACUUCUUGUCAGACAUAAA 6520 UUUAUGUCUGACAAGAAGU
ETDO01874 | 6462 ACUUCUUGUCAGACAUAAU 6521 AUUAUGUCUGACAAGAAGU
ETDO01875 | 6463 ACUUCUUGUCAGACAUAAA 6522 UUUAUGUCUGACAAGAAGU
ETD01876 | 6464 ACUUCUUGUCAGACAUAAA 6523 UUUAUGUCUGACAAGAAGU
ETDO01877 | 6465 ACUUCUUGUCAGACAUAAA 6524 UUUAUGUCUGACAAGAAGU
ETDO01878 | 6466 ACUUCUUGUCAGACAUAAA 6525 UUUAUGUCUGACAAGAAGU
ETDO01963 | 6467 UCUUGUCAGACAUAAAGCA 6526 UGCUUUAUGUCUGACAAGA
ETD01964 | 6468 UCUUGUCAGACAUAAAGCA 6527 UGCUUUAUGUCUGACAAGA
ETD01965 | 6469 UCUUGUCAGACAUAAAGCA 6528 UGCUUUAUGUCUGACAAGA
ETDO01966 | 6470 UCUUGUCAGACAUAAAGCA 6529 UGCUUUAUGUCUGACAAGA
ETDO01967 | 6471 UUGUCAGACAUAAAGCCAA 6530 UUGGCUUUAUGUCUGACAA
ETD01968 | 6472 UUGUCAGACAUAAAGCCAA 6531 UUGGCUUUAUGUCUGACAA
ETDO01969 | 6473 UUGUCAGACAUAAAGCCAA 6532 UUGGCUUUAUGUCUGACAA
ETD01970 | 6474 UUGUCAGACAUAAAGCCAA 6533 UUGGCUUUAUGUCUGACAA
ETDO1971 | 6475 UUGUCAGACAUAAAGCCAA 6534 UUGGCUUUAUGUCUGACAA
ETD01972 | 6476 UUGUCAGACAUAAAGCCAA 6535 UUGGCUUUAUGUCUGACAA
Table 24C. Subset of Example siRNAs
. SE N SE
?\IIRNA IDQ Sense Strand Sequenc_e (573" with IDQ Antisense Strand Sequence (5°-3")
ame NO: GalNAc Moiety NO:

ETD01828 | 6208 [ [ETL17]scuucUfUfgUfCfagacauaaaasusu | 6267 | usUfsuUfaUfgucugAfc AfaGfaAfgsusu

ETDO01834 | 6214 | [ETL17]sgguccuGFGFAfAfGfgaauuvauvasusu | 6273 | usAfsuAfaUfuccuuCfcAfgGfaCfesusu

ETDO01835 | 6215 | [ETL17]sgguccuGFGFAfAfGf gnauuauasusu | 6274 | usAfsuAfauuCfcUfuCfcAfgGfaCtesusu

ETD01836 6216 [ETL17]seguccuGRGFAFARGF gratmauasusu 6275 usﬁd&uAdauLH(HbE?h(&bﬁdg(ﬁh(ﬁbsus

ETD01873 6229 [ETL17]sacuuculUfgUfCfagacauaaasusu 6288 | usUf! suAqufuCﬁl(l}lfaCfaAngfaGfusus

ETD01878 | 6234 | [ETL17]sacuuCfUfugUfCfagacauaaasusu | 6293 | usUfsuaugUfcuGfaCfaAfgAfaGfususu

ETDO1966 | 6238 ETL17]sucuuGfuc AfGfacauaaagcasusu | 6297 | usGfscUfunAfugUfcUfgAfc AfaGfasusu

ETD01972 | 6244 ETL17]suuguCfagaCfaUfaaagccaasusu | 6303 [ usUfsggCtuuuaUfgUfcUfgAfc Afasusu

-136-




WO 2022/266037 PCT/US2022/033344
Table 24D. Base Sequences of Subset of Example siRNAs

siRNA SI];:)Q Base Sequence (5°-3") of Sense Strand, SEQ Base Sequence (5°-3 ") of Antisense

Name NO: Without 3’ Overhang IDNO: Strand, Without 3’ Overhang
ETDO01828 | 6440 CUUCUUGUCAGACAUAAAA 6499 UUUUAUGUCUGACAAGAAG
ETDO01834 | 6446 GGUCCUGGAAGGAAUUAUA 6503 UAUAAUUCCUUCCAGGACC
ETDO01835 | 6447 GGUCCUGGAAGGAAUUAUA 6506 UAUAAUUCCUUCCAGGACC
ETDO01836 | 6448 GGUCCUGGAAGGAAUUAUA 6507 UAUAAUUCCUUCCAGGACC
ETDO01873 | 6461 ACUUCUUGUCAGACAUAAA 6520 UUUAUGUCUGACAAGAAGU
ETDO01878 | 6466 ACUUCUUGUCAGACAUAAA 6525 UUUAUGUCUGACAAGAAGU
ETDO01966 | 6470 UCUUGUCAGACAUAAAGCA 6529 UGCUUUAUGUCUGACAAGA
ETD01972 | 6476 UUGUCAGACAUAAAGCCAA 6535 UUGGCUUUAUGUCUGACAA

[00295]  The sense strands of the example siRNAs in Table 24A each include a GaINAc moiety as
indicated. In Table 24A and Table 24C, Nf (e.g. Af, Cf, Gf, Tf, or Uf) is a 2’ fluoro-modified nucleoside,
dN (e.g. dA, dC, dG, dT, or dU) isa2’ deoxy-modified nucleoside, n(e.g. a, ¢, g, t, or u) isa2’ O-methyl

modified nucleoside, and “’s” is a phosphorothioate linkage.

Example 15: Inhibition of MST1 in a Mouse Model of Lung Inflammation Via LPS Exposure Using
MST1 siRNAs

[00296]  In this experiment, a mouse model of lung inflammation induced by acute LPS exposure was

used to evaluate the effect of siRNA inhibition of MST/. Inthis LPS induced model, mice were exposed
to LPS for 6 hours which will resulted in a transient inflammatory response. Lung inflammation was
assessed by measuring neutrophils, macrophages, eosinophils, lymphocytes and cytokines in
bronchoalveolar lavage fluid and lung tissue.

[00297]  Briefly, mice were divided into five groups: Group 1 — a group treated with vehicle and saline
intratracheal instillation, Group 2 - a group treated with vehicle and LPS intratracheal instillation, Group 3
- a group treated with low dose MST1 siRNA ETD01218 (50ug) and LPS intratracheal instillation, Group
4 — a group treated with high dose MST1 siRNA ETD01218 (150ug) and LPS intratracheal instillation,
Group 5 — a group treated with Betamethasone and LPS intratracheal instillation. Each group contained
twelve mice (male). The sequence of ETD01218 is shown in Table 29.

[00298] Administration of siRNA was achieved with a 100 uL subcutaneous injection of siRNA
resuspended in PBS at concentrations of 0.5mg/ml or 1.5mg/ml. Administration of 3mg/kg
Betamethasone was achieved via oral gavage with Betamethasone resuspended in PBS at a concentration
of 0.3mg/ml. At days-21, -14, and -7, Group 1 mice were injected subcutaneously with vehicle, Group 2
mice were injected subcutaneously with vehicle, Group 3 mice were injected subcutaneously with low
dose MST1 siRNA ETD01218 targeting mouse MST'/, Group 4 mice were injected subcutaneously with
high dose MST1 siRNA ETDO01218 targeting mouse MS7'/, and Group 5 mice were injected
subcutaneously with vehicle. On Day 1, 30 minutes prior to LPS administration, Group 5 mice were dosed
with Betamethasone via oral gavage.

[00299] OnDay 1, 6 hours after LPS administration, bronchoalveolar lavage fluid was collected and

the mice were euthanized by isoflurane inhalation and exsanguination of abdominal aorta. Final blood
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samples were collected, and livers and lungs are removed, and a section placed in RNAlater for mRNA

isolation.

[00300] Mice were sacrificed on Day 1, 6 hours after LPS administration, and aliver and lung
samples from each was collected and placed in RN Alater (ThermoFisher Cat# AM7020) until processing.
Total liver RNA was prepared by homogenizing the liver tissue in homogenization buffer (Maxwell RSC
simplyRNA Tissue Kit) using a Percellys 24 tissue homogenizer (Bertin Instruments) set at 5000 rpm for
two 10 second cycles. Total RNA from the lysate was purified on a Maxwell RSC 48 platform (Promega
Corporation) according to the manufacturer’s recommendations. Preparation of cDNA was performed
using Quanta gScript cDNA SuperMix (VWR, Catalog# 95048-500) according to the manufacturer’s
instructions. The relative levels of liver MST1 mRNA were assessed by RT-qPCR in triplicate on a
QuantStudio™ 6 Pro Real-Time PCR Systemusing TagMan assays for mouse MST1 (ThermoFisher,
assay# Mmo01229834 m1) and the mouse housekeeping gene PPIA (ThermoFisher, assay#

Mm02342430 g1) and PerfeCTa® qPCR FastMix®, Low ROX™ (VWR, Catalog# 101419-222). Data
were normalized to the level in animals receiving vehicle and LPS intratracheal instillation. AMS7/ mRNA
expression in the liver tissue from mice dosed with the MST1 siRNA and administered LPS was reduced
by 85% and 98%, low and high dose MST1 siRNA respectively, compared to MS77 mRNA expression in
the liver tissue from mice dosed with the vehicle and administered LPS (Table 25). MSP protein in the
liver tissue from mice dosed with the MST1 siRNA and administered LPS was reduced from 8.94 ng/ml
to 1.71 ng/ml in the low dose MST1 siRNA and to 0.53 ng/ml in the high dose MST1 siRNA. This
equates to an 81% and 94% reduction, low and high dose MST1 siRNA respectively, compared to MSP
protein in the liver tissue from mice dosed with the vehicle and administered LPS (Table 25). MSP
protein in the serum from mice dosed with the MST1 siRNA and administered LPS was reduced by ~80%
and ~90%, low and high dose MSTI1 siRNA respectively, compared to A/SP protein in the serum from
mice dosed with the vehicle and administered LPS (Table 26). The high dose MST1 siRNA decreased in
neutrophil, eosinophils and lymphocytes counts, 45%, 30%, and 48%, respectively, in the bronchoal veolar
lavage fluid in LPS exposed mice compared to the neutrophil, eosinophils and lymphocytes counts in the
bronchoalveolar lavage fluid in LPS exposed mice that receive the vehicle control (Table 27). Whereas,
the low dose MST1 siRNA is able to decrease in neutrophil, eosinophils and lymphocytes counts, 42%,
40%, and 14%, respectively, in the bronchoalveolar lavage fluid in LPS exposed mice compared to the
neutrophil, eosinophils and lymphocytes counts in the bronchoalveolar lavage fluid in LPS exposed mice
that receive the vehicle control (Table 27). The ability of the MST1 siRNAs to lower the neutrophil,
eosinophils and lymphocytes counts was comparable to the positive control Betamethasone which is able
to decrease in neutrophil, eosinophils and lymphocytes counts, 48%, 32%, and 41%, respectively, in the
bronchoalveolar lavage fluid in LPS exposed mice compared to the neutrophil, eosinophils and
lymphocytes counts in the bronchoalveolar lavage fluid in LPS exposed mice that receive the vehicle
control (Table 27). Additionally, MST1 siRNA, as well as the positive control Betamethasone, was able
to reduce the pro-inflammatory cytokines, IL-1b, IL-6. KC-GRO, MCP-1 and TNF-a (Table 28). These
results show that the MST1 siRNA elicited knockdown of AS77 mRNA and MSP in liver tissue and
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reduced circulating MSP in serum, and that the decrease in AMS7/ mRNA and MSP expression

corresponds with a decrease in neutrophil, eosinophils and lymphocytes counts and associated cytokines

in the bronchoalveolar lavage fluid in mice exposed to LPS.

Table 25
Vehicle Vehicle S.IRNA MST1 SiRNA MST1 Betamethasone
50ug 150ug
PBS LPS

MSTI LivermRNA |, 5, 1.12 0.17 0.08 0.73
relative expression
MSP Liverprotein 10.28 8.94 1.71 0.53 6.73
[ng/ml]

Table 26

. . siRNA siRNA
Vehicle Vehicle MST1 50ug | MST1 150ug Betamethasone
PBS LPS

MSP Serum Day -21 3.85 3.52 3.52 432 3.60
protein Day -2 441 436 0.77 032 4.60
[ng/ml] Day 1 495 423 091 039 5.23

Table 27

Vehicle Vehicle SRNAMST1 | sRNAMST1 Betamethasone
50ug 150ug
PBS LPS
Neutrophil 76.75 31730 213.80 172.70 164.50
BAL 1 \facrophage | 3667 37.67 44.17 36.42 32.75
Cell
Counts | Eosinophil 4.82 2.82 1.67 2.00 191
Lymphocyte | 742 725 6.25 446 427
Table 28
Vehicle Vehicle SiRNA MST1 SiRNA MST1 Betamethasone
50ug 150ug
PBS LPS

GM-CSF 50 284 98.79 272.7 50
IL-1b 32 55.79 32 32 32
IL-6 317.8 8473 5071 4530 620.1
KC-GRO 229.1 9001 7342 7641 3721
MCP-1 8 4854 336.7 369.1 8
TNF-a 30.61 5174 3677 3019 211.2
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Table 29. Example siRNA Sequences

siRNA SEQ SEQ
Name IDNO: | sense strand sequence (5°-3") IDNO: | antisense strand sequence (5°-3")
ETDO01218 | 6317 [ETL1]cscsugCfaUfuAfuggacaaugasusu | 6318 usCfsauuGfuccauaaUfgCfaggsusu

Example 16: Inhibition of MS71 in a Non-human Primates Using MST1 siRNAs

[00301]  In this experiment, non-human primates will be used to evaluate the efficacy of siRNA
inhibition of MST'I.
[00302]  Briefly, cynomolgus monkeys, will be divided into 4 groups: Group 1 — this group will be
treated with sSiIRNA ETD01821, Group 2 - this group will be treated with sSiRNA ETD01822, Group 3 -
this group treated with siRNA ETD01823, and Group 4 — this group will be treated with siRNA
ETDO01826. These siRNAs are shown in Table 30. Their sequences are included in Table 24A, and these
siRNAs were derivatives of ETD01728, ED01725, ETD01723 and ETD01729, respectively. Each group
will contain three cynomolgus monkeys (males).
[00303] Administration of siRNA will be achieved with a 1 mL subcutaneous injection of siRNA
resuspended in PBS at concentration of 25mg/ml. At Day 0, Group 1 cynomologus monkeys will be
injected subcutaneously with sSiIRNA ETD01723, Group 2 cynomologus monkeys will be injected
subcutaneously with siRNA ETDO01725, Group 3 cynomologus monkeys will be injected subcutaneously
with siRNA ETD01728, and Group 4 cynomologus monkeys will be injected subcutaneously with siRNA
ETDO01729.
[00304] 2 days prior to siRNA administration, liver biopsies will be collected along with serum
samples. On Day 28, final liver biopsies and blood samples will be collected and the livers sections placed
in RN Alater for mRNA isolation.
[00305]  Total liver RNA will be isolated from tissue and placed in RN Alater solution using the
PureLink kit according to the manufacturer’s protocol (ThermoFisher Cat. No. 12183020). The reverse
transcriptase reaction is performed according to the manufacturer’s protocol. Samples are stored at -80 °C
until real-time qPCR is performed in triplicate using TagMan Gene Expression Assays TagMan assays for
cynomolgus MST! (ThermoFisher, assay# Mf02878573 g1) and the cynomolgus housekeeping gene
GAPDH (ThermoFisher, assay# Mf04392546 gl). A decrease in MS7/ mRNA in the liver tissue and
circulating MSP in the serum from cynomologus monkeys dosed with the MST1 siRNA1 is expected
compared to MST1 mRNA or MSP expression in the liver tissue and circulating MSP in the blood from
samples taken prior to dosing. These results are expected to show that the MST1 siRNA elicits
knockdown of MST7 mRNA and and reduces circulating MSP in non-human primates.

Table 30. Example siRNAs

siRNA Name
ETD01821
ETD01822
ETD01823
ETD01826

~140-



WO 2022/266037 PCT/US2022/033344
Example 18: GalNAc ligand for hepatocyte targeting of oliconucleotides

[00306]  Without limiting the disclosure to these individual methods, there are at least two general
methods for attachment of multivalent N-acetylgalactosamine (GalNAc¢) ligands to oligonucleotides: solid
or solution-phase conjugations. GalINAc ligands may be attached to solid phase resin for 3> conjugation or
at the 5° terminus using GalNAc phosphoramidite reagents. GalNAc phosphoramidites may be coupled on
solid phase as for other nucleosides in the oligonucleotide sequence at any position in the sequence.

Reagents for GalNAc conjugation to oligonucleotides are shown in Table 31.

Example 17: Oligonucleotide Synthesis

[00307]  Oligonucleotides such as siRNAs may be synthesized according to phosphoramidite
technology on a solid phase. For example, a K&A oligonucleotide synthesizer may be used. Syntheses
may be performed on a solid support made of controlled pore glass (CPG, 500 A or 600 A, obtained from
AM Chemicals, Oceanside, CA, USA). All 2'-OMe and 2°-F phosphoramidites may be purchased from
Hongene Biotech (Union City, CA, USA). All phosphoramidites may be dissolved in anhydrous
acetonitrile (100 mM) and molecular sieves (3 A) may be added. 5-Benzylthio-1H-tetrazole (BTT, 250
mM in acetonitrile) or 5-Ethylthio-1H-tetrazole (ETT, 250 mM in acetonitrile) may be used as activator
solution. Coupling times may be 9-18 min (e.g. with a GalNAc such as ETL17), 6 min (e.g. with 2'OMe
and 2'F). In order to introduce phosphorothioate linkages, a 100 mM solution of 3-phenyl 1,2.4-
dithiazoline-5-one (POS, obtained from PolyOrg, Inc., Leominster, Mass., USA) in anhydrous acetonitrile
may be employed.

[00308]  After solid phase synthesis, the dried solid support may be treated with a 1:1 volume solution
of 40 wt. % methylamine in water and 28% ammonium hydroxide solution (Aldrich) for two hours at 30°
C. The solution may be evaporated and the solid residue may be reconstituted in water and purified by
anionic exchange HPLC using a TKSgel SuperQ-5PW 13u column. Buffer A may be 20 mM Tris, 5 mM
EDTA, pH 9.0 and contained 20% Acetonitrile and buffer B may be the same as buffer A with the
addition of 1 M sodium chloride. UV traces at 260 nm may be recorded. Appropriate fractions may be
pooled then desalted using Sephadex G-25 medium.

[00309] Equimolar amounts of sense and antisense strand may be combined to prepare a duplex. The
duplex solution may be prepared in 0.1xPBS (Phosphate-Buffered Saline, 1%, Gibco). The duplex
solution may be annealed at 95° C. for 5 min, and cooled to room temperature slowly. Duplex
concentration may be determined by measuring the solution absorbance on a UV-Vis spectrometer at 260
nmin 0. 1xPBS. For some experiments, a conversion factor may be calculated from an experimentally

determined extinction coefficient.
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Table 31. GalNAc¢ Conjugation Reagents

Type of conjugation

Structure

Solid phase 3’
attachment

where squiggly line is
rest of oligonucleotide

chain and right-most

Y

OH is where o
attachment’ to solid
phaseis.
This GalNAc ligand may be referred to as “GalNAc23” or “GalNAc#23.”
OAc
Solid phase 5’ A0, O
attachment
AcO’ (&)

Y HN, 0

phosphoramidite

\r"\P/°
0. K HN. o

HN (]
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oA
Solid phase 5° Ae0 Sl
attachment . .
o NH
Phosphoramidite Y

Z\'ﬂ —0,
/

AcO

Solution phase

Carboxylic acid for
amide coupling
anywhere on

oligonucleotide

0
H
/k AcO. N
HN <} \n/
AcO. o AcO. o
OAc

Where Ac is an acetyl group or other hydroxyl protecting group thatcan be removed under

basic, acid orreducing conditions.
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[00310] Insolution phase conjugation, the oligonucleotide sequence—including a reactive

conjugation site—is formed on the resin. The oligonucleotide is then removed from the resin and GalNAc
is conjugated to the reactive site.

[00311]  The carboxy GalNAc derivatives may be coupled to amino-modified oligonucleotides. The
peptide coupling conditions are known to the skilled in the art using a carbodiimide coupling agent like
DCC (N,N'-Dicyclohexylcarbodiimide), EDC (N~(3-dimethylaminopropyl)-N'-ethylcarbodiimide) or
EDC.HCI (N-(3-dimethylaminopropyl)-N'-ethylcarbodiimide hydrochloride and an additive like HOBt (1-
hydroxybenztriazole), HOSu (N-hydroxysuccinimide), TBTU (N,N,N' N'-Tetramethyl-O-(benzotriazol-1-
yl)uronium tetrafluoroborate, HBTU (2-(1H-benzotriazol-1-y1)-1, 1,3,3-tetramethyluronium
hexafluorophosphate) or HOAt (1-Hydroxy-7-azabenzotriazole and common combinations thereof such
as TBTU/HOBt or HBTU/HOAL to form activated amine-reactive esters.

[00312] Amine groups may be incorporated into oligonucleotides using a number of known,
commercially available reagents at the 5° terminus, 3° terminus or anywhere in between.

[00313] Non-limiting examples of reagents for oligonucleotide synthesis to incorporate an amino
group include:

5’ attachment:
6-(4-Monomethoxytritylamino)hexyl-(2-cyanoethyl)-(N, N-diisopropyl)-phosphoramidite CAS
Number: 114616-27-2

e 5'-Amino-Modifier TEG CE-Phosphoramidite

o 10-(O-trifluoroacetamido-N-ethyl )-triethyleneglycol-1-[(2-cyanoethy])-(N,N-diisopropyl)| -
phosphoramidite

e 3’ attachment:

e 3'-Amino-Modifier Serinol CPG

o 3-Dimethoxytrityloxy-2-(3-(fluorenylmethoxy carbonylamino)propanamido)propyl-1-O-succinyl-
long chain alkylamino-CPG (where CPG stands for controlled-pore glass and is the solid support)

o Amino-Modifier Serinol Phosphoramidite

o 3-Dimethoxytrityloxy-2-(3-(fluorenylmethoxycarbonylamino)propanamido)propyl-1-O-(2-
cyanoethyl)-(N,N-diisopropyl)-phosphoramidite

[00314]  Internal (base modified):

® Amino-Modifier C6 dT
o 5-Dimethoxytrityl-5-[N-(trifluoroacetylaminohexyl)-3-acrylimido]-2'-deoxy Uridine,3'- [ (2-
cyanoethyl)-(N,N-diisopropyl)]-phosphoramidite. CAS Number: 178925-21-8

[00315]  Solution phase conjugations may occur after oligonucleotide synthesis via reactions between
non-nucleosidic nucleophilic functional groups that are attached to the oligonucleotide and electrophilic
GalNAc reagents. Examples of nucleophilic groups include amines and thiols, and examples of
electrophilic reagents include activated esters (e.g. N-hydroxysuccinimide, pentafluorophenyl) and

maleimides.

Example 19: GalNAc ligands for hepatocyte targeting of oligonucleotides

[00316] Without limiting the disclosure to these individual methods, there are at least two general
methods for attachment of multivalent N-acetylgalactosamine (GalNAc) ligands to oligonucleotides: solid

or solution-phase conjugations. GalNAc ligands may be attached to solid phase resin for 3” conjugation or
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at the 5° terminus using GalN Ac phosphoramidite reagents. GalNAc phosphoramidites may be coupled on

solid phase as for other nucleosides in the oligonucleotide sequence at any position in the sequence. A

non-limiting example of a phosphoramidite reagent for GalNAc conjugation to a5” end oligonucleotide is

shown in Table 32.
Table 32. GalNAc Conjugation Reagent
T-ype O-f Structure
conjugation
o)
o 3
Solid phase 5° 0 Q 0
attachment _/< 5
phosphoramidite y
NH O
) N NH )\NL

[00317]  The following includes examples of synthesis reactions used to create a GalNAc moiety:

Scheme for the preparation of NAcegal-Linker-TMSOTf

o}

CbzCl o L
O~ —_— > NN
HO NHz 2-Methly-THF HO ﬁ O/\©
1A 2A

O._OH 0._OAc
HO _ A0 AcO 1. TMSOTY, DCE
HO "“NH, Pyrldlne ’NHAc -
OH 2. TMSOT, DCE,

4 A molecular sieves

3A 4A

NHCbz O. NH3* -
AcO o) O\/\O/\/ AcO (0] ~ o N8 TsOH

, H,, Pd/C, TsOH ,

AcO' ‘NHAc R AcO' ‘NHAc
OAc THF, 2 hrs OAc
5A .
NAcegal-Linker-TMSOTf
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General procedure for preparation of Compound 2A

o
CbzCl 0
HO™ O\, > HO \/\NJ\O
2-Methly-THF H
1A 2A

[00318]  To asolution of Compound 1A (500 g, 4.76 mol, 476 mL) in 2-Methly-THF (2.00 L) is added
CbzCl (406 g, 2.38 mol, 338 mL) in 2-Methyl-THF (750 mL) dropwise at 0 °C. The mixture is stirred at
25 °C for 2 hrs under N> atmosphere. TLC (DCM: MeOH = 20:1, PMA) may indicate CbzCl is
consumed completely and one new spot (Rr= 0.43) formed. The reaction mixture is added HCI/EtOAc (1
N, 180 mL) and stirred for 30 mins, white solid is removed by filtration through celite, the filtrate is
concentrated under vacuum to give Compound 2A (540 g, 2.26 mol, 47.5% yield) as a pale yellow oil and
used into the next step without further purification. 'HNMR: 6 7.28 - 7.41 (m, 5H), 5.55 (brs, 1 H), 5.01
-5.22(m, 2H), 3.63 - 3.80 (m, 2 H), 3.46 - 3.59 (m, 4 H), 3.29-3.44 (m, 2H), 2.83 - 3.02 (m, 1 H).
General procedure for preparation of Compound 44

o._ OH O OAc
HO Ac,0 AcO
" — "
HO NHz  Pyridine AcO NHAc
OH OAc
3A 4A

[00319] To asolution of Compound 3A (1.00 kg, 4.64 mol, HCI) in pyridine (5.00 L) is added acetyl
acetate (4.73 kg, 46.4 mol, 4.34 L) dropwise at 0 °C under N> atmosphere. The mixture is stirred at 25 °C
for 16 hrs under N> atmosphere. TLC (DCM: MeOH = 20:1, PMA) indicated Compound 3 A is consumed
completely and two new spots (R¢=0.35) formed. The reaction mixture is added to cold water (30.0 L)
and stirred at 0 °C for 0.5 hr, white solid formed, filtered and dried to give Compound 4A (1.55 kg, 3.98
mol, 85.8% yield) as a white solid and used in the next step without further purification. 'HNMR: § 7.90
(d,J=9.29Hz 1 H), 5.64(d, J=8.78 Hz, 1 H), 5.26 (d,J =3.01 Hz, 1 H), 5.06 (dd,J = 11.29, 3.26 Hz,
1 H), 4.22 (,J =6.15Hz, 1 H), 3.95 - 4.16 (m, 3 H),2.12 (s, 3 H), 2.03 (s, 3H), 1.99 (s, 3H), 1.90 (s, 3
H), 1.78 (s, 3 H).
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General procedure for preparation of Compound 5A

0. OAc o)
AcO J\
‘ . O~ 1. TMSOTf, DCE
AcO “NHAc HO N ©
2. TMSOTT, DCE,
OAc 4 A molecular sieves

2A
4A

O O NHCbz
ACO ~ o N

AcO “/NHAc
OAc

5A

[00320] To asolution of Compound 4A (300 g, 771 mmol) in DCE (1.50 L) is added TMSOT(f (257 g,
1.16 mol, 209 mL) and stirred for 2 hrs at 60 °C, and then stirred for 1 hr at 25 °C. Compound 2A (203 g,
848 mmol) is dissolved in DCE (1.50 L) and added 4 A powder molecular sieves (150 g) stirring for 30
mins under N, atmosphere. Then the solution of Compound 4A in DCE is added dropwise to the mixture
at 0 °C. The mixture is stirred at 25 °C for 16 hrs under N, atmosphere. TLC (DCM: MeOH = 25:1,
PMA) indicated Compound 4A is consumed completely and new spot (R¢=0.24) formed. The reaction
mixture is filtered and washed with sat. NaHCO3 (2.00 L), water (2.00 L) and sat. brine (2.00 L). The
organic layer is dried over anhydrous Na,SO4, filtered and concentrated under reduced pressure to give a
residue. Theresidue is triturated with 2-Me-THE/heptane (5/3, v/v, 1.80 L) for 2 hrs, filtered and dried to
give Compound SA (225 g, 389 mmol, 50.3% yield, 98.4% purity) as a white solid. 'THNMR: & 7.81 (d, J
=9.29Hz, 1H), 7.20 - 7.42 (m, 6 H), 5.21 (d,J =3.26 Hz, 1 H), 4.92 - 5.05 (m, 3 H), 4.55 (d,.J = 8.28
Hz, 1H), 3.98 - 4.07 (m, 3H), 3.82-3.93 (m, 1 H),3.71 - 3.81 (m, 1 H), 3.55 - 3.62 (m, 1 H), 3.43 - 3.53
(m, 2H), 3.37-3.43 (m, 2H),3.14 (q,J =5.77Hz,2H), 2.10 (s, 3H), 1.99 (s, 3H), 1.89 (s, 3H), 1.77
(s, 3H).

General procedure for preparation of NAcegal-Linker-Tosylate salt

NHCbz + -
O NHAG Hp, PA/C, TSOH

c AcO "NHAc
OAc THF, 2 hrs OAc

5A NAcegal-Linker-TMSOTf
[00321] To asolution of Compound 5A (200 g, 352 mmol) in THF (1.0 L) is added dry Pd/C (15.0 g,
10% purity) and TsOH (60.6 g, 352 mmol) under N2 atmosphere. The suspension is degassed under
vacuum and purged with H, several times. The mixture is stirred at 25 °C for 3 hrs under Hz (45 psi)
atmosphere. TLC (DCM: MeOH = 10:1, PMA) indicated Compound 5A is consumed completely and one
new spot (Re=0.04) is formed. The reaction mixture is filtered and concentrated (<40 °C) under reduced
pressure to give a residue. Diluted with anhydrous DCM (500 mL, dried overnight with 4 A molecular

sieves (dried at 300 °C for 12 hrs)) and concentrate to give a residue and run Karl Fisher (KF) to check for
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water content. This is repeated 3 times with anhydrous DCM (500 mL) dilutions and concentration to

give NAcegal-Linker-TMSOTS (205 g, 95.8% yield, TsOH salt) as a foamy white solid. 'HNMR: § 7.91
(d,J=9.03Hz, 1 H), 7.53 - 7.86 (m, 2 H), 7.49 (d,J =8.03 Hz, 2 H), 7.13 (d,J = 8.03 Hz, 2 H), 5.22 (d,
J=3.26Hz, 1 H),4.98 (dd, J=11.29, 3.26 Hz, 1 H), 4.57 (d, J =8.53 Hz, 1 H), 3.99- 4.05 (m, 3 H),
3.87-3.94(m, 1 H), 3.79-3.85(m, 1 H), 3.51 - 3.62 (m, 5 H), 2.96 (brt, J =5.14 Hz, 2 H), 2.29 (s, 3 H),
2.10(s,3H),2.00(s, 3H), 1.89(s, 3H), 1.78 (s, 3H).

Scheme for the preparation of TRIS-PEG2-CBZ

o
>L0J'\/
o o
HO_~ g~ NHCbz 4B_2 >L OJ\/\O/\/O\/\NJ\OA :
4B 58

>L )J\/\ /\/0\/\ /\@ _TFA .o \n/\/o\/\ ONHTOV©

© 2B ©
>(o o >r° 0
E 0 HODV@ E N PN 0v©
s T ey

HO{\/O\/\O/\/ Y
o o]

HATU, DIEA, DCM
/C /C 3B
0 0" o
A -

1B
>(o\<) HO\?O
o OO%H o\/\o/\/'d‘lro\/(> K o N OJij
et oo Jiye oty
(o]
HCl/dioxane
O’Co 38 HO’(OI TRIS-PEG2-CBZ

General procedure for preparation of Compound 5B

o)
S A
4B_2 0 o
HO\/\O/\/NHCbZ—> >L0)K/\o/\/0\/\HJ\O/\C

4B 5B

[00322]  To asolution of Compound 4B (400 g, 1.67 mol, 1.00 eq) and NaOH (10 M, 16.7 mL, 0.10

eq) in THF (2.00 L) is added Compound 4B_2 (1.07 kg, 8.36 mol, 1.20 L, 5.00 eg), the mixture is stirred

at 30 °C for 2 hrs. LCMS showed the desired MS is given. Five batches of solution are combined to one
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batch, then the mixture is diluted with water (6.00 L), extracted with ethyl acetate (3.00 L*3), the

combined organic layer is washed with brine (3.00 L), dried over Na>SOy, filtered and concentrated under
vacuum. The crude is purified by column chromatography (SiO», petroleum ether : ethyl acetate=100:1-
10:1, R=0.5) to give Compound 5B (2.36 kg, 6.43 mol, 76.9% yield) as light yellow oil. HNMR: § 7.31-
7.36 (m, 5H), 5.38 (s, 1 H), 5.11-5.16 (m, 2 H), 3.75 (t, J=6.4Hz), 3.54-3.62 (m, 6 H), 3.39 (d, J=5.2 Hz),
2.61 (t,J~6.0Hz).

General procedure for preparation of 3-oxo-1-phenyl-2,7, 10-trioxa-4-azatridecan- 13-oic acid
(Compound 2B below)

S A o A Ao i o L)
—_— ~ N
N /\O \g/\/ o) \g
5B 2B

[00323]  To asolution of Compound 5B (741 g, 2.02 mol, 1.00 eq) in DCM (2.80 L) is added TFA
(1.43 kg, 12.5 mol, 928 mL, 6.22 eq), the mixture is stirred at 25 °C for 3 hrs. LCMS showed the desired
MS is given. The mixture is diluted with DCM (5.00 L), washed with water (3.00 L*3), brine (2.00 L),
the combined organic layer is dried over Na2SOs, filtered and concentrated under vacuum to give
Compound 2B (1800 g, crude) as light yellow oil. HNMR: § 9.46 (s, S H), 7.27-7.34 (m, 5 H), 6.50-6.65
(m, 1H), 5.71 (s, 1 H), 5.10-5.15 (m, 2 H), 3.68-3.70 (m, 14 H), 3.58-3.61 (m, 6 H), 3.39 (s, 2 H), 2.55 (s,
6 H), 2.44 (s, 2 H).

General procedure for preparation of Compound 3B

>(o 0 >(0 0
E HO‘IK\’O\/\O’\’HTOQ \? HTO v@

(o)
0 N
%/ o\g/\/o% NH, [o] 2B Xo\g/\/o\o%, \‘o(\/o\/\o/\/ I

0 HATU, DIEA, DCM
e L=
o)

0" o (0]

1B
[00324]  To asolution of Compound 2B (375 g, 999 mmol, 83.0% purity, 1.00 eq) in DCM (1.80 L) is
added HATU (570 g, 1.50 mol, 1.50 eq) and DIEA (258 g, 2.00 mol, 348 mL, 2.00 eq) at 0 °C, the
mixture is stirred at 0 °C for 30 min, then Compound 1B (606 g, 1.20 mol, 1.20 eq) is added, the mixture
is stirred at 25 °C for 1 hr. LCMS showed desired MS is given. The mixture is combined to one batch,
then the mixture is diluted with DCM (5.00 L), washed with 1 N HCI aqueous solution (2.00 L*2), then
the organic layer is washed with saturated Na,COj3 aqueous solution (2.00 L *2) and brine (2.00 L), the
organic layer is dried over Na; SOy, filtered and concentrated under vacuum to give Compound 3B (3.88

kg, crude) as yellow oil.
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General procedure for preparation of TRIS-PEG2-CBZ.

>r0\20 HO\;O
(o] H o
Xo\g/\/oﬁrn\rg\/ox/\o/\/ \gO\/O HO. y o\ﬂ'n \[0(\/0 -0 NHIO\/O

/C 3B HCl/dioxane
—_—
00 HO TRIS-PEG2-CBZ

o}

[00325] A solution of Compound 3B (775 g, 487 mmol, 50.3% purity, 1.00 eq) in HCl/dioxane (4 M,
2.91L, 23.8¢q) is stirred at 25 °C for 2 hrs. LCMS showed the desired MS is given. The mixture is
concentrated under vacuum to give aresidue. Then the combined residue is diluted with DCM (5.00 L),
adjusted to pH=8 with 2.5 M NaOH aqueous solution, and separated. The aqueous phase is extracted with
DCM (3.00 L) again, then the aqueous solution is adjusted to pH=3 with 1 N HCI aqueous solution, then
extracted with DCM (5.00 L*2), the combined organic layer is washed with brine (3.00 L), dried over
Na, SOy, filtered and concentrated under vacuum. The crude is purified by column chromatography (SiOs,
DCM:MeOH=0:1-12:1, 0.1% HOACc, R=0.4). The residue is diluted with DCM (5.00 L), adjusted to
pH=8 with 2.5 M NaOH aqueous solution, separated, the aqueous solution is extracted with DCM (3.00
L) again, then the aqueous solution is adjusted to pH=3 with 6 N HCI aqueous solution, extracted with
DCM:MeOH=10:1 (5.00 L*2), the combined organic layer is washed with brine (2.00 L), dried over
Na»SOq, filtered and concentrated under vacuum to give aresidue. Then the residue is diluted with MeCN
(5.00 L), concentrated under vacuum, repeat this procedure twice to remove water to give TRIS-PEG2-
CBZ (1.25 kg, 1.91 mol, 78.1%yield, 95.8% purity) as light yellow oil. (HNMR: 400 MHz, MeOD, 6
7.30-7.35 (5 H), 5.07 (s, 2 H), 3.65-3.70 (m, 16 H), 3.59 (s, 4 H), 3.45 (1, J=5.6 Hz), 2.51 (1, J=6.0 Hz),
2.43 (1, 6.4 Hz).

Scheme for the preparation of TriNGal-TRIS-Peg2-Phosph 8¢
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TriGNal-TRIS-Peg2-Phosph 8¢
General procedure for preparation of Compound 3C

(o]
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(o]
H 00,
AcO (0]

HO{\ aco~{ 0 oj o:é Lo
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Al NHAC O NH HN
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AcO OAc OAc

1C 3c OAc

[00326] To asolution of Compound 1C (155 g, 245 mmol, 1.00 eq) in ACN (1500 mL) is added
TBTU (260 g, 811 mmol, 3.30 eq), DIEA (209 g, 1.62mol, 282 mL, 6.60 eq) and Compound 2C (492 g,
811 mmol, 3.30 eq, TsOH) at 0 °C, the mixture is stirred at 15 °C for 16 hrs. LCMS showed the desired
MS is given. The mixture is concentrated under vacuum to give a residue, then the mixture is diluted with
DCM (2000 mL), washed with 1 N HCI aqueous solution (700 mL * 2), then saturated NaHCO3 aqueous
solution (700 mL *2) and concentrated under vacuum. The crude is purified by column chromatography

to give Compound 3C (304 g, 155 mmol, 63.1% yield, 96.0% purity) as a yellow solid.
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General procedure for preparation of Compound 4C

(o] [o] H
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AcO Hac OAc AcO' Bac OAc
OAc Ac
3C 4C

[00327]  Two batches solution of Compound 3C (55.0 g, 29.2 mmol, 1.00 eq) in MeOH (1600 mL) is
added Pd/C (6.60 g, 19.1 mmol, 10.0 % purity) and TFA (3.34 g, 29.2 mmol, 2.17 mL, 1.00 eq), the
mixture is degassed under vacuum and purged with Ho. The mixture is stirred under H» (15 psi) at 15 °C
for 2 hours. LCMS showed the desired MS is given. The mixture is filtered and the filtrate is
concentrated under vacuum to give Compound 4C (106 g, 54.8 mmol, 93.7%vield, 96.2% purity, TFA)
as a white solid.

General procedure for preparation of compound 5C

F F F F
OH
HO > (o)
EDCI, DCM, 0-15°C, 1 hr
o 0]
4 5C

[00328]  Two batches in parallel. To asolution of EDCI (28.8 g, 150 mmol, 1.00 eq) in DCM (125
mL) is added compound 4a (25.0 g, 150 mmol, 1.00 eq) dropwise at 0 °C, then the mixture is added to
compound 4 (25.0 g, 150 mmol, 1.00 eq) in DCM (125 mL) at 0 °C, then the mixture is stirred at 25 °C
for 1 hr. TLC (Petroleum ether : Ethyl acetate =3 : 1, Ry= 0.45) showed the reactant is consumed and
one new spot is formed. The reaction mixture is diluted with DCM (100 mL) then washed with
aq.NaHCOs (250 mL * 1) and brine (250 mL), dried over Na>SOs, filtered and concentrated under
reduced pressure to give a residue. The residue is purified by column chromatography (SiO», Petroleum
ether : Ethyl acetate=100: 1to 3 : 1), TLC (SiO., Petroleum ether : Ethyl acetate =3:1), Ry=0.45 , then
concentrated under reduced pressure to give aresidue. Compound 5C (57.0 g, 176 mmol, 58.4% yield,
96.9% purity) is obtained as colorless oil and confirmed 'HNMR: EW33072-2-P1A, 400 MHz, DMSO
§9.21 (s, 1 H), 7.07-7.09 (m, 2 H), 6.67-6.70 (m, 2 H), 3.02-3.04 (m, 2 H), 2.86-2.90 (m, 2 H)
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General procedure for preparation of compound 6

0
N o) NH,TFA
HN)J\/\O/?S \n/\/ ~ o N2
o)
o 00 F. F
I X o
F F
O og LO OY\/Q/
o \NHAG SNH HNZ s T
OAc o) o) TEA, DCM, 0-15 °C, 16 hrs
OAc OAc 8 S
NHAc
AcO O o)
o}
OAc
“"!/NHAc 0,
AcO OAc OAc
OAc
3
OH
N o N
HNJ\/\O jl/\/ \/\O/\/ \’(\/O/
o} o)
00
o}
I o S
0

OAc
6C

[00329]  To amixture of compound 3 (79.0 g, 41.0 mmol, 96.4% purity, 1.00 eq, TFA) and compound
6C (14.2 g, 43.8 mmol, 96.9% purity, 1.07 eq) in DCM (800 mL) is added TEA (16.6 g, 164 mmol, 22.8
mL, 4.00 eq) dropwise at 0 °C, the mixture is stirred at 15 °C for 16 hrs. LCMS (EW33072-12-P1B,Rt =
0.844 min) showed the desired mass is detected. The reaction mixture is diluted with DCM (400 mL) and
washed with aq. NaHCO3 (400 mL * 1) and brine(400 mL * 1), then the mixture is diluted with DCM
(2.00 L) and washed with 0.7 M Na,COs3 (1000 mL * 3) and brine(800 mL * 3), dried over Na,SOs,
filtered and concentrated under reduced pressure to give aresidue. The residue is used to next step
directly without purification. Compound 6 (80.0 g, crude) is obtained as white solid and confirmed via
THNMR: EW33072-12-P1A, 400 MHz, MeOD 6 7.02 - 7.04 (m, 2 H), 6.68 - 6.70 (m, 2 H), 5.34 - 5.35
(s,3H),5.07-5.08(d,/J=4.00Hz, 3H),4.62-4.64(d,J=800Hz 3H),3.71 -4.16(m, 16 H), 3.31 -
3.70 (m, 44 H), 2.80 - 2.83 (m, 2 H), 2.68 (m, 2 H), 2.46- 2.47 (m, 10 H), 2.14 (s, 9H), 2.03 (s, 9 H), 1.94
-1.95(d, J=4.00 Hz, 18 H).
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General procedure for preparation of TriGNal-TRIS-Peg2-Phosph 8c
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AcHN
AcO"” Y ""l

OAc OAc
[00330] Two batches are synthesized in parallel. To a solution of compound 6C (40.0 g, 21.1 mmol,
1.00 eq in DCM (600 mL) is added diisopropylammonium tetrazolide (3.62 g, 21.1 mmol, 1.00 eq) and
compound 7¢ (6.37 g, 21.1 mmol, 6.71 mL, 1.00 eq) in DCM (8.00 mL) drop-wise, the mixture is stirred
at 30 °C for 1 hr, then added compound 7¢ (3.18 g, 10.6 mmol, 3.35mL, 0.50 eq) in DCM (8.00 mL)
drop-wise, the mixture is stirred at 30 °C for 30 mins, then added compound 7¢ (3.18 g, 10.6 mmol, 3.35
mL, 0.50 eq) in DCM (8.00 mL) drop-wise, the mixture is stirred at 30 °C for 1.5 hrs. LCMS (EW33072-
17-P1C1, Rt =0.921 min) showed the desired MS+1 is detected. LCMS (EW33072-17-P1C2, Rt=0.919
min) showed the desired MS+1 is detected. Two batches are combined for work-up. The mixture is
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diluted with DCM (1.20 L), washed with saturated NaHCO3 aqueous solution (1.60 L * 2), 3% DMF in

H>0 (1.60L * 2), HO (1.60 L * 3), brine (1.60 L), dried over Na2SOs, filtered and concentrated under
reduced pressure to give a residue. The residue is purified by column chromatography (SiO2, DCM :
MeOH : TEA=100: 3:2) TLC (SiO2, DCM: MeOH = 10:1, R¢= 0.45), then concentrated under reduced
pressure to give a residue. Compound 8C (76.0 g, 34.8 mmol, 82.5%yield, 96.0% purity) is obtained as
white solid and confirmed via 'HNMR: EW33072-19-P1C, 400 MHz, MeOD

07.13-7.15(d, J=8.50 Hz, 2 H), 6.95-6.97 (dd,J=8.38, 1.13 Hz, 2 H), 5.34 (d, J=2.88 Hz, 3 H), .09 (dd,
J=11.26,3.38 Hz, 3H), 4.64 (d, J=8.50Hz, 3 H), 3.99 - 420 (m, 12 H), 3.88 - 3.98 (m, 5 H), 3.66 - 3.83
(m, 20 H), 3.51 - 3.65 (m, 17 H), 3.33 - 3.50 (m, 9 H), 2.87 (1, J=7.63Hz, 2 H), 2.76 ( J=5.94 Hz, 2 H),
2.42-2.50 (m, 10 H), 2.14 (s, 9H),2.03 (s, 9H), 1.94 - 1.95 (d, J=6.13Hz, 18 H), 1.24-1.26 (d,J=6.75
Hz, 6 H), 1.18-1.20(d, /=6.75Hz, 6 H)

Example 20: Modification motif 1
[00331] Anexample MST1 siRNA includes a combination of the following modifications:

e Position 9 (from 5’ to 3°) of the sense strand is 2” F.

e If position 9 is a pyrimidine then all purines in the Sense Strand are 2’OMe, and 1-5 pyrimidines
between positions 5 and 11 are 2’ F provided that there are never three 2°F modifications in a
row.

e Ifposition 9 is a purine then all pyrimidines in the Sense Strand are 2°OMe, and 1-5 purines
between positions 5 and 11 are 2’ F provided that there are never three 2°F modifications in a
row.

e Antisense strand odd-numbered positions are 2'0OMe and even-numbered positions are a mixture
of 2 F, 2° OMe and 2° deoxy.

Example 21: Modification motif 2

[00332] Anexample MST1 siRNA includes a combination of the following modifications:

e Position 9 (from 5° to 3”) of the sense strand is 2° deoxy.
Sense strand positions 5, 7 and 8 are 2° F.
All pyrimidines in positions 10-21 are 2 OMe, and purines are a mixture of 2° OMe and 2’ F.
Alternatively, all purines in positions 10-21 are 2° OMe and all pyrimidines in positions 10-21 are
a mixture of 2 OMe and 2° F.

e Antisense strand odd-numbered positions are 2'0OMe and even-numbered positions are a mixture
of 2 F, 2° OMe and 2° deoxy.

[00333]  While preferred embodiments of the present invention have been shown and described herein,
it will be obvious to those skilled in the art that such embodiments are provided by way of example only.
Numerous variations, changes, and substitutions will now occur to those skilled in the art without
departing from the invention. It should be understood that various alternatives to the embodiments of the
invention described herein may be employed in practicing the invention. It is intended that the following
claims define the scope of the invention and that methods and compositions within the scope of these

claims and their equivalents be covered thereby.
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IV. SEQUENCE INFORMATION

[00334] Some embodiments include one or more nucleic acid sequences in the following tables:
Table 33A. Sequence Information
SIIEV%ED Description
1-3024 MSTI1 siRNA sense strand sequences
3025-6048 | MST1 siRNA antisense strand sequences
6049-6086 | Modified MST1 siRNA sense strand sequences
6087-6124 | Modified MST1 siRNA antisense strand sequences
6125-6162 | Alternatively modified MST1 siRNA sense strand sequences
6163 Full-length human AMST 7 mRNA sequence (Ensembl transcript ID: ENST00000449682.2)
(human RNA)
6164-6172 | Modification pattern 1S to 9S
6173-6180 | Modification pattern 1AS to 8AS
6181 Modification pattern ASO1
6182-6184 | Examples of RGD peptide sequences
6185 E#;l)englh human MST1 mRNA sequence (NCBI Reference Sequence: NM_020998.4) (human
6186-6244 | Modified MST1 siRNA sense strand sequences
6245-6303 | Modified MST1 siRNA antisense strand sequences
6304-6316 | Placeholders
6317-6318 | ETDO01218 sense and antisense strand sequences
6319 Modification patterns 35S
6320-6344 | Modification patterns 10S-34S
6345-6357 | Modification patterns 9AS-21AS
6358-6387 | Additional MST1 siRNA sense strand sequences
6388-6417 | Additional MST1 siRNA antisense strand sequences
6418-6476 | Example MSTI siRNA sense strand sequences
6477-6535 | Example MSTI1 siRNA antisense strand sequences

Table 33B. siRNA Sequences

SiRNA Name SIEDQ sense stra}rid, SIEDQ antisense s*/c:_:ar}d
NO: sequence (5°-37) NO: sequence (5°-37)
S1RNA 1 1 CAGCCUCCGCUAGGGGACC | 3025 GGUCCCCUAGCGGAGGCUG
SiRNA 2 2 AGCCUCCGCUAGGGGACCC | 3026 GGGUCCCCUAGCGGAGGCU
siRNA 3 3 GCCUCCGCUAGGGGACCCC | 3027 GGGGUCCCCUAGCGGAGGC
s1RNA 4 4 CCUCCGCUAGGGGACCCCC | 3028 GGGGGUCCCCUAGCGGAGG
siRNA 5 5 CUCCGCUAGGGGACCCCCU | 3029 | AGGGGGUCCCCUAGCGGAG
s1iRNA 6 6 UCCGCUAGGGGACCCCCUC | 3030 GAGGGGGUCCCCUAGCGGA
siRNA 7 7 CCGCUAGGGGACCCCCUCC | 3031 GGAGGGGGUCCCCUAGCGG
siRNA 8 8 CGCUAGGGGACCCCCUCCA | 3032 UGGAGGGGGUCCCCUAGCG
SiRNA 9 9 GCUAGGGGACCCCCUCCAU | 3033 | AUGGAGGGGGUCCCCUAGC
siRNA 10 10 CUAGGGGACCCCCUCCAUG | 3034 CAUGGAGGGGGUCCCCUAG
siRNA 11 11 UAGGGGACCCCCUCCAUGG | 3035 CCAUGGAGGGGGUCCCCUA
SiRNA 12 12 AGGGGACCCCCUCCAUGGC | 3036 GCCAUGGAGGGGGUCCCCU
siRNA 13 13 GGGGACCCCCUCCAUGGCU | 3037 AGCCAUGGAGGGGGUCCCC
siRNA 14 14 GGGACCCCCUCCAUGGCUU | 3038 AAGCCAUGGAGGGGGUCCC
siRNA 15 15 GGACCCCCUCCAUGGCUUC | 3039 GAAGCCAUGGAGGGGGUCC
siRNA 16 16 GACCCCCUCCAUGGCUUCC | 3040 GGAAGCCAUGGAGGGGGUC
siRNA 17 17 ACCCCCUCCAUGGCUUCCC | 3041 GGGAAGCCAUGGAGGGGGU
siRNA 18 18 CCCCCUCCAUGGCUUCCCA | 3042 UGGGAAGCCAUGGAGGGGG
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siRNA 19 19 CCCCUCCAUGGCUUCCCAC | 3043 | GUGGGAAGCCAUGGAGGGG
siRNA 20 20 CCCUCCAUGGCUUCCCACC | 3044 | GGUGGGAAGCCAUGGAGGG
siRNA 21 21 CCUCCAUGGCUUCCCACCG | 3045 | CGGUGGGAAGCCAUGGAGG
siRNA 22 22 CUCCAUGGCUUCCCACCGG | 3046 | CCGGUGGGAAGCCAUGGAG
siRNA 23 23 UCCAUGGCUUCCCACCGGG | 3047 | CCCGGUGGGAAGCCAUGGA
SsiRNA 24 24 CCAUGGCUUCCCACCGGGU | 3048 | ACCCGGUGGGAAGCCAUGG
siRNA 25 25 CAUGGCUUCCCACCGGGUU | 3049 | AACCCGGUGGGAAGCCAUG
SsiRNA 26 26 AUGGCUUCCCACCGGGUUG | 3050 | CAACCCGGUGGGAAGCCAU
siRNA 27 27 UGGCUUCCCACCGGGUUGU | 3051 | ACAACCCGGUGGGAAGCCA
SsiRNA 28 28 GGCUUCCCACCGGGUUGUU | 3052 | AACAACCCGGUGGGAAGCC
SiRNA 29 29 GCUUCCCACCGGGUUGUUC | 3053 | GAACAACCCGGUGGGAAGC
siRNA 30 30 CUUCCCACCGGGUUGUUCC | 3054 | GGAACAACCCGGUGGGAAG
siRNA 31 31 UUCCCACCGGGUUGUUCCA | 3055 | UGGAACAACCCGGUGGGAA
siRNA 32 32 UCCCACCGGGUUGUUCCAG | 3056 | CUGGAACAACCCGGUGGGA
SiRNA 33 33 CCCACCGGGUUGUUCCAGG | 3057 | CCUGGAACAACCCGGUGGG
siRNA 34 34 CCACCGGGUUGUUCCAGGC | 3058 | GCCUGGAACAACCCGGUGG
SiRNA 35 35 CACCGGGUUGUUCCAGGCC | 3059 | GGCCUGGAACAACCCGGUG
siRNA 36 36 ACCGGGUUGUUCCAGGCCU | 3060 | AGGCCUGGAACAACCCGGU
S1RNA 37 37 CCGGGUUGUUCCAGGCCUC | 3061 | GAGGCCUGGAACAACCCGG
siRNA 38 38 CGGGUUGUUCCAGGCCUCA | 3062 | UGAGGCCUGGAACAACCCG
siRNA 39 39 GGGUUGUUCCAGGCCUCAG | 3063 | CUGAGGCCUGGAACAACCC
siRNA 40 40 GGUUGUUCCAGGCCUCAGC | 3064 | GCUGAGGCCUGGAACAACC
siRNA 41 41 GUUGUUCCAGGCCUCAGCU | 3065 | AGCUGAGGCCUGGAACAAC
siRNA 42 42 UUGUUCCAGGCCUCAGCUU | 3066 | AAGCUGAGGCCUGGAACAA
siRNA 43 43 UGUUCCAGGCCUCAGCUUC | 3067 | GAAGCUGAGGCCUGGAACA
siRNA 44 44 GUUCCAGGCCUCAGCUUCG | 3068 | CGAAGCUGAGGCCUGGAAC
siRNA 45 45 UUCCAGGCCUCAGCUUCGC | 3069 | GCGAAGCUGAGGCCUGGAA
siRNA 46 46 UCCAGGCCUCAGCUUCGCC | 3070 | GGCGAAGCUGAGGCCUGGA
siRNA 47 47 CCAGGCCUCAGCUUCGCCG | 3071 | CGGCGAAGCUGAGGCCUGG
siRNA 48 48 CAGGCCUCAGCUUCGCCGA | 3072 | UCGGCGAAGCUGAGGCCUG
siRNA 49 49 AGGCCUCAGCUUCGCCGAA | 3073 | UUCGGCGAAGCUGAGGCCU
SsiRNA 50 50 GGCCUCAGCUUCGCCGAAA | 3074 | UUUCGGCGAAGCUGAGGCC
siRNA 51 51 GCCUCAGCUUCGCCGARAG | 3075 | CUUUCGGCGAAGCUGAGGC
SiRNA 52 52 CCUCAGCUUCGCCGAAAGG | 3076 | CCUUUCGGCGAAGCUGAGG
siRNA 53 53 CUCAGCUUCGCCGARAAGGC | 3077 | GCCUUUCGGCGAAGCUGAG
S1RNA 54 54 UCAGCUUCGCCGAAAGGCC | 3078 | GGCCUUUCGGCGAAGCUGA
SsiRNA 55 55 CAGCUUCGCCGAAAGGCCU | 3079 | AGGCCUUUCGGCGAAGCUG
siRNA 56 56 AGCUUCGCCGAAAGGCCUC | 3080 | GAGGCCUUUCGGCGAAGCU
SiRNA 57 57 GCUUCGCCGAAAGGCCUCA | 3081 | UGAGGCCUUUCGGCGAAGC
siRNA 58 58 CUUCGCCGAAAGGCCUCAC | 3082 | GUGAGGCCUUUCGGCGAAG
S1iRNA 59 59 UUCGCCGAAAGGCCUCACC | 3083 | GGUGAGGCCUUUCGGCGAA
siRNA 60 60 UCGCCGAAAGGCCUCACCA | 3084 | UGGUGAGGCCUUUCGGCGA
siRNA 61 61 CGCCGARAGGCCUCACCAC | 3085 | GUGGUGAGGCCUUUCGGCG
siRNA 62 62 GCCGAAAGGCCUCACCACC | 3086 | GGUGGUGAGGCCUUUCGGC
siRNA 63 63 CCGAAAGGCCUCACCACCU | 3087 | AGGUGGUGAGGCCUUUCGG
siRNA 64 64 CGAAAGGCCUCACCACCUC | 3088 | GAGGUGGUGAGGCCUUUCG
siRNA 65 65 GAAAGGCCUCACCACCUCC | 3089 | GGAGGUGGUGAGGCCUUUC
siRNA 66 66 AAAGGCCUCACCACCUCCG | 3090 | CGGAGGUGGUGAGGCCUUU
siRNA 67 67 AAGGCCUCACCACCUCCGA | 3091 | UCGGAGGUGGUGAGGCCUU
siRNA 68 68 AGGCCUCACCACCUCCGAC | 3092 | GUCGGAGGUGGUGAGGCCU
siRNA 69 69 GGCCUCACCACCUCCGACC | 3093 | GGUCGGAGGUGGUGAGGCC
siRNA 70 70 GCCUCACCACCUCCGACCU | 3094 | AGGUCGGAGGUGGUGAGGC
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siRNA 71 71 CCUCACCACCUCCGACCUC | 3095 | GAGGUCGGAGGUGGUGAGG
siRNA 72 72 CUCACCACCUCCGACCUCC | 3096 | GGAGGUCGGAGGUGGUGAG
siRNA 73 73 UCACCACCUCCGACCUCCG | 3097 | CGGAGGUCGGAGGUGGUGA
siRNA 74 74 CACCACCUCCGACCUCCGC | 3098 | GCGGAGGUCGGAGGUGGUG
siRNA 75 75 ACCACCUCCGACCUCCGCC | 3099 | GGCGGAGGUCGGAGGUGGU
siRNA 76 76 CCACCUCCGACCUCCGCCU | 3100 | AGGCGGAGGUCGGAGGUGG
siRNA 77 77 CACCUCCGACCUCCGCCUG | 3101 | CAGGCGGAGGUCGGAGGUG
SsiRNA 78 78 ACCUCCGACCUCCGCCUGC | 3102 | GCAGGCGGAGGUCGGAGGU
siRNA 79 79 CCUCCGACCUCCGCCUGCU | 3103 | AGCAGGCGGAGGUCGGAGG
siRNA 80 80 CUCCGACCUCCGCCUGCUC | 3104 | GAGCAGGCGGAGGUCGGAG
siRNA 81 81 UCCGACCUCCGCCUGCUCU | 3105 | AGAGCAGGCGGAGGUCGGA
SiRNA 82 82 CCGACCUCCGCCUGCUCUG | 3106 | CAGAGCAGGCGGAGGUCGG
siRNA 83 83 CGACCUCCGCCUGCUCUGG | 3107 | CCAGAGCAGGCGGAGGUCG
siRNA 84 84 GACCUCCGCCUGCUCUGGG | 3108 | CCCAGAGCAGGCGGAGGUC
SiRNA 85 85 ACCUCCGCCUGCUCUGGGG | 3109 | CCCCAGAGCAGGCGGAGGU
siRNA 86 86 CCUCCGCCUGCUCUGGGGA | 3110 | UCCCCAGAGCAGGCGGAGG
S1iRNA 87 87 CUCCGCCUGCUCUGGGGAU | 3111 | AUCCCCAGAGCAGGCGGAG
siRNA 88 88 UCCGCCUGCUCUGGGGAUG | 3112 | CAUCCCCAGAGCAGGCGGA
S1RNA 89 89 CCGCCUGCUCUGGGGAUGC | 3113 | GCAUCCCCAGAGCAGGCGG
siRNA 90 90 CGCCUGCUCUGGGGAUGCU | 3114 | AGCAUCCCCAGAGCAGGCG
siRNA 91 91 GCCUGCUCUGGGGAUGCUC | 3115 | GAGCAUCCCCAGAGCAGGC
siRNA 92 92 CCUGCUCUGGGGAUGCUCC | 3116 | GGAGCAUCCCCAGAGCAGG
siRNA 93 93 CUGCUCUGGGGAUGCUCCC | 3117 | GGGAGCAUCCCCAGAGCAG
siRNA 94 94 UGCUCUGGGGAUGCUCCCA | 3118 | UGGGAGCAUCCCCAGAGCA
siRNA 95 95 GCUCUGGGGAUGCUCCCAG | 3119 | CUGGGAGCAUCCCCAGAGC
siRNA 96 96 CUCUGGGGAUGCUCCCAGC | 3120 | GCUGGGAGCAUCCCCAGAG
siRNA 97 97 UCUGGGGAUGCUCCCAGCC | 3121 | GGCUGGGAGCAUCCCCAGA
siRNA 98 98 CUGGGGAUGCUCCCAGCCC | 3122 | GGGCUGGGAGCAUCCCCAG
siRNA 99 99 UGGGGAUGCUCCCAGCCCU | 3123 | AGGGCUGGGAGCAUCCCCA
siRNA 100 100 GGGGAUGCUCCCAGCCCUG | 3124 | CAGGGCUGGGAGCAUCCCC
siRNA 101 101 GGGAUGCUCCCAGCCCUGC | 3125 | GCAGGGCUGGGAGCAUCCC
siRNA 102 102 GGAUGCUCCCAGCCCUGCU | 3126 | AGCAGGGCUGGGAGCAUCC
siRNA 103 103 | GAUGCUCCCAGCCCUGCUG | 3127 | CAGCAGGGCUGGGAGCAUC
siRNA 104 104 | AUGCUCCCAGCCCUGCUGC | 3128 | GCAGCAGGGCUGGGAGCAU
siRNA 105 105 | UGCUCCCAGCCCUGCUGCG | 3129 | CGCAGCAGGGCUGGGAGCA
siRNA 106 106 | GCUCCCAGCCCUGCUGCGG | 3130 | CCGCAGCAGGGCUGGGAGC
siRNA 107 107 CUCCCAGCCCUGCUGCGGC | 3131 | GCCGCAGCAGGGCUGGGAG
siRNA 108 108 | UCCCAGCCCUGCUGCGGCA | 3132 | UGCCGCAGCAGGGCUGGGA
siRNA 109 109 | CCCAGCCCUGCUGCGGCAG | 3133 | CUGCCGCAGCAGGGCUGGG
siRNA 110 110 CCAGCCCUGCUGCGGCAGA | 3134 | UCUGCCGCAGCAGGGCUGG
siRNA 111 111 CAGCCCUGCUGCGGCAGAA | 3135 | UUCUGCCGCAGCAGGGCUG
siRNA 112 112 | AGCCCUGCUGCGGCAGAAC | 3136 | GUUCUGCCGCAGCAGGGCU
siRNA 113 113 | GCCCUGCUGCGGCAGAACG | 3137 | CGUUCUGCCGCAGCAGGGC
siRNA 114 114 CCCUGCUGCGGCAGAACGC | 3138 | GCGUUCUGCCGCAGCAGGG
siRNA 115 115 CCUGCUGCGGCAGAACGCG | 3139 | CGCGUUCUGCCGCAGCAGG
siRNA 116 116 | CUGCUGCGGCAGAACGCGA | 3140 | UCGCGUUCUGCCGCAGCAG
siRNA 117 117 | UGCUGCGGCAGAACGCGAC | 3141 | GUCGCGUUCUGCCGCAGCA
siRNA 118 118 GCUGCGGCAGAACGCGACA | 3142 | UGUCGCGUUCUGCCGCAGC
siRNA 119 119 | CUGCGGCAGAACGCGACAU | 3143 | AUGUCGCGUUCUGCCGCAG
siRNA 120 120 | UGCGGCAGAACGCGACAUG | 3144 | CAUGUCGCGUUCUGCCGCA
siRNA 121 121 GCGGCAGAACGCGACAUGC | 3145 | GCAUGUCGCGUUCUGCCGC
SsiRNA 122 122 CGGCAGAACGCGACAUGCU | 3146 | AGCAUGUCGCGUUCUGCCG
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siRNA 123 123 | GGCAGAACGCGACAUGCUA | 3147 | UAGCAUGUCGCGUUCUGCC
siRNA 124 124 GCAGAACGCGACAUGCUAA | 3148 | UUAGCAUGUCGCGUUCUGC
siRNA 125 125 CAGAACGCGACAUGCUAAC | 3149 | GUUAGCAUGUCGCGUUCUG
siRNA 126 126 | AGAACGCGACAUGCUAACC | 3150 | GGUUAGCAUGUCGCGUUCU
siRNA 127 127 GAACGCGACAUGCUAACCG | 3151 | CGGUUAGCAUGUCGCGUUC
siRNA 128 128 | AACGCGACAUGCUAACCGG | 3152 | CCGGUUAGCAUGUCGCGUU
siRNA 129 129 | ACGCGACAUGCUAACCGGA | 3153 | UCCGGUUAGCAUGUCGCGU
siRNA 130 130 CGCGACAUGCUAACCGGAA | 3154 | UUCCGGUUAGCAUGUCGCG
siRNA 131 131 GCGACAUGCUAACCGGAAU | 3155 | AUUCCGGUUAGCAUGUCGC
siRNA 132 132 CGACAUGCUAACCGGAAUC | 3156 | GAUUCCGGUUAGCAUGUCG
siRNA 133 133 | GACAUGCUAACCGGAAUCC | 3157 | GGAUUCCGGUUAGCAUGUC
siRNA 134 134 | ACAUGCUAACCGGAAUCCC | 3158 | GGGAUUCCGGUUAGCAUGU
siRNA 135 135 CAUGCUAACCGGAAUCCCU | 3159 | AGGGAUUCCGGUUAGCAUG
siRNA 136 136 | AUGCUAACCGGAAUCCCUA | 3160 | UAGGGAUUCCGGUUAGCAU
siRNA 137 137 | UGCURAACCGGAAUCCCUAG | 3161 | CUAGGGAUUCCGGUUAGCA
siRNA 138 138 GCUAACCGGAAUCCCUAGG | 3162 | CCUAGGGAUUCCGGUUAGC
siRNA 139 139 | CURACCGGAAUCCCUAGGC | 3163 | GCCUAGGGAUUCCGGUUAG
siRNA 140 140 | UAACCGGAAUCCCUAGGCC | 3164 | GGCCUAGGGAUUCCGGUUA
siRNA 141 141 | AACCGGAAUCCCUAGGCCG | 3165 | CGGCCUAGGGAUUCCGGUU
SiRNA 142 142 | ACCGGAAUCCCUAGGCCGC | 3166 | GCGGCCUAGGGAUUCCGGU
siRNA 143 143 | CCGGAAUCCCUAGGCCGCC | 3167 | GGCGGCCUAGGGAUUCCGG
SiRNA 144 144 CGGAAUCCCUAGGCCGCCU | 3168 | AGGCGGCCUAGGGAUUCCG
siRNA 145 145 GGAAUCCCUAGGCCGCCUG | 3169 | CAGGCGGCCUAGGGAUUCC
siRNA 146 146 | GAAUCCCUAGGCCGCCUGU | 3170 | ACAGGCGGCCUAGGGAUUC
SiRNA 147 147 | AAUCCCUAGGCCGCCUGUC | 3171 | GACAGGCGGCCUAGGGAUU
siRNA 148 148 | AUCCCUAGGCCGCCUGUCU | 3172 | AGACAGGCGGCCUAGGGAU
siRNA 149 149 | UCCCUAGGCCGCCUGUCUC | 3173 | GAGACAGGCGGCCUAGGGA
siRNA 150 150 CCCUAGGCCGCCUGUCUCC | 3174 | GGAGACAGGCGGCCUAGGG
siRNA 151 151 CCUAGGCCGCCUGUCUCCU | 3175 | AGGAGACAGGCGGCCUAGG
siRNA 152 152 CUAGGCCGCCUGUCUCCUA | 3176 | UAGGAGACAGGCGGCCUAG
siRNA 153 153 | UAGGCCGCCUGUCUCCUAC | 3177 | GUAGGAGACAGGCGGCCUA
siRNA 154 154 | AGGCCGCCUGUCUCCUACC | 3178 | GGUAGGAGACAGGCGGCCU
siRNA 155 155 GGCCGCCUGUCUCCUACCC | 3179 | GGGUAGGAGACAGGCGGCC
siRNA 156 156 | GCCGCCUGUCUCCUACCCA | 3180 | UGGGUAGGAGACAGGCGGC
siRNA 157 157 CCGCCUGUCUCCUACCCAU | 3181 | AUGGGUAGGAGACAGGCGG
siRNA 158 158 CGCCUGUCUCCUACCCAUA | 3182 | UAUGGGUAGGAGACAGGCG
siRNA 159 159 | GCCUGUCUCCUACCCAUAC | 3183 | GUAUGGGUAGGAGACAGGC
siRNA 160 160 CCUGUCUCCUACCCAUACU | 3184 | AGUAUGGGUAGGAGACAGG
siRNA 161 lel CUGUCUCCUACCCAUACUU | 3185 | AAGUAUGGGUAGGAGACAG
SiRNA 162 162 | UGUCUCCUACCCAUACUUA | 3186 | UAAGUAUGGGUAGGAGACA
siRNA 163 163 | GUCUCCUACCCAUACUUAG | 3187 | CUAAGUAUGGGUAGGAGAC
siRNA 164 164 | UCUCCUACCCAUACUUAGA | 3188 | UCUAAGUAUGGGUAGGAGA
siRNA 165 165 CUCCUACCCAUACUUAGAG | 3189 | CUCUARAGUAUGGGUAGGAG
siRNA 166 166 | UCCUACCCAUACUUAGAGG | 3190 | CCUCUAAGUAUGGGUAGGA
SsiRNA 167 167 CCUACCCAUACUUAGAGGC | 3191 | GCCUCUAAGUAUGGGUAGG
siRNA 168 168 CUACCCAUACUUAGAGGCC | 3192 | GGCCUCUAAGUAUGGGUAG
siRNA 169 169 | UACCCAUACUUAGAGGCCC | 3193 | GGGCCUCUAAGUAUGGGUA
siRNA 170 170 | ACCCAUACUUAGAGGCCCC | 3194 | GGGGCCUCUAAGUAUGGGU
siRNA 171 171 CCCAUACUUAGAGGCCCCG | 3195 | CGGGGCCUCUAAGUAUGGG
siRNA 172 172 CCAUACUUAGAGGCCCCGC | 3196 | GCGGGGCCUCUAAGUAUGG
siRNA 173 173 | CAUACUUAGAGGCCCCGCU | 3197 | AGCGGGGCCUCUAAGUAUG
siRNA 174 174 | AUACUUAGAGGCCCCGCUC | 3198 | GAGCGGGGCCUCUAAGUAU
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siRNA 175 175 | UACUUAGAGGCCCCGCUCA | 3199 | UGAGCGGGGCCUCUAAGUA
siRNA 176 176 | ACUUAGAGGCCCCGCUCAG | 3200 | CUGAGCGGGGCCUCUAAGU
SiRNA 177 177 CUUAGAGGCCCCGCUCAGA | 3201 | UCUGAGCGGGGCCUCUAAG
siRNA 178 178 | UUAGAGGCCCCGCUCAGAC | 3202 | GUCUGAGCGGGGCCUCUAA
siRNA 179 179 | UAGAGGCCCCGCUCAGACG | 3203 | CGUCUGAGCGGGGCCUCUA
siRNA 180 180 | AGAGGCCCCGCUCAGACGG | 3204 | CCGUCUGAGCGGGGCCUCU
siRNA 181 181 GAGGCCCCGCUCAGACGGU | 3205 | ACCGUCUGAGCGGGGCCUC
siRNA 182 182 | AGGCCCCGCUCAGACGGUC | 3206 | GACCGUCUGAGCGGGGCCU
siRNA 183 183 | GGCCCCGCUCAGACGGUCC | 3207 | GGACCGUCUGAGCGGGGCC
siRNA 184 184 GCCCCGCUCAGACGGUCCU | 3208 | AGGACCGUCUGAGCGGGGC
siRNA 185 185 CCCCGCUCAGACGGUCCUU | 3209 | AAGGACCGUCUGAGCGGGG
siRNA 186 186 | CCCGCUCAGACGGUCCUUA | 3210 | UAAGGACCGUCUGAGCGGG
siRNA 187 187 CCGCUCAGACGGUCCUUAA | 3211 | UUAAGGACCGUCUGAGCGG
siRNA 188 188 CGCUCAGACGGUCCUUAAA | 3212 | UUUAAGGACCGUCUGAGCG
siRNA 189 189 | GCUCAGACGGUCCUUAAAA | 3213 | UUUUAAGGACCGUCUGAGC
siRNA 190 190 CUCAGACGGUCCUUAARAC | 3214 | GUUUUAAGGACCGUCUGAG
siRNA 191 191 | UCAGACGGUCCUUAAAACG | 3215 | CGUUUUAAGGACCGUCUGA
SiRNA 192 192 CAGACGGUCCUUAAAACGU | 3216 | ACGUUUUAAGGACCGUCUG
siRNA 193 193 | AGACGGUCCUUAARAACGUC | 3217 | GACGUUUUAAGGACCGUCU
SiRNA 194 194 GACGGUCCUUAAAACGUCU | 3218 | AGACGUUUUAAGGACCGUC
siRNA 195 195 | ACGGUCCUUARAACGUCUG | 3219 | CAGACGUUUUAAGGACCGU
siRNA 196 196 | CGGUCCUUAAAACGUCUGA | 3220 | UCAGACGUUUUAAGGACCG
SiRNA 197 197 GGUCCUUAARAACGUCUGAA | 3221 | UUCAGACGUUUUAAGGACC
siRNA 198 198 GUCCUUAAAACGUCUGAAA | 3222 | UUUCAGACGUUUUAAGGAC
siRNA 199 199 | UCCUUARAACGUCUGAAAG | 3223 | CUUUCAGACGUUUUAAGGA
siRNA 200 200 CCUUAAAACGUCUGAAAGG | 3224 | CCUUUCAGACGUUUUAAGG
SiRNA 201 201 CUUAAAACGUCUGARAGGC | 3225 | GCCUUUCAGACGUUUUAAG
siRNA 202 202 | UUAAAACGUCUGAAAGGCC | 3226 | GGCCUUUCAGACGUUUUAA
siRNA 203 203 | UAAAACGUCUGAAAGGCCG | 3227 | CGGCCUUUCAGACGUUUUA
siRNA 204 204 | AAAACGUCUGAAAGGCCGU | 3228 | ACGGCCUUUCAGACGUUUU
siRNA 205 205 | AAACGUCUGAAAGGCCGUU [ 3229 | AACGGCCUUUCAGACGUUU
siRNA 206 206 | AACGUCUGAAAGGCCGUUC | 3230 | GAACGGCCUUUCAGACGUU
siRNA 207 207 | ACGUCUGAAAGGCCGUUCC | 3231 | GGAACGGCCUUUCAGACGU
siRNA 208 208 CGUCUGAAAGGCCGUUCCU | 3232 | AGGAACGGCCUUUCAGACG
siRNA 209 209 | GUCUGAAAGGCCGUUCCUG | 3233 | CAGGAACGGCCUUUCAGAC
siRNA 210 210 | UCUGAAAGGCCGUUCCUGC | 3234 | GCAGGAACGGCCUUUCAGA
siRNA 211 211 CUGAAAGGCCGUUCCUGCC | 3235 | GGCAGGAACGGCCUUUCAG
SiRNA 212 212 | UGAAAGGCCGUUCCUGCCA | 3236 | UGGCAGGAACGGCCUUUCA
siRNA 213 213 | GAARAGGCCGUUCCUGCCAG | 3237 | CUGGCAGGAACGGCCUUUC
siRNA 214 214 | AAAGGCCGUUCCUGCCAGA | 3238 | UCUGGCAGGAACGGCCUUU
siRNA 215 215 | AAGGCCGUUCCUGCCAGAG | 3239 | CUCUGGCAGGAACGGCCUU
siRNA 216 216 | AGGCCGUUCCUGCCAGAGU | 3240 | ACUCUGGCAGGAACGGCCU
siRNA 217 217 GGCCGUUCCUGCCAGAGUC | 3241 | GACUCUGGCAGGAACGGCC
siRNA 218 218 GCCGUUCCUGCCAGAGUCC | 3242 | GGACUCUGGCAGGAACGGC
siRNA 219 219 | CCGUUCCUGCCAGAGUCCC | 3243 | GGGACUCUGGCAGGAACGG
SiRNA 220 220 CGUUCCUGCCAGAGUCCCU | 3244 | AGGGACUCUGGCAGGAACG
SiRNA 221 221 GUUCCUGCCAGAGUCCCUG | 3245 | CAGGGACUCUGGCAGGAAC
SiRNA 222 222 | UUCCUGCCAGAGUCCCUGC | 3246 | GCAGGGACUCUGGCAGGAA
siRNA 223 223 | UCCUGCCAGAGUCCCUGCU | 3247 | AGCAGGGACUCUGGCAGGA
siRNA 224 224 CCUGCCAGAGUCCCUGCUA | 3248 | UAGCAGGGACUCUGGCAGG
siRNA 225 225 CUGCCAGAGUCCCUGCUAC | 3249 | GUAGCAGGGACUCUGGCAG
siRNA 226 226 | UGCCAGAGUCCCUGCUACC | 3250 | GGUAGCAGGGACUCUGGCA
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SiRNA 227 227 GCCAGAGUCCCUGCUACCU | 3251 | AGGUAGCAGGGACUCUGGC
siRNA 228 228 CCAGAGUCCCUGCUACCUG | 3252 | CAGGUAGCAGGGACUCUGG
siRNA 229 229 | CAGAGUCCCUGCUACCUGU | 3253 | ACAGGUAGCAGGGACUCUG
siRNA 230 230 | AGAGUCCCUGCUACCUGUU | 3254 | AACAGGUAGCAGGGACUCU
siRNA 231 231 GAGUCCCUGCUACCUGUUA | 3255 | UAACAGGUAGCAGGGACUC
siRNA 232 232 | AGUCCCUGCUACCUGUUAC | 3256 | GUAACAGGUAGCAGGGACU
siRNA 233 233 | GUCCCUGCUACCUGUUACC | 3257 | GGUAACAGGUAGCAGGGAC
siRNA 234 234 | UCCCUGCUACCUGUUACCU | 3258 | AGGUAACAGGUAGCAGGGA
siRNA 235 235 CCCUGCUACCUGUUACCUC | 3259 | GAGGUAACAGGUAGCAGGG
siRNA 236 236 | CCUGCUACCUGUUACCUCC | 3260 | GGAGGUAACAGGUAGCAGG
SsiRNA 237 237 CUGCUACCUGUUACCUCCA | 3261 | UGGAGGUAACAGGUAGCAG
siRNA 238 238 | UGCUACCUGUUACCUCCAC | 3262 | GUGGAGGUAACAGGUAGCA
siRNA 239 239 | GCUACCUGUUACCUCCACC | 3263 | GGUGGAGGUAACAGGUAGC
siRNA 240 240 CUACCUGUUACCUCCACCC | 3264 | GGGUGGAGGUAACAGGUAG
SiRNA 241 241 | UACCUGUUACCUCCACCCC | 3265 | GGGGUGGAGGUAACAGGUA
SiRNA 242 242 | ACCUGUUACCUCCACCCCU | 3266 | AGGGGUGGAGGUAACAGGU
S1RNA 243 243 | CCUGUUACCUCCACCCCUA | 3267 | UAGGGGUGGAGGUAACAGG
SiRNA 244 244 CUGUUACCUCCACCCCUAU | 3268 | AUAGGGGUGGAGGUAACAG
SiRNA 245 245 | UGUUACCUCCACCCCUAUU [ 3269 | AAUAGGGGUGGAGGUAACA
siRNA 246 246 | GUUACCUCCACCCCUAUUU | 3270 | AAAUAGGGGUGGAGGUAAC
SiRNA 247 247 | UUACCUCCACCCCUAUUUA ([ 3271 | UAAAUAGGGGUGGAGGUAA
siRNA 248 248 | UACCUCCACCCCUAUUUAG | 3272 | CUAAAUAGGGGUGGAGGUA
siRNA 249 249 | ACCUCCACCCCUAUUUAGU | 3273 | ACUAAAUAGGGGUGGAGGU
siRNA 250 250 CCUCCACCCCUAUUUAGUC | 3274 | GACUAAAUAGGGGUGGAGG
SiRNA 251 251 CUCCACCCCUAUUUAGUCC | 3275 | GGACUAAAUAGGGGUGGAG
SiRNA 252 252 | UCCACCCCUAUUUAGUCCU [ 3276 | AGGACUAAAUAGGGGUGGA
siRNA 253 253 | CCACCCCUAUUUAGUCCUA | 3277 | UAGGACUAAAUAGGGGUGG
siRNA 254 254 CACCCCUAUUUAGUCCUAG | 3278 | CUAGGACUAAAUAGGGGUG
siRNA 255 255 | ACCCCUAUUUAGUCCUAGU | 3279 | ACUAGGACUAAAUAGGGGU
siRNA 256 256 | CCCCUAUUUAGUCCUAGUG | 3280 | CACUAGGACUAAAUAGGGG
SiRNA 257 257 CCCUAUUUAGUCCUAGUGG | 3281 | CCACUAGGACUAAAUAGGG
siRNA 258 258 CCUAUUUAGUCCUAGUGGA | 3282 | UCCACUAGGACUAAAUAGG
siRNA 259 259 | CUAUUUAGUCCUAGUGGAC | 3283 | GUCCACUAGGACUAAAUAG
siRNA 260 260 | UAUUUAGUCCUAGUGGACA | 3284 | UGUCCACUAGGACUAAAUA
siRNA 261 261 | AUUUAGUCCUAGUGGACAG | 3285 | CUGUCCACUAGGACUAAAU
S1iRNA 262 262 | UUUAGUCCUAGUGGACAGC | 3286 | GCUGUCCACUAGGACUAAA
siRNA 263 263 | UUAGUCCUAGUGGACAGCC | 3287 | GGCUGUCCACUAGGACUAA
SiRNA 264 264 | UAGUCCUAGUGGACAGCCU | 3288 | AGGCUGUCCACUAGGACUA
siRNA 265 265 | AGUCCUAGUGGACAGCCUC | 3289 | GAGGCUGUCCACUAGGACU
siRNA 266 266 | GUCCUAGUGGACAGCCUCG | 3290 | CGAGGCUGUCCACUAGGAC
SiRNA 267 267 | UCCUAGUGGACAGCCUCGC | 3291 | GCGAGGCUGUCCACUAGGA
siRNA 268 268 CCUAGUGGACAGCCUCGCU | 3292 | AGCGAGGCUGUCCACUAGG
siRNA 269 269 | CUAGUGGACAGCCUCGCUC | 3293 | GAGCGAGGCUGUCCACUAG
SiRNA 270 270 | UAGUGGACAGCCUCGCUCA | 3294 | UGAGCGAGGCUGUCCACUA
SsiRNA 271 271 | AGUGGACAGCCUCGCUCAC | 3295 | GUGAGCGAGGCUGUCCACU
SiRNA 272 272 GUGGACAGCCUCGCUCACC | 3296 | GGUGAGCGAGGCUGUCCAC
siRNA 273 273 | UGGACAGCCUCGCUCACCU [ 3297 | AGGUGAGCGAGGCUGUCCA
siRNA 274 274 GGACAGCCUCGCUCACCUU | 3298 | AAGGUGAGCGAGGCUGUCC
SiRNA 275 275 GACAGCCUCGCUCACCUUC | 3299 | GAAGGUGAGCGAGGCUGUC
siRNA 276 276 | ACAGCCUCGCUCACCUUCC | 3300 | GGAAGGUGAGCGAGGCUGU
SiRNA 277 277 CAGCCUCGCUCACCUUCCC | 3301 | GGGAAGGUGAGCGAGGCUG
siRNA 278 278 | AGCCUCGCUCACCUUCCCU | 3302 | AGGGAAGGUGAGCGAGGCU
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siRNA 279 279 | GCCUCGCUCACCUUCCCUG | 3303 | CAGGGAAGGUGAGCGAGGC
siRNA 280 280 CCUCGCUCACCUUCCCUGG | 3304 | CCAGGGAAGGUGAGCGAGG
siRNA 281 281 CUCGCUCACCUUCCCUGGG | 3305 | CCCAGGGAAGGUGAGCGAG
siRNA 282 282 | UCGCUCACCUUCCCUGGGA | 3306 | UCCCAGGGAAGGUGAGCGA
siRNA 283 283 | CGCUCACCUUCCCUGGGAU | 3307 | AUCCCAGGGAAGGUGAGCG
siRNA 284 284 GCUCACCUUCCCUGGGAUG | 3308 | CAUCCCAGGGAAGGUGAGC
siRNA 285 285 CUCACCUUCCCUGGGAUGA | 3309 | UCAUCCCAGGGAAGGUGAG
siRNA 286 286 | UCACCUUCCCUGGGAUGAC | 3310 | GUCAUCCCAGGGAAGGUGA
siRNA 287 287 CACCUUCCCUGGGAUGACA | 3311 | UGUCAUCCCAGGGAAGGUG
siRNA 288 288 | ACCUUCCCUGGGAUGACAC | 3312 | GUGUCAUCCCAGGGAAGGU
siRNA 289 289 | CCUUCCCUGGGAUGACACU | 3313 | AGUGUCAUCCCAGGGAAGG
siRNA 290 290 CUUCCCUGGGAUGACACUU | 3314 | AAGUGUCAUCCCAGGGAAG
siRNA 291 291 | UUCCCUGGGAUGACACUUC [ 3315 | GAAGUGUCAUCCCAGGGAA
SiRNA 292 292 | UCCCUGGGAUGACACUUCU | 3316 | AGAAGUGUCAUCCCAGGGA
siRNA 293 293 | CCCUGGGAUGACACUUCUG | 3317 | CAGAAGUGUCAUCCCAGGG
SiRNA 294 294 CCUGGGAUGACACUUCUGG | 3318 | CCAGAAGUGUCAUCCCAGG
siRNA 295 295 CUGGGAUGACACUUCUGGC | 3319 | GCCAGAAGUGUCAUCCCAG
siRNA 296 296 | UGGGAUGACACUUCUGGCG | 3320 | CGCCAGAAGUGUCAUCCCA
SiRNA 297 297 GGGAUGACACUUCUGGCGG | 3321 | CCGCCAGAAGUGUCAUCCC
siRNA 298 298 GGAUGACACUUCUGGCGGC | 3322 | GCCGCCAGAAGUGUCAUCC
siRNA 299 299 | GAUGACACUUCUGGCGGCU | 3323 | AGCCGCCAGAAGUGUCAUC
siRNA 300 300 | AUGACACUUCUGGCGGCUG | 3324 | CAGCCGCCAGAAGUGUCAU
siRNA 301 301 | UGACACUUCUGGCGGCUGA | 3325 | UCAGCCGCCAGAAGUGUCA
siRNA 302 302 GACACUUCUGGCGGCUGAG | 3326 | CUCAGCCGCCAGAAGUGUC
siRNA 303 303 | ACACUUCUGGCGGCUGAGA | 3327 | UCUCAGCCGCCAGAAGUGU
siRNA 304 304 CACUUCUGGCGGCUGAGAU | 3328 | AUCUCAGCCGCCAGAAGUG
siRNA 305 305 | ACUUCUGGCGGCUGAGAUG | 3329 | CAUCUCAGCCGCCAGAAGU
siRNA 306 306 | CUUCUGGCGGCUGAGAUGA | 3330 | UCAUCUCAGCCGCCAGAAG
siRNA 307 307 | UUCUGGCGGCUGAGAUGAG | 3331 | CUCAUCUCAGCCGCCAGAA
siRNA 308 308 | UCUGGCGGCUGAGAUGAGC | 3332 | GCUCAUCUCAGCCGCCAGA
siRNA 309 309 | CUGGCGGCUGAGAUGAGCG | 3333 | CGCUCAUCUCAGCCGCCAG
siRNA 310 310 | UGGCGGCUGAGAUGAGCGA | 3334 | UCGCUCAUCUCAGCCGCCA
siRNA 311 311 GGCGGCUGAGAUGAGCGAG | 3335 | CUCGCUCAUCUCAGCCGCC
siRNA 312 312 GCGGCUGAGAUGAGCGAGC | 3336 | GCUCGCUCAUCUCAGCCGC
siRNA 313 313 | CGGCUGAGAUGAGCGAGCC | 3337 | GGCUCGCUCAUCUCAGCCG
siRNA 314 314 GGCUGAGAUGAGCGAGCCU | 3338 | AGGCUCGCUCAUCUCAGCC
siRNA 315 315 GCUGAGAUGAGCGAGCCUC | 3339 | GAGGCUCGCUCAUCUCAGC
siRNA 316 316 | CUGAGAUGAGCGAGCCUCU | 3340 | AGAGGCUCGCUCAUCUCAG
siRNA 317 317 | UGAGAUGAGCGAGCCUCUC [ 3341 | GAGAGGCUCGCUCAUCUCA
siRNA 318 318 GAGAUGAGCGAGCCUCUCU | 3342 | AGAGAGGCUCGCUCAUCUC
siRNA 319 319 | AGAUGAGCGAGCCUCUCUG | 3343 | CAGAGAGGCUCGCUCAUCU
siRNA 320 320 GAUGAGCGAGCCUCUCUGG | 3344 | CCAGAGAGGCUCGCUCAUC
siRNA 321 321 | AUGAGCGAGCCUCUCUGGG | 3345 | CCCAGAGAGGCUCGCUCAU
SiRNA 322 322 | UGAGCGAGCCUCUCUGGGC | 3346 | GCCCAGAGAGGCUCGCUCA
siRNA 323 323 | GAGCGAGCCUCUCUGGGCU | 3347 | AGCCCAGAGAGGCUCGCUC
SiRNA 324 324 | AGCGAGCCUCUCUGGGCUC | 3348 | GAGCCCAGAGAGGCUCGCU
siRNA 325 325 GCGAGCCUCUCUGGGCUCU | 3349 | AGAGCCCAGAGAGGCUCGC
siRNA 326 326 | CGAGCCUCUCUGGGCUCUG | 3350 | CAGAGCCCAGAGAGGCUCG
SiRNA 327 327 GAGCCUCUCUGGGCUCUGC | 3351 | GCAGAGCCCAGAGAGGCUC
siRNA 328 328 | AGCCUCUCUGGGCUCUGCC | 3352 | GGCAGAGCCCAGAGAGGCU
siRNA 329 329 | GCCUCUCUGGGCUCUGCCG | 3353 | CGGCAGAGCCCAGAGAGGC
siRNA 330 330 CCUCUCUGGGCUCUGCCGC | 3354 | GCGGCAGAGCCCAGAGAGG
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siRNA 331 331 CUCUCUGGGCUCUGCCGCC | 3355 | GGCGGCAGAGCCCAGAGAG
siRNA 332 332 | UCUCUGGGCUCUGCCGCCG | 3356 | CGGCGGCAGAGCCCAGAGA
siRNA 333 333 | CUCUGGGCUCUGCCGCCGG | 3357 | CCGGCGGCAGAGCCCAGAG
siRNA 334 334 | UCUGGGCUCUGCCGCCGGG | 3358 | CCCGGCGGCAGAGCCCAGA
siRNA 335 335 CUGGGCUCUGCCGCCGGGU | 3359 | ACCCGGCGGCAGAGCCCAG
siRNA 336 336 | UGGGCUCUGCCGCCGGGUG | 3360 | CACCCGGCGGCAGAGCCCA
siRNA 337 337 GGGCUCUGCCGCCGGGUGU | 3361 | ACACCCGGCGGCAGAGCCC
siRNA 338 338 GGCUCUGCCGCCGGGUGUG | 3362 | CACACCCGGCGGCAGAGCC
siRNA 339 339 | GCUCUGCCGCCGGGUGUGG | 3363 | CCACACCCGGCGGCAGAGC
siRNA 340 340 CUCUGCCGCCGGGUGUGGG | 3364 | CCCACACCCGGCGGCAGAG
SiRNA 341 341 | UCUGCCGCCGGGUGUGGGC | 3365 | GCCCACACCCGGCGGCAGA
SiRNA 342 342 CUGCCGCCGGGUGUGGGCU | 3366 | AGCCCACACCCGGCGGCAG
siRNA 343 343 | UGCCGCCGGGUGUGGGCUG | 3367 | CAGCCCACACCCGGCGGCA
siRNA 344 344 GCCGCCGGGUGUGGGCUGA | 3368 | UCAGCCCACACCCGGCGGC
siRNA 345 345 CCGCCGGGUGUGGGCUGAC | 3369 | GUCAGCCCACACCCGGCGG
siRNA 346 346 | CGCCGGGUGUGGGCUGACC | 3370 | GGUCAGCCCACACCCGGCG
S1RNA 347 347 GCCGGGUGUGGGCUGACCU | 3371 | AGGUCAGCCCACACCCGGC
siRNA 348 348 CCGGGUGUGGGCUGACCUG | 3372 | CAGGUCAGCCCACACCCGG
s1iRNA 349 349 | CGGGUGUGGGCUGACCUGC | 3373 | GCAGGUCAGCCCACACCCG
SiRNA 350 350 GGGUGUGGGCUGACCUGCC | 3374 | GGCAGGUCAGCCCACACCC
siRNA 351 351 GGUGUGGGCUGACCUGCCU | 3375 | AGGCAGGUCAGCCCACACC
SiRNA 352 352 GUGUGGGCUGACCUGCCUA | 3376 | UAGGCAGGUCAGCCCACAC
siRNA 353 353 | UGUGGGCUGACCUGCCUAC [ 3377 | GUAGGCAGGUCAGCCCACA
siRNA 354 354 GUGGGCUGACCUGCCUACA | 3378 | UGUAGGCAGGUCAGCCCAC
siRNA 355 355 | UGGGCUGACCUGCCUACAG | 3379 | CUGUAGGCAGGUCAGCCCA
siRNA 356 356 | GGGCUGACCUGCCUACAGC | 3380 | GCUGUAGGCAGGUCAGCCC
SiRNA 357 357 GGCUGACCUGCCUACAGCU | 3381 | AGCUGUAGGCAGGUCAGCC
siRNA 358 358 GCUGACCUGCCUACAGCUG | 3382 | CAGCUGUAGGCAGGUCAGC
siRNA 359 359 | CUGACCUGCCUACAGCUGG | 3383 | CCAGCUGUAGGCAGGUCAG
siRNA 360 360 | UGACCUGCCUACAGCUGGG | 3384 | CCCAGCUGUAGGCAGGUCA
siRNA 361 361 GACCUGCCUACAGCUGGGG | 3385 | CCCCAGCUGUAGGCAGGUC
siRNA 362 362 | ACCUGCCUACAGCUGGGGC | 3386 | GCCCCAGCUGUAGGCAGGU
siRNA 363 363 | CCUGCCUACAGCUGGGGCC | 3387 | GGCCCCAGCUGUAGGCAGG
siRNA 364 364 CUGCCUACAGCUGGGGCCU | 3388 | AGGCCCCAGCUGUAGGCAG
siRNA 365 365 | UGCCUACAGCUGGGGCCUG | 3389 | CAGGCCCCAGCUGUAGGCA
siRNA 366 366 | GCCUACAGCUGGGGCCUGA | 3390 | UCAGGCCCCAGCUGUAGGC
siRNA 367 367 CCUACAGCUGGGGCCUGAU | 3391 | AUCAGGCCCCAGCUGUAGG
siRNA 368 368 CUACAGCUGGGGCCUGAUA | 3392 | UAUCAGGCCCCAGCUGUAG
siRNA 369 369 | UACAGCUGGGGCCUGAUAA | 3393 | UUAUCAGGCCCCAGCUGUA
siRNA 370 370 | ACAGCUGGGGCCUGAURAG | 3394 | CUUAUCAGGCCCCAGCUGU
siRNA 371 371 CAGCUGGGGCCUGAUAAGG | 3395 | CCUUAUCAGGCCCCAGCUG
siRNA 372 372 | AGCUGGGGCCUGAUAAGGC | 3396 | GCCUUAUCAGGCCCCAGCU
siRNA 373 373 | GCUGGGGCCUGAUAAGGCA | 3397 | UGCCUUAUCAGGCCCCAGC
siRNA 374 374 CUGGGGCCUGAUAAGGCAG | 3398 | CUGCCUUAUCAGGCCCCAG
siRNA 375 375 | UGGGGCCUGAUAAGGCAGC | 3399 | GCUGCCUUAUCAGGCCCCA
siRNA 376 376 | GGGGCCUGAUAAGGCAGCA | 3400 | UGCUGCCUUAUCAGGCCCC
siRNA 377 377 GGGCCUGAUAAGGCAGCAG | 3401 | CUGCUGCCUUAUCAGGCCC
siRNA 378 378 GGCCUGAUAAGGCAGCAGC | 3402 | GCUGCUGCCUUAUCAGGCC
siRNA 379 379 | GCCUGAUAAGGCAGCAGCA | 3403 | UGCUGCUGCCUUAUCAGGC
siRNA 380 380 CCUGAUAAGGCAGCAGCAA | 3404 | UUGCUGCUGCCUUAUCAGG
siRNA 381 381 CUGAUAAGGCAGCAGCAAA | 3405 | UUUGCUGCUGCCUUAUCAG
s1RNA 382 382 | UGAUAAGGCAGCAGCAAAA | 3406 | UUUUGCUGCUGCCUUAUCA
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siRNA 383 383 | GAUAAGGCAGCAGCAAAAG | 3407 | CUUUUGCUGCUGCCUUAUC
siRNA 384 384 | AUAAGGCAGCAGCAAAAGG | 3408 | CCUUUUGCUGCUGCCUUAU
siRNA 385 385 | UAAGGCAGCAGCAAAAGGG | 3409 | CCCUUUUGCUGCUGCCUUA
siRNA 386 386 | AAGGCAGCAGCAAAAGGGU | 3410 [ ACCCUUUUGCUGCUGCCUU
siRNA 387 387 | AGGCAGCAGCAARAGGGUG | 3411 | CACCCUUUUGCUGCUGCCU
siRNA 388 388 GGCAGCAGCAAAAGGGUGG | 3412 | CCACCCUUUUGCUGCUGCC
siRNA 389 389 | GCAGCAGCAAAAGGGUGGA | 3413 | UCCACCCUUUUGCUGCUGC
siRNA 390 390 CAGCAGCARAAAGGGUGGAG | 3414 | CUCCACCCUUUUGCUGCUG
siRNA 391 391 | AGCAGCAAAAGGGUGGAGG | 3415 | CCUCCACCCUUUUGCUGCU
siRNA 392 392 GCAGCARAAGGGUGGAGGG | 3416 | CCCUCCACCCUUUUGCUGC
siRNA 393 393 | CAGCAAAAGGGUGGAGGGG | 3417 | CCCCUCCACCCUUUUGCUG
siRNA 394 394 | AGCAAAAGGGUGGAGGGGA | 3418 | UCCCCUCCACCCUUUUGCU
siRNA 395 395 GCAAAAGGGUGGAGGGGAG | 3419 | CUCCCCUCCACCCUUUUGC
siRNA 396 396 | CAAAAGGGUGGAGGGGAGG | 3420 | CCUCCCCUCCACCCUUUUG
siRNA 397 397 | AAAAGGGUGGAGGGGAGGC | 3421 | GCCUCCCCUCCACCCUUUU
siRNA 398 398 | AAAGGGUGGAGGGGAGGCA | 3422 | UGCCUCCCCUCCACCCUUU
siRNA 399 399 | AAGGGUGGAGGGGAGGCAG | 3423 | CUGCCUCCCCUCCACCCUU
siRNA 400 400 | AGGGUGGAGGGGAGGCAGU | 3424 | ACUGCCUCCCCUCCACCCU
siRNA 401 401 GGGUGGAGGGGAGGCAGUG | 3425 | CACUGCCUCCCCUCCACCC
SiRNA 402 402 GGUGGAGGGGAGGCAGUGU | 3426 | ACACUGCCUCCCCUCCACC
siRNA 403 403 | GUGGAGGGGAGGCAGUGUU | 3427 | AACACUGCCUCCCCUCCAC
SiRNA 404 404 | UGGAGGGGAGGCAGUGUUG | 3428 | CAACACUGCCUCCCCUCCA
siRNA 405 405 GGAGGGGAGGCAGUGUUGA | 3429 | UCAACACUGCCUCCCCUCC
siRNA 406 406 | GAGGGGAGGCAGUGUUGAA | 3430 | UUCAACACUGCCUCCCCUC
SiRNA 407 407 | AGGGGAGGCAGUGUUGAAG | 3431 | CUUCAACACUGCCUCCCCU
siRNA 408 408 GGGGAGGCAGUGUUGAAGC | 3432 | GCUUCAACACUGCCUCCCC
siRNA 409 409 | GGGAGGCAGUGUUGAAGCU | 3433 | AGCUUCAACACUGCCUCCC
siRNA 410 410 GGAGGCAGUGUUGAAGCUG | 3434 | CAGCUUCAACACUGCCUCC
siRNA 411 411 GAGGCAGUGUUGAAGCUGG | 3435 | CCAGCUUCAACACUGCCUC
SsiRNA 412 412 | AGGCAGUGUUGAAGCUGGG | 3436 | CCCAGCUUCAACACUGCCU
siRNA 413 413 | GGCAGUGUUGAAGCUGGGG | 3437 | CCCCAGCUUCAACACUGCC
SsiRNA 414 414 GCAGUGUUGAAGCUGGGGC | 3438 | GCCCCAGCUUCAACACUGC
siRNA 415 415 CAGUGUUGAAGCUGGGGCA | 3439 | UGCCCCAGCUUCAACACUG
siRNA 416 416 | AGUGUUGAAGCUGGGGCAA | 3440 | UUGCCCCAGCUUCAACACU
siRNA 417 417 GUGUUGAAGCUGGGGCAAG | 3441 | CUUGCCCCAGCUUCAACAC
siRNA 418 418 | UGUUGAAGCUGGGGCAAGU | 3442 | ACUUGCCCCAGCUUCAACA
siRNA 419 419 | GUUGAAGCUGGGGCAAGUA | 3443 | UACUUGCCCCAGCUUCAAC
siRNA 420 420 | UUGAAGCUGGGGCAAGUAA | 3444 | UUACUUGCCCCAGCUUCAA
siRNA 421 421 | UGAAGCUGGGGCAAGUAAU | 3445 | AUUACUUGCCCCAGCUUCA
SiRNA 422 422 GAAGCUGGGGCAAGUAAUU | 3446 | AAUUACUUGCCCCAGCUUC
siRNA 423 423 | AAGCUGGGGCAAGUAAUUU | 3447 | AAAUUACUUGCCCCAGCUU
SiRNA 424 424 | AGCUGGGGCAAGUAAUUUU | 3448 | AAAAUUACUUGCCCCAGCU
siRNA 425 425 GCUGGGGCAAGUAAUUUUC | 3449 | GAAAAUUACUUGCCCCAGC
siRNA 426 426 | CUGGGGCAAGUAAUUUUCC | 3450 | GGAAAAUUACUUGCCCCAG
SiRNA 427 427 | UGGGGCAAGUAAUUUUCCC | 3451 | GGGAAAAUUACUUGCCCCA
siRNA 428 428 GGGGCAAGUAAUUUUCCCC | 3452 | GGGGAAAAUUACUUGCCCC
siRNA 429 429 | GGGCAAGUAAUUUUCCCCA | 3453 | UGGGGAAAAUUACUUGCCC
siRNA 430 430 GGCAAGUAAUUUUCCCCAA | 3454 | UUGGGGAAAAUUACUUGCC
SiRNA 431 431 GCAAGUAAUUUUCCCCAAU | 3455 | AUUGGGGAAAAUUACUUGC
siRNA 432 432 CAAGUAAUUUUCCCCAAUU | 3456 | AAUUGGGGAAAAUUACUUG
siRNA 433 433 | AAGUAAUUUUCCCCAAUUU | 3457 | AAAUUGGGGAAAAUUACUU
s1RNA 434 434 | AGUAAUUUUCCCCAAUUUA | 3458 | UAAAUUGGGGAAAAUUACU
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siRNA 435 435 GUAAUUUUCCCCAAUUUAC | 3459 | GUAAAUUGGGGAAAAUUAC
siRNA 436 436 | UAAUUUUCCCCAAUUUACA | 3460 | UGUAAAUUGGGGAAAAUUA
SiRNA 437 437 | AAUUUUCCCCAAUUUACAG | 3461 | CUGUAAAUUGGGGAAAAUU
siRNA 438 438 | AUUUUCCCCAAUUUACAGG | 3462 | CCUGUAAAUUGGGGAAAAU
siRNA 439 439 | UUUUCCCCAAUUUACAGGG | 3463 | CCCUGUAAAUUGGGGAAAA
siRNA 440 440 | UUUCCCCAAUUUACAGGGA | 3464 | UCCCUGUAAAUUGGGGAAA
siRNA 441 441 | UUCCCCAAUUUACAGGGAA | 3465 | UUCCCUGUAAAUUGGGGAA
SiRNA 442 442 | UCCCCAAUUUACAGGGAAA | 3466 | UUUCCCUGUAAAUUGGGGA
siRNA 443 443 | CCCCAAUUUACAGGGAAAA | 3467 | UUUUCCCUGUAAAUUGGGG
siRNA 444 444 CCCAAUUUACAGGGAAAAA | 3468 | UUUUUCCCUGUAARAUUGGG
s1RNA 445 445 CCAAUUUACAGGGAAARAC | 3469 | GUUUUUCCCUGUAAAUUGG
siRNA 446 446 | CAAUUUACAGGGAAAAACC | 3470 | GGUUUUUCCCUGUAAAUUG
SiRNA 447 447 | AAUUUACAGGGAARAAACCG | 3471 | CGGUUUUUCCCUGUAAAUU
siRNA 448 448 | AUUUACAGGGAAARAACCGA | 3472 | UCGGUUUUUCCCUGUAAAU
siRNA 449 449 | UUUACAGGGAAAAACCGAA | 3473 | UUCGGUUUUUCCCUGUAAA
siRNA 450 450 | UUACAGGGAAAAACCGAAA | 3474 | UUUCGGUUUUUCCCUGUAA
siRNA 451 451 | UACAGGGAAAAACCGAAAU | 3475 | AUUUCGGUUUUUCCCUGUA
SiRNA 452 452 | ACAGGGAAAAACCGAAAUU | 3476 | AAUUUCGGUUUUUCCCUGU
siRNA 453 453 | CAGGGAARAAACCGAARAUUC | 3477 | GAAUUUCGGUUUUUCCCUG
SiRNA 454 454 | AGGGAAARAACCGAAAUUCA | 3478 | UGAAUUUCGGUUUUUCCCU
siRNA 455 455 GGGAAAAACCGAAAUUCAG | 3479 | CUGAAUUUCGGUUUUUCCC
siRNA 456 456 | GGAAAAACCGAAAUUCAGA | 3480 | UCUGAAUUUCGGUUUUUCC
SiRNA 457 457 GAAAAACCGAAAUUCAGAA | 3481 | UUCUGAAUUUCGGUUUUUC
siRNA 458 458 | AAAAACCGAAAUUCAGAAA | 3482 | UUUCUGAAUUUCGGUUUUU
siRNA 459 459 | AAAACCGAAAUUCAGAAAA | 3483 | UUUUCUGAAUUUCGGUUUU
siRNA 460 460 | AAACCGAAAUUCAGAAAAG | 3484 | CUUUUCUGAAUUUCGGUUU
SiRNA 461 461 | AACCGAARAUUCAGAAAAGU | 3485 | ACUUUUCUGAAUUUCGGUU
siRNA 462 462 | ACCGAAAUUCAGAAAAGUU | 3486 | AACUUUUCUGAAUUUCGGU
siRNA 463 463 | CCGAAAUUCAGAAAAGUUU | 3487 | AAACUUUUCUGAAUUUCGG
siRNA 464 464 CGAAAUUCAGAAAAGUUUA | 3488 | UAAACUUUUCUGAAUUUCG
siRNA 465 465 GAAAUUCAGAAAAGUUUAA | 3489 | UUAAACUUUUCUGAAUUUC
siRNA 466 466 | AAAUUCAGAAAAGUUUAAU | 3490 | AUUAAACUUUUCUGAAUUU
SsiRNA 467 467 | AAUUCAGAAAAGUUUAAUG | 3491 | CAUUAAACUUUUCUGAAUU
siRNA 468 468 | AUUCAGAAAAGUUUAAUGU | 3492 | ACAUUAAACUUUUCUGAAU
siRNA 469 469 | UUCAGAAAAGUUUAAUGUC | 3493 | GACAUUAAACUUUUCUGAA
siRNA 470 470 | UCAGAAARAGUUUARAUGUCA | 3494 | UGACAUUAAACUUUUCUGA
SsiRNA 471 471 CAGAAAAGUUUAAUGUCAC | 3495 | GUGACAUUAAACUUUUCUG
SiRNA 472 472 | AGAAAAGUUUAAUGUCACC | 3496 | GGUGACAUUAAACUUUUCU
siRNA 473 473 | GAAAAGUUUAAUGUCACCC | 3497 | GGGUGACAUUAAACUUUUC
SiRNA 474 474 | AAAAGUUUAAUGUCACCCA | 3498 | UGGGUGACAUUAAACUUUU
siRNA 475 475 | AAAGUUUAAUGUCACCCAG | 3499 | CUGGGUGACAUUAAACUUU
siRNA 476 476 | AAGUUURAUGUCACCCAGG | 3500 | CCUGGGUGACAUUAAACUU
siRNA 477 477 | AGUUUAARUGUCACCCAGGG | 3501 | CCCUGGGUGACAUUAAACU
siRNA 478 478 GUUUAAUGUCACCCAGGGG | 3502 | CCCCUGGGUGACAUUAAAC
siRNA 479 479 | UUUAAUGUCACCCAGGGGC | 3503 | GCCCCUGGGUGACAUUAAA
SiRNA 480 480 | UURAUGUCACCCAGGGGCU | 3504 | AGCCCCUGGGUGACAUUAA
siRNA 481 481 | UAAUGUCACCCAGGGGCUG | 3505 | CAGCCCCUGGGUGACAUUA
siRNA 482 482 | AAUGUCACCCAGGGGCUGG | 3506 | CCAGCCCCUGGGUGACAUU
siRNA 483 483 | AUGUCACCCAGGGGCUGGA | 3507 | UCCAGCCCCUGGGUGACAU
siRNA 484 484 | UGUCACCCAGGGGCUGGAG | 3508 | CUCCAGCCCCUGGGUGACA
siRNA 485 485 GUCACCCAGGGGCUGGAGC | 3509 | GCUCCAGCCCCUGGGUGAC
siRNA 486 486 | UCACCCAGGGGCUGGAGCC | 3510 | GGCUCCAGCCCCUGGGUGA
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SiRNA 487 487 CACCCAGGGGCUGGAGCCC | 3511 | GGGCUCCAGCCCCUGGGUG
siRNA 488 488 | ACCCAGGGGCUGGAGCCCA | 3512 | UGGGCUCCAGCCCCUGGGU
siRNA 489 489 | CCCAGGGGCUGGAGCCCAG | 3513 | CUGGGCUCCAGCCCCUGGG
siRNA 490 490 CCAGGGGCUGGAGCCCAGA | 3514 | UCUGGGCUCCAGCCCCUGG
siRNA 491 491 CAGGGGCUGGAGCCCAGAC | 3515 | GUCUGGGCUCCAGCCCCUG
s1RNA 492 492 | AGGGGCUGGAGCCCAGACC | 3516 | GGUCUGGGCUCCAGCCCCU
siRNA 493 493 | GGGGCUGGAGCCCAGACCU | 3517 | AGGUCUGGGCUCCAGCCCC
siRNA 494 494 GGGCUGGAGCCCAGACCUC | 3518 | GAGGUCUGGGCUCCAGCCC
siRNA 495 495 GGCUGGAGCCCAGACCUCU | 3519 | AGAGGUCUGGGCUCCAGCC
siRNA 496 496 | GCUGGAGCCCAGACCUCUG | 3520 | CAGAGGUCUGGGCUCCAGC
s1RNA 497 497 CUGGAGCCCAGACCUCUGG | 3521 | CCAGAGGUCUGGGCUCCAG
siRNA 498 498 | UGGAGCCCAGACCUCUGGC | 3522 | GCCAGAGGUCUGGGCUCCA
siRNA 499 499 | GGAGCCCAGACCUCUGGCA | 3523 | UGCCAGAGGUCUGGGCUCC
siRNA 500 500 GAGCCCAGACCUCUGGCAG | 3524 | CUGCCAGAGGUCUGGGCUC
siRNA 501 501 | AGCCCAGACCUCUGGCAGC | 3525 | GCUGCCAGAGGUCUGGGCU
SiRNA 502 502 GCCCAGACCUCUGGCAGCU | 3526 | AGCUGCCAGAGGUCUGGGC
siRNA 503 503 | CCCAGACCUCUGGCAGCUC | 3527 | GAGCUGCCAGAGGUCUGGG
SiRNA 504 504 CCAGACCUCUGGCAGCUCU | 3528 | AGAGCUGCCAGAGGUCUGG
siRNA 505 505 CAGACCUCUGGCAGCUCUC | 3529 | GAGAGCUGCCAGAGGUCUG
siRNA 506 506 | AGACCUCUGGCAGCUCUCA | 3530 | UGAGAGCUGCCAGAGGUCU
SiRNA 507 507 GACCUCUGGCAGCUCUCAC | 3531 | GUGAGAGCUGCCAGAGGUC
siRNA 508 508 | ACCUCUGGCAGCUCUCACU | 3532 | AGUGAGAGCUGCCAGAGGU
siRNA 509 509 | CCUCUGGCAGCUCUCACUU | 3533 | AAGUGAGAGCUGCCAGAGG
siRNA 510 510 CUCUGGCAGCUCUCACUUU | 3534 | AAAGUGAGAGCUGCCAGAG
siRNA 511 511 | UCUGGCAGCUCUCACUUUC [ 3535 | GAAAGUGAGAGCUGCCAGA
siRNA 512 512 CUGGCAGCUCUCACUUUCA | 3536 | UGAAAGUGAGAGCUGCCAG
siRNA 513 513 | UGGCAGCUCUCACUUUCAC | 3537 | GUGAARAGUGAGAGCUGCCA
siRNA 514 514 GGCAGCUCUCACUUUCACA | 3538 | UGUGAAAGUGAGAGCUGCC
siRNA 515 515 GCAGCUCUCACUUUCACAA | 3539 | UUGUGAAAGUGAGAGCUGC
siRNA 516 516 | CAGCUCUCACUUUCACAAU | 3540 | AUUGUGAAAGUGAGAGCUG
siRNA 517 517 | AGCUCUCACUUUCACAAUG | 3541 | CAUUGUGAAAGUGAGAGCU
siRNA 518 518 GCUCUCACUUUCACAAUGC | 3542 | GCAUUGUGAAAGUGAGAGC
siRNA 519 519 | CUCUCACUUUCACAAUGCC | 3543 | GGCAUUGUGAAAGUGAGAG
siRNA 520 520 | UCUCACUUUCACAAUGCCC | 3544 | GGGCAUUGUGAAAGUGAGA
siRNA 521 521 CUCACUUUCACAAUGCCCU | 3545 | AGGGCAUUGUGARAGUGAG
SiRNA 522 522 | UCACUUUCACAAUGCCCUU | 3546 | AAGGGCAUUGUGAAAGUGA
siRNA 523 523 | CACUUUCACAAUGCCCUUG | 3547 | CAAGGGCAUUGUGAAAGUG
siRNA 524 524 | ACUUUCACARAUGCCCUUGG | 3548 | CCAAGGGCAUUGUGAAAGU
siRNA 525 525 CUUUCACAAUGCCCUUGGG | 3549 | CCCAAGGGCAUUGUGAAAG
siRNA 526 526 | UUUCACAAUGCCCUUGGGC | 3550 | GCCCAAGGGCAUUGUGAAA
SiRNA 527 527 | UUCACAAUGCCCUUGGGCU [ 3551 | AGCCCAAGGGCAUUGUGAA
siRNA 528 528 | UCACAAUGCCCUUGGGCUG [ 3552 | CAGCCCAAGGGCAUUGUGA
siRNA 529 529 | CACAAUGCCCUUGGGCUGA | 3553 | UCAGCCCAAGGGCAUUGUG
siRNA 530 530 | ACAAUGCCCUUGGGCUGAC | 3554 | GUCAGCCCAAGGGCAUUGU
siRNA 531 531 CAAUGCCCUUGGGCUGACU | 3555 | AGUCAGCCCAAGGGCAUUG
SiRNA 532 532 | AAUGCCCUUGGGCUGACUA | 3556 | UAGUCAGCCCAAGGGCAUU
siRNA 533 533 | AUGCCCUUGGGCUGACUAG | 3557 | CUAGUCAGCCCAAGGGCAU
siRNA 534 534 | UGCCCUUGGGCUGACUAGG | 3558 | CCUAGUCAGCCCAAGGGCA
siRNA 535 535 GCCCUUGGGCUGACUAGGC | 3559 | GCCUAGUCAGCCCAAGGGC
siRNA 536 536 | CCCUUGGGCUGACUAGGCU | 3560 | AGCCUAGUCAGCCCAAGGG
siRNA 537 537 CCUUGGGCUGACUAGGCUG | 3561 | CAGCCUAGUCAGCCCAAGG
siRNA 538 538 CUUGGGCUGACUAGGCUGC | 3562 | GCAGCCUAGUCAGCCCAAG
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siRNA 539 539 | UUGGGCUGACUAGGCUGCA | 3563 | UGCAGCCUAGUCAGCCCAA
siRNA 540 540 | UGGGCUGACUAGGCUGCAG | 3564 | CUGCAGCCUAGUCAGCCCA
SiRNA 541 541 GGGCUGACUAGGCUGCAGA | 3565 | UCUGCAGCCUAGUCAGCCC
SiRNA 542 542 GGCUGACUAGGCUGCAGAG | 3566 | CUCUGCAGCCUAGUCAGCC
siRNA 543 543 | GCUGACUAGGCUGCAGAGG | 3567 | CCUCUGCAGCCUAGUCAGC
siRNA 544 544 CUGACUAGGCUGCAGAGGG | 3568 | CCCUCUGCAGCCUAGUCAG
siRNA 545 545 | UGACUAGGCUGCAGAGGGG | 3569 | CCCCUCUGCAGCCUAGUCA
siRNA 546 546 | GACUAGGCUGCAGAGGGGU | 3570 | ACCCCUCUGCAGCCUAGUC
SiRNA 547 547 | ACUAGGCUGCAGAGGGGUU | 3571 | AACCCCUCUGCAGCCUAGU
siRNA 548 548 CUAGGCUGCAGAGGGGUUU | 3572 | AAACCCCUCUGCAGCCUAG
siRNA 549 549 | UAGGCUGCAGAGGGGUUUC | 3573 | GAAACCCCUCUGCAGCCUA
siRNA 550 550 | AGGCUGCAGAGGGGUUUCA | 3574 | UGAAACCCCUCUGCAGCCU
siRNA 551 551 GGCUGCAGAGGGGUUUCAC | 3575 | GUGAAACCCCUCUGCAGCC
SiRNA 552 552 GCUGCAGAGGGGUUUCACC | 3576 | GGUGAAACCCCUCUGCAGC
siRNA 553 553 | CUGCAGAGGGGUUUCACCC | 3577 | GGGUGAAACCCCUCUGCAG
siRNA 554 554 | UGCAGAGGGGUUUCACCCC [ 3578 | GGGGUGAAACCCCUCUGCA
siRNA 555 555 GCAGAGGGGUUUCACCCCA | 3579 | UGGGGUGAAACCCCUCUGC
siRNA 556 556 | CAGAGGGGUUUCACCCCAA | 3580 | UUGGGGUGAAACCCCUCUG
siRNA 557 557 | AGAGGGGUUUCACCCCAAC | 3581 | GUUGGGGUGAAACCCCUCU
siRNA 558 558 GAGGGGUUUCACCCCAACC | 3582 | GGUUGGGGUGAAACCCCUC
siRNA 559 559 | AGGGGUUUCACCCCAACCC | 3583 | GGGUUGGGGUGAAACCCCU
siRNA 560 560 GGGGUUUCACCCCAACCCC | 3584 | GGGGUUGGGGUGAAACCCC
siRNA 561 561 GGGUUUCACCCCAACCCCA | 3585 | UGGGGUUGGGGUGAAACCC
siRNA 562 562 GGUUUCACCCCAACCCCAG | 3586 | CUGGGGUUGGGGUGAAACC
siRNA 563 563 | GUUUCACCCCAACCCCAGG | 3587 | CCUGGGGUUGGGGUGAAAC
siRNA 564 564 | UUUCACCCCAACCCCAGGG | 3588 | CCCUGGGGUUGGGGUGAAA
siRNA 565 565 | UUCACCCCAACCCCAGGGC | 3589 | GCCCUGGGGUUGGGGUGAA
siRNA 566 566 | UCACCCCAACCCCAGGGCA [ 3590 | UGCCCUGGGGUUGGGGUGA
siRNA 567 567 CACCCCAACCCCAGGGCAC | 3591 | GUGCCCUGGGGUUGGGGUG
siRNA 568 568 | ACCCCAACCCCAGGGCACC | 3592 | GGUGCCCUGGGGUUGGGGU
siRNA 569 569 | CCCCAACCCCAGGGCACCU | 3593 | AGGUGCCCUGGGGUUGGGG
siRNA 570 570 CCCAACCCCAGGGCACCUC | 3594 | GAGGUGCCCUGGGGUUGGG
siRNA 571 571 CCAACCCCAGGGCACCUCA | 3595 | UGAGGUGCCCUGGGGUUGG
siRNA 572 572 CAACCCCAGGGCACCUCAA | 3596 | UUGAGGUGCCCUGGGGUUG
siRNA 573 573 | AACCCCAGGGCACCUCAAG | 3597 | CUUGAGGUGCCCUGGGGUU
siRNA 574 574 | ACCCCAGGGCACCUCAAGU | 3598 | ACUUGAGGUGCCCUGGGGU
siRNA 575 575 CCCCAGGGCACCUCAAGUG | 3599 | CACUUGAGGUGCCCUGGGG
siRNA 576 576 | CCCAGGGCACCUCAAGUGU | 3600 | ACACUUGAGGUGCCCUGGG
siRNA 577 577 CCAGGGCACCUCAAGUGUC | 3601 | GACACUUGAGGUGCCCUGG
siRNA 578 578 CAGGGCACCUCAAGUGUCC | 3602 | GGACACUUGAGGUGCCCUG
siRNA 579 579 | AGGGCACCUCAAGUGUCCC | 3603 | GGGACACUUGAGGUGCCCU
siRNA 580 580 GGGCACCUCAAGUGUCCCC | 3604 | GGGGACACUUGAGGUGCCC
siRNA 581 581 GGCACCUCAAGUGUCCCCA | 3605 | UGGGGACACUUGAGGUGCC
siRNA 582 582 GCACCUCAAGUGUCCCCAC | 3606 | GUGGGGACACUUGAGGUGC
siRNA 583 583 | CACCUCRAGUGUCCCCACC | 3607 | GGUGGGGACACUUGAGGUG
siRNA 584 584 | ACCUCAAGUGUCCCCACCA | 3608 | UGGUGGGGACACUUGAGGU
siRNA 585 585 CCUCAAGUGUCCCCACCAA | 3609 | UUGGUGGGGACACUUGAGG
siRNA 586 586 | CUCAAGUGUCCCCACCAAA | 3610 | UUUGGUGGGGACACUUGAG
SiRNA 587 587 | UCAAGUGUCCCCACCAAAC | 3611 | GUUUGGUGGGGACACUUGA
siRNA 588 588 CAAGUGUCCCCACCAAACC | 3612 | GGUUUGGUGGGGACACUUG
siRNA 589 589 | AAGUGUCCCCACCAAACCU | 3613 | AGGUUUGGUGGGGACACUU
siRNA 590 590 | AGUGUCCCCACCAAACCUU | 3614 | AAGGUUUGGUGGGGACACU
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siRNA 591 591 GUGUCCCCACCAAACCUUC | 3615 | GAAGGUUUGGUGGGGACAC
siRNA 592 592 | UGUCCCCACCAAACCUUCC [ 3616 | GGAAGGUUUGGUGGGGACA
siRNA 593 593 | GUCCCCACCAAACCUUCCU | 3617 | AGGAAGGUUUGGUGGGGAC
siRNA 594 594 | UCCCCACCAAACCUUCCUA | 3618 | UAGGAAGGUUUGGUGGGGA
siRNA 595 595 CCCCACCAAACCUUCCUAA | 3619 | UUAGGAAGGUUUGGUGGGG
siRNA 596 596 | CCCACCAAACCUUCCUAAC | 3620 | GUUAGGAAGGUUUGGUGGG
siRNA 597 597 CCACCAAACCUUCCUAACA | 3621 | UGUUAGGAAGGUUUGGUGG
siRNA 598 598 CACCAAACCUUCCUAACAC | 3622 | GUGUUAGGAAGGUUUGGUG
siRNA 599 599 | ACCAAACCUUCCUAACACC | 3623 | GGUGUUAGGAAGGUUUGGU
siRNA 600 600 CCAAACCUUCCUAACACCU | 3624 | AGGUGUUAGGAAGGUUUGG
siRNA 601 601 CAAACCUUCCUAACACCUG | 3625 | CAGGUGUUAGGAAGGUUUG
siRNA 602 602 | AAACCUUCCUAACACCUGU | 3626 | ACAGGUGUUAGGAAGGUUU
siRNA 603 603 | AACCUUCCUAACACCUGUC | 3627 | GACAGGUGUUAGGAAGGUU
siRNA 604 604 | ACCUUCCURACACCUGUCC | 3628 | GGACAGGUGUUAGGAAGGU
siRNA 605 605 CCUUCCUAACACCUGUCCA | 3629 | UGGACAGGUGUUAGGAAGG
siRNA 606 606 | CUUCCURACACCUGUCCAC | 3630 | GUGGACAGGUGUUAGGAAG
SiRNA 607 607 | UUCCUAACACCUGUCCACU | 3631 | AGUGGACAGGUGUUAGGAA
siRNA 608 608 | UCCURACACCUGUCCACUA | 3632 | UAGUGGACAGGUGUUAGGA
siRNA 609 609 | CCUAACACCUGUCCACUAA | 3633 | UUAGUGGACAGGUGUUAGG
SiRNA 610 610 CUAACACCUGUCCACURAG | 3634 | CUUAGUGGACAGGUGUUAG
SiRNA 611 611 | UAACACCUGUCCACUAAGC | 3635 | GCUUAGUGGACAGGUGUUA
SiRNA 612 612 | AACACCUGUCCACUARAGCU | 3636 | AGCUUAGUGGACAGGUGUU
siRNA 613 613 | ACACCUGUCCACUAAGCUG | 3637 | CAGCUUAGUGGACAGGUGU
siRNA 614 614 CACCUGUCCACUAAGCUGU | 3638 | ACAGCUUAGUGGACAGGUG
SiRNA 615 615 | ACCUGUCCACUAAGCUGUA | 3639 | UACAGCUUAGUGGACAGGU
siRNA 616 616 | CCUGUCCACUAAGCUGUAC | 3640 | GUACAGCUUAGUGGACAGG
SiRNA 617 617 CUGUCCACUAAGCUGUACU | 3641 | AGUACAGCUUAGUGGACAG
siRNA 618 618 | UGUCCACUAAGCUGUACUA | 3642 | UAGUACAGCUUAGUGGACA
siRNA 619 619 | GUCCACUAAGCUGUACUAG | 3643 | CUAGUACAGCUUAGUGGAC
siRNA 620 620 | UCCACUAAGCUGUACUAGG | 3644 | CCUAGUACAGCUUAGUGGA
SiRNA 621 621 CCACUAAGCUGUACUAGGC | 3645 | GCCUAGUACAGCUUAGUGG
SiRNA 622 622 CACUAAGCUGUACUAGGCC | 3646 | GGCCUAGUACAGCUUAGUG
siRNA 623 623 | ACUAAGCUGUACUAGGCCC | 3647 | GGGCCUAGUACAGCUUAGU
SsiRNA 624 624 CUAAGCUGUACUAGGCCCU | 3648 | AGGGCCUAGUACAGCUUAG
s1RNA 625 625 | UAAGCUGUACUAGGCCCUU | 3649 | AAGGGCCUAGUACAGCUUA
SiRNA 626 626 | AAGCUGUACUAGGCCCUUG | 3650 | CAAGGGCCUAGUACAGCUU
SiRNA 627 627 | AGCUGUACUAGGCCCUUGC | 3651 | GCAAGGGCCUAGUACAGCU
SiRNA 628 628 GCUGUACUAGGCCCUUGCA | 3652 | UGCAAGGGCCUAGUACAGC
siRNA 629 629 | CUGUACUAGGCCCUUGCAA | 3653 | UUGCAAGGGCCUAGUACAG
SiRNA 630 630 | UGUACUAGGCCCUUGCAAC | 3654 | GUUGCAAGGGCCUAGUACA
SiRNA 631 631 GUACUAGGCCCUUGCAACU | 3655 | AGUUGCAAGGGCCUAGUAC
SiRNA 632 632 | UACUAGGCCCUUGCAACUG | 3656 | CAGUUGCAAGGGCCUAGUA
siRNA 633 633 | ACUAGGCCCUUGCAACUGA | 3657 | UCAGUUGCAAGGGCCUAGU
SiRNA 634 634 CUAGGCCCUUGCAACUGAC | 3658 | GUCAGUUGCAAGGGCCUAG
siRNA 635 635 | UAGGCCCUUGCAACUGACC | 3659 | GGUCAGUUGCAAGGGCCUA
siRNA 636 636 | AGGCCCUUGCAACUGACCU | 3660 | AGGUCAGUUGCAAGGGCCU
SiRNA 637 637 GGCCCUUGCAACUGACCUA | 3661 | UAGGUCAGUUGCAAGGGCC
siRNA 638 638 GCCCUUGCAACUGACCUAU | 3662 | AUAGGUCAGUUGCAAGGGC
siRNA 639 639 | CCCUUGCAACUGACCUAUG | 3663 | CAUAGGUCAGUUGCAAGGG
SiRNA 640 640 CCUUGCAACUGACCUAUGG | 3664 | CCAUAGGUCAGUUGCAAGG
SiRNA 641 641 CUUGCAACUGACCUAUGGG | 3665 | CCCAUAGGUCAGUUGCAAG
S1RNA 642 642 | UUGCAACUGACCUAUGGGA | 3666 | UCCCAUAGGUCAGUUGCAA
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SiRNA 643 643 | UGCAACUGACCUAUGGGAC | 3667 | GUCCCAUAGGUCAGUUGCA
SiRNA 644 644 GCAACUGACCUAUGGGACC | 3668 | GGUCCCAUAGGUCAGUUGC
SiRNA 645 645 CAACUGACCUAUGGGACCU | 3669 | AGGUCCCAUAGGUCAGUUG
siRNA 646 646 | AACUGACCUAUGGGACCUG | 3670 | CAGGUCCCAUAGGUCAGUU
SiRNA 647 647 | ACUGACCUAUGGGACCUGA | 3671 | UCAGGUCCCAUAGGUCAGU
siRNA 648 648 CUGACCUAUGGGACCUGAG | 3672 | CUCAGGUCCCAUAGGUCAG
siRNA 649 649 | UGACCUAUGGGACCUGAGG | 3673 | CCUCAGGUCCCAUAGGUCA
siRNA 650 650 GACCUAUGGGACCUGAGGC | 3674 | GCCUCAGGUCCCAUAGGUC
SsiRNA 651 651 | ACCUAUGGGACCUGAGGCC | 3675 | GGCCUCAGGUCCCAUAGGU
siRNA 652 652 CCUAUGGGACCUGAGGCCU | 3676 | AGGCCUCAGGUCCCAUAGG
siRNA 653 653 | CUAUGGGACCUGAGGCCUG | 3677 | CAGGCCUCAGGUCCCAUAG
siRNA 654 654 | UAUGGGACCUGAGGCCUGG | 3678 | CCAGGCCUCAGGUCCCAUA
siRNA 655 655 | AUGGGACCUGAGGCCUGGC | 3679 | GCCAGGCCUCAGGUCCCAU
siRNA 656 656 | UGGGACCUGAGGCCUGGCC | 3680 | GGCCAGGCCUCAGGUCCCA
siRNA 657 657 GGGACCUGAGGCCUGGCCC | 3681 | GGGCCAGGCCUCAGGUCCC
siRNA 658 658 GGACCUGAGGCCUGGCCCC | 3682 | GGGGCCAGGCCUCAGGUCC
siRNA 659 659 | GACCUGAGGCCUGGCCCCU | 3683 | AGGGGCCAGGCCUCAGGUC
SiRNA 660 660 | ACCUGAGGCCUGGCCCCUC | 3684 | GAGGGGCCAGGCCUCAGGU
SiRNA 661 661 CCUGAGGCCUGGCCCCUCA | 3685 | UGAGGGGCCAGGCCUCAGG
SiRNA 662 662 CUGAGGCCUGGCCCCUCAU | 3686 | AUGAGGGGCCAGGCCUCAG
siRNA 663 663 | UGAGGCCUGGCCCCUCAUG | 3687 | CAUGAGGGGCCAGGCCUCA
SiRNA 664 664 GAGGCCUGGCCCCUCAUGG | 3688 | CCAUGAGGGGCCAGGCCUC
SiRNA 665 665 | AGGCCUGGCCCCUCAUGGC | 3689 | GCCAUGAGGGGCCAGGCCU
siRNA 666 666 | GGCCUGGCCCCUCAUGGCU | 3690 | AGCCAUGAGGGGCCAGGCC
SiRNA 667 667 GCCUGGCCCCUCAUGGCUC | 3691 | GAGCCAUGAGGGGCCAGGC
siRNA 668 668 CCUGGCCCCUCAUGGCUCC | 3692 | GGAGCCAUGAGGGGCCAGG
siRNA 669 669 | CUGGCCCCUCAUGGCUCCU | 3693 | AGGAGCCAUGAGGGGCCAG
siRNA 670 670 | UGGCCCCUCAUGGCUCCUG | 3694 | CAGGAGCCAUGAGGGGCCA
siRNA 671 671 GGCCCCUCAUGGCUCCUGU | 3695 | ACAGGAGCCAUGAGGGGCC
SsiRNA 672 672 GCCCCUCAUGGCUCCUGUC | 3696 | GACAGGAGCCAUGAGGGGC
siRNA 673 673 | CCCCUCAUGGCUCCUGUCA | 3697 | UGACAGGAGCCAUGAGGGG
SsiRNA 674 674 CCCUCAUGGCUCCUGUCAC | 3698 | GUGACAGGAGCCAUGAGGG
siRNA 675 675 CCUCAUGGCUCCUGUCACC | 3699 | GGUGACAGGAGCCAUGAGG
siRNA 676 676 | CUCAUGGCUCCUGUCACCA | 3700 | UGGUGACAGGAGCCAUGAG
Ss1iRNA 677 677 | UCAUGGCUCCUGUCACCAG | 3701 | CUGGUGACAGGAGCCAUGA
siRNA 678 678 CAUGGCUCCUGUCACCAGG | 3702 | CCUGGUGACAGGAGCCAUG
siRNA 679 679 | AUGGCUCCUGUCACCAGGU | 3703 | ACCUGGUGACAGGAGCCAU
siRNA 680 680 | UGGCUCCUGUCACCAGGUC | 3704 | GACCUGGUGACAGGAGCCA
siRNA 681 681 GGCUCCUGUCACCAGGUCU | 3705 | AGACCUGGUGACAGGAGCC
SiRNA 682 682 GCUCCUGUCACCAGGUCUC | 3706 | GAGACCUGGUGACAGGAGC
siRNA 683 683 | CUCCUGUCACCAGGUCUCA | 3707 | UGAGACCUGGUGACAGGAG
siRNA 684 684 | UCCUGUCACCAGGUCUCAG | 3708 | CUGAGACCUGGUGACAGGA
siRNA 685 685 CCUGUCACCAGGUCUCAGG | 3709 | CCUGAGACCUGGUGACAGG
siRNA 686 686 | CUGUCACCAGGUCUCAGGU | 3710 | ACCUGAGACCUGGUGACAG
SiRNA 687 687 | UGUCACCAGGUCUCAGGUC | 3711 | GACCUGAGACCUGGUGACA
siRNA 688 688 GUCACCAGGUCUCAGGUCA | 3712 | UGACCUGAGACCUGGUGAC
siRNA 689 689 | UCACCAGGUCUCAGGUCAG | 3713 | CUGACCUGAGACCUGGUGA
siRNA 690 690 CACCAGGUCUCAGGUCAGG | 3714 | CCUGACCUGAGACCUGGUG
SiRNA 691 691 | ACCAGGUCUCAGGUCAGGG | 3715 | CCCUGACCUGAGACCUGGU
SiRNA 692 692 CCAGGUCUCAGGUCAGGGU | 3716 | ACCCUGACCUGAGACCUGG
siRNA 693 693 | CAGGUCUCAGGUCAGGGUC | 3717 | GACCCUGACCUGAGACCUG
s1RNA 694 694 | AGGUCUCAGGUCAGGGUCC | 3718 | GGACCCUGACCUGAGACCU
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SiRNA 695 695 GGUCUCAGGUCAGGGUCCA | 3719 | UGGACCCUGACCUGAGACC
siRNA 696 696 | GUCUCAGGUCAGGGUCCAG | 3720 | CUGGACCCUGACCUGAGAC
SiRNA 697 697 | UCUCAGGUCAGGGUCCAGC | 3721 | GCUGGACCCUGACCUGAGA
siRNA 698 698 CUCAGGUCAGGGUCCAGCA | 3722 | UGCUGGACCCUGACCUGAG
siRNA 699 699 | UCAGGUCAGGGUCCAGCAG | 3723 | CUGCUGGACCCUGACCUGA
siRNA 700 700 CAGGUCAGGGUCCAGCAGG | 3724 | CCUGCUGGACCCUGACCUG
siRNA 701 701 | AGGUCAGGGUCCAGCAGGC | 3725 | GCCUGCUGGACCCUGACCU
siRNA 702 702 GGUCAGGGUCCAGCAGGCC | 3726 | GGCCUGCUGGACCCUGACC
siRNA 703 703 | GUCAGGGUCCAGCAGGCCC | 3727 | GGGCCUGCUGGACCCUGAC
siRNA 704 704 | UCAGGGUCCAGCAGGCCCU [ 3728 | AGGGCCUGCUGGACCCUGA
siRNA 705 705 CAGGGUCCAGCAGGCCCUG | 3729 | CAGGGCCUGCUGGACCCUG
siRNA 706 706 | AGGGUCCAGCAGGCCCUGA | 3730 | UCAGGGCCUGCUGGACCCU
siRNA 707 707 GGGUCCAGCAGGCCCUGAG | 3731 | CUCAGGGCCUGCUGGACCC
siRNA 708 708 GGUCCAGCAGGCCCUGAGC | 3732 | GCUCAGGGCCUGCUGGACC
siRNA 709 709 | GUCCAGCAGGCCCUGAGCU | 3733 | AGCUCAGGGCCUGCUGGAC
siRNA 710 710 | UCCAGCAGGCCCUGAGCUG | 3734 | CAGCUCAGGGCCUGCUGGA
siRNA 711 711 CCAGCAGGCCCUGAGCUGA | 3735 | UCAGCUCAGGGCCUGCUGG
SiRNA 712 712 CAGCAGGCCCUGAGCUGAC | 3736 | GUCAGCUCAGGGCCUGCUG
siRNA 713 713 | AGCAGGCCCUGAGCUGACG | 3737 | CGUCAGCUCAGGGCCUGCU
SiRNA 714 714 GCAGGCCCUGAGCUGACGU | 3738 | ACGUCAGCUCAGGGCCUGC
siRNA 715 715 CAGGCCCUGAGCUGACGUG | 3739 | CACGUCAGCUCAGGGCCUG
siRNA 716 716 | AGGCCCUGAGCUGACGUGU | 3740 [ ACACGUCAGCUCAGGGCCU
SiRNA 717 717 GGCCCUGAGCUGACGUGUG | 3741 | CACACGUCAGCUCAGGGCC
siRNA 718 718 GCCCUGAGCUGACGUGUGG | 3742 | CCACACGUCAGCUCAGGGC
siRNA 719 719 | CCCUGAGCUGACGUGUGGA | 3743 | UCCACACGUCAGCUCAGGG
siRNA 720 720 CCUGAGCUGACGUGUGGAG | 3744 | CUCCACACGUCAGCUCAGG
SiRNA 721 721 CUGAGCUGACGUGUGGAGC | 3745 | GCUCCACACGUCAGCUCAG
siRNA 722 722 | UGAGCUGACGUGUGGAGCC | 3746 | GGCUCCACACGUCAGCUCA
siRNA 723 723 | GAGCUGACGUGUGGAGCCA | 3747 | UGGCUCCACACGUCAGCUC
SsiRNA 724 724 | AGCUGACGUGUGGAGCCAG | 3748 | CUGGCUCCACACGUCAGCU
siRNA 725 725 GCUGACGUGUGGAGCCAGA | 3749 | UCUGGCUCCACACGUCAGC
siRNA 726 726 | CUGACGUGUGGAGCCAGAG | 3750 | CUCUGGCUCCACACGUCAG
SsiRNA 727 727 | UGACGUGUGGAGCCAGAGC | 3751 | GCUCUGGCUCCACACGUCA
siRNA 728 728 GACGUGUGGAGCCAGAGCC | 3752 | GGCUCUGGCUCCACACGUC
siRNA 729 729 | ACGUGUGGAGCCAGAGCCA | 3753 | UGGCUCUGGCUCCACACGU
siRNA 730 730 CGUGUGGAGCCAGAGCCAC | 3754 | GUGGCUCUGGCUCCACACG
siRNA 731 731 GUGUGGAGCCAGAGCCACC | 3755 | GGUGGCUCUGGCUCCACAC
siRNA 732 732 | UGUGGAGCCAGAGCCACCC | 3756 | GGGUGGCUCUGGCUCCACA
siRNA 733 733 | GUGGAGCCAGAGCCACCCA | 3757 | UGGGUGGCUCUGGCUCCAC
siRNA 734 734 | UGGAGCCAGAGCCACCCAA | 3758 | UUGGGUGGCUCUGGCUCCA
siRNA 735 735 GGAGCCAGAGCCACCCAAU | 3759 | AUUGGGUGGCUCUGGCUCC
siRNA 736 736 | GAGCCAGAGCCACCCAAUC | 3760 | GAUUGGGUGGCUCUGGCUC
siRNA 737 737 | AGCCAGAGCCACCCAAUCC | 3761 | GGAUUGGGUGGCUCUGGCU
siRNA 738 738 GCCAGAGCCACCCAAUCCC | 3762 | GGGAUUGGGUGGCUCUGGC
siRNA 739 739 | CCAGAGCCACCCAAUCCCG | 3763 | CGGGAUUGGGUGGCUCUGG
SiRNA 740 740 CAGAGCCACCCAAUCCCGU | 3764 | ACGGGAUUGGGUGGCUCUG
SiRNA 741 741 | AGAGCCACCCAAUCCCGUA | 3765 | UACGGGAUUGGGUGGCUCU
SiRNA 742 742 GAGCCACCCAAUCCCGUAG | 3766 | CUACGGGAUUGGGUGGCUC
SiRNA 743 743 | AGCCACCCAAUCCCGUAGG | 3767 | CCUACGGGAUUGGGUGGCU
siRNA 744 744 GCCACCCAAUCCCGUAGGG | 3768 | CCCUACGGGAUUGGGUGGC
siRNA 745 745 CCACCCAAUCCCGUAGGGA | 3769 | UCCCUACGGGAUUGGGUGG
siRNA 746 746 | CACCCAAUCCCGUAGGGAC | 3770 | GUCCCUACGGGAUUGGGUG
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SiRNA 747 747 | ACCCAAUCCCGUAGGGACA | 3771 | UGUCCCUACGGGAUUGGGU
siRNA 748 748 CCCAAUCCCGUAGGGACAG | 3772 | CUGUCCCUACGGGAUUGGG
siRNA 749 749 | CCAAUCCCGUAGGGACAGG | 3773 | CCUGUCCCUACGGGAUUGG
siRNA 750 750 CAAUCCCGUAGGGACAGGU | 3774 | ACCUGUCCCUACGGGAUUG
siRNA 751 751 | AAUCCCGUAGGGACAGGUU | 3775 | AACCUGUCCCUACGGGAUU
siRNA 752 752 | AUCCCGUAGGGACAGGUUU | 3776 | AAACCUGUCCCUACGGGAU
siRNA 753 753 | UCCCGUAGGGACAGGUUUC [ 3777 | GAAACCUGUCCCUACGGGA
siRNA 754 754 CCCGUAGGGACAGGUUUCA | 3778 | UGAAACCUGUCCCUACGGG
siRNA 755 755 CCGUAGGGACAGGUUUCAC | 3779 | GUGAAACCUGUCCCUACGG
siRNA 756 756 | CGUAGGGACAGGUUUCACA | 3780 | UGUGAAACCUGUCCCUACG
siRNA 757 757 GUAGGGACAGGUUUCACAA | 3781 | UUGUGAAACCUGUCCCUAC
siRNA 758 758 | UAGGGACAGGUUUCACAAC | 3782 | GUUGUGAAACCUGUCCCUA
siRNA 759 759 | AGGGACAGGUUUCACAACU | 3783 | AGUUGUGAAACCUGUCCCU
siRNA 760 760 GGGACAGGUUUCACAACUU | 3784 | AAGUUGUGAAACCUGUCCC
siRNA 761 761 GGACAGGUUUCACAACUUC | 3785 | GAAGUUGUGAAACCUGUCC
SiRNA 762 762 GACAGGUUUCACAACUUCC | 3786 | GGAAGUUGUGAAACCUGUC
siRNA 763 763 | ACAGGUUUCACAACUUCCC | 3787 | GGGAAGUUGUGAAACCUGU
SiRNA 764 764 CAGGUUUCACAACUUCCCG | 3788 | CGGGAAGUUGUGAAACCUG
siRNA 765 765 | AGGUUUCACAACUUCCCGG | 3789 | CCGGGAAGUUGUGAAACCU
siRNA 766 766 | GGUUUCACAACUUCCCGGA | 3790 | UCCGGGAAGUUGUGAAACC
SiRNA 767 767 GUUUCACAACUUCCCGGAU | 3791 | AUCCGGGAAGUUGUGAAAC
siRNA 768 768 | UUUCACAACUUCCCGGAUG | 3792 | CAUCCGGGAAGUUGUGAAA
siRNA 769 769 | UUCACAACUUCCCGGAUGG | 3793 | CCAUCCGGGAAGUUGUGAA
siRNA 770 770 | UCACAACUUCCCGGAUGGG | 3794 | CCCAUCCGGGAAGUUGUGA
SiRNA 771 771 CACAACUUCCCGGAUGGGG | 3795 | CCCCAUCCGGGAAGUUGUG
SiRNA 772 772 | ACAACUUCCCGGAUGGGGC | 3796 [ GCCCCAUCCGGGAAGUUGU
siRNA 773 773 | CAACUUCCCGGAUGGGGCU | 3797 | AGCCCCAUCCGGGAAGUUG
SiRNA 774 774 | AACUUCCCGGAUGGGGCUG | 3798 [ CAGCCCCAUCCGGGAAGUU
siRNA 775 775 | ACUUCCCGGAUGGGGCUGU | 3799 | ACAGCCCCAUCCGGGAAGU
siRNA 776 776 | CUUCCCGGAUGGGGCUGUG | 3800 | CACAGCCCCAUCCGGGAAG
SiRNA 777 777 | UUCCCGGAUGGGGCUGUGG | 3801 | CCACAGCCCCAUCCGGGAA
siRNA 778 778 | UCCCGGAUGGGGCUGUGGU | 3802 | ACCACAGCCCCAUCCGGGA
siRNA 779 779 | CCCGGAUGGGGCUGUGGUG | 3803 | CACCACAGCCCCAUCCGGG
siRNA 780 780 CCGGAUGGGGCUGUGGUGG | 3804 | CCACCACAGCCCCAUCCGG
siRNA 781 781 CGGAUGGGGCUGUGGUGGG | 3805 | CCCACCACAGCCCCAUCCG
SiRNA 782 782 GGAUGGGGCUGUGGUGGGU | 3806 | ACCCACCACAGCCCCAUCC
siRNA 783 783 | GAUGGGGCUGUGGUGGGUC | 3807 | GACCCACCACAGCCCCAUC
siRNA 784 784 | AUGGGGCUGUGGUGGGUCA | 3808 | UGACCCACCACAGCCCCAU
siRNA 785 785 | UGGGGCUGUGGUGGGUCAC | 3809 | GUGACCCACCACAGCCCCA
siRNA 786 786 | GGGGCUGUGGUGGGUCACA | 3810 | UGUGACCCACCACAGCCCC
siRNA 787 787 GGGCUGUGGUGGGUCACAG | 3811 | CUGUGACCCACCACAGCCC
siRNA 788 788 GGCUGUGGUGGGUCACAGU | 3812 | ACUGUGACCCACCACAGCC
siRNA 789 789 | GCUGUGGUGGGUCACAGUG | 3813 | CACUGUGACCCACCACAGC
SiRNA 790 790 CUGUGGUGGGUCACAGUGC | 3814 | GCACUGUGACCCACCACAG
siRNA 791 791 | UGUGGUGGGUCACAGUGCA | 3815 | UGCACUGUGACCCACCACA
SiRNA 792 792 GUGGUGGGUCACAGUGCAG | 3816 | CUGCACUGUGACCCACCAC
siRNA 793 793 | UGGUGGGUCACAGUGCAGC | 3817 | GCUGCACUGUGACCCACCA
siRNA 794 794 GGUGGGUCACAGUGCAGCC | 3818 | GGCUGCACUGUGACCCACC
siRNA 795 795 GUGGGUCACAGUGCAGCCU | 3819 | AGGCUGCACUGUGACCCAC
siRNA 796 796 | UGGGUCACAGUGCAGCCUC [ 3820 | GAGGCUGCACUGUGACCCA
SiRNA 797 797 GGGUCACAGUGCAGCCUCC | 3821 | GGAGGCUGCACUGUGACCC
siRNA 798 798 GGUCACAGUGCAGCCUCCA | 3822 | UGGAGGCUGCACUGUGACC
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siRNA 799 799 | GUCACAGUGCAGCCUCCAG | 3823 | CUGGAGGCUGCACUGUGAC
siRNA 800 800 | UCACAGUGCAGCCUCCAGC | 3824 | GCUGGAGGCUGCACUGUGA
siRNA 801 801 CACAGUGCAGCCUCCAGCC | 3825 | GGCUGGAGGCUGCACUGUG
siRNA 802 802 | ACAGUGCAGCCUCCAGCCA | 3826 | UGGCUGGAGGCUGCACUGU
siRNA 803 803 | CAGUGCAGCCUCCAGCCAG | 3827 | CUGGCUGGAGGCUGCACUG
siRNA 804 804 | AGUGCAGCCUCCAGCCAGA | 3828 | UCUGGCUGGAGGCUGCACU
siRNA 805 805 GUGCAGCCUCCAGCCAGAA | 3829 | UUCUGGCUGGAGGCUGCAC
siRNA 806 806 | UGCAGCCUCCAGCCAGAAG | 3830 | CUUCUGGCUGGAGGCUGCA
siRNA 807 807 GCAGCCUCCAGCCAGAAGG | 3831 | CCUUCUGGCUGGAGGCUGC
siRNA 808 808 CAGCCUCCAGCCAGAAGGA | 3832 | UCCUUCUGGCUGGAGGCUG
siRNA 809 809 | AGCCUCCAGCCAGAAGGAU | 3833 | AUCCUUCUGGCUGGAGGCU
siRNA 810 810 GCCUCCAGCCAGAAGGAUG | 3834 | CAUCCUUCUGGCUGGAGGC
siRNA 811 811 CCUCCAGCCAGAAGGAUGG | 3835 | CCAUCCUUCUGGCUGGAGG
siRNA 812 812 CUCCAGCCAGAAGGAUGGG | 3836 | CCCAUCCUUCUGGCUGGAG
siRNA 813 813 | UCCAGCCAGAAGGAUGGGG | 3837 | CCCCAUCCUUCUGGCUGGA
siRNA 814 814 CCAGCCAGAAGGAUGGGGU | 3838 | ACCCCAUCCUUCUGGCUGG
siRNA 815 815 CAGCCAGAAGGAUGGGGUG | 3839 | CACCCCAUCCUUCUGGCUG
siRNA 816 816 | AGCCAGAAGGAUGGGGUGG | 3840 | CCACCCCAUCCUUCUGGCU
siRNA 817 817 GCCAGAAGGAUGGGGUGGC | 3841 | GCCACCCCAUCCUUCUGGC
siRNA 818 818 CCAGAAGGAUGGGGUGGCU | 3842 | AGCCACCCCAUCCUUCUGG
siRNA 819 819 | CAGAAGGAUGGGGUGGCUC | 3843 | GAGCCACCCCAUCCUUCUG
siRNA 820 820 | AGAAGGAUGGGGUGGCUCC | 3844 | GGAGCCACCCCAUCCUUCU
siRNA 821 821 GAAGGAUGGGGUGGCUCCC | 3845 | GGGAGCCACCCCAUCCUUC
siRNA 822 822 | AAGGAUGGGGUGGCUCCCA | 3846 | UGGGAGCCACCCCAUCCUU
siRNA 823 823 | AGGAUGGGGUGGCUCCCAC | 3847 | GUGGGAGCCACCCCAUCCU
siRNA 824 824 GGAUGGGGUGGCUCCCACU | 3848 | AGUGGGAGCCACCCCAUCC
siRNA 825 825 GAUGGGGUGGCUCCCACUC | 3849 | GAGUGGGAGCCACCCCAUC
siRNA 826 826 | AUGGGGUGGCUCCCACUCC | 3850 | GGAGUGGGAGCCACCCCAU
siRNA 827 827 | UGGGGUGGCUCCCACUCCU | 3851 | AGGAGUGGGAGCCACCCCA
siRNA 828 828 GGGGUGGCUCCCACUCCUG | 3852 | CAGGAGUGGGAGCCACCCC
siRNA 829 829 | GGGUGGCUCCCACUCCUGC | 3853 | GCAGGAGUGGGAGCCACCC
siRNA 830 830 GGUGGCUCCCACUCCUGCU | 3854 | AGCAGGAGUGGGAGCCACC
siRNA 831 831 GUGGCUCCCACUCCUGCUG | 3855 | CAGCAGGAGUGGGAGCCAC
siRNA 832 832 | UGGCUCCCACUCCUGCUGC | 3856 | GCAGCAGGAGUGGGAGCCA
siRNA 833 833 | GGCUCCCACUCCUGCUGCU | 3857 | AGCAGCAGGAGUGGGAGCC
siRNA 834 834 GCUCCCACUCCUGCUGCUU | 3858 | AAGCAGCAGGAGUGGGAGC
siRNA 835 835 CUCCCACUCCUGCUGCUUC | 3859 | GAAGCAGCAGGAGUGGGAG
siRNA 836 836 | UCCCACUCCUGCUGCUUCU | 3860 | AGAAGCAGCAGGAGUGGGA
siRNA 837 837 CCCACUCCUGCUGCUUCUG | 3861 | CAGAAGCAGCAGGAGUGGG
siRNA 838 838 CCACUCCUGCUGCUUCUGA | 3862 | UCAGAAGCAGCAGGAGUGG
siRNA 839 839 | CACUCCUGCUGCUUCUGAC | 3863 | GUCAGAAGCAGCAGGAGUG
siRNA 840 840 | ACUCCUGCUGCUUCUGACU | 3864 | AGUCAGAAGCAGCAGGAGU
siRNA 841 841 CUCCUGCUGCUUCUGACUC | 3865 | GAGUCAGAAGCAGCAGGAG
SiRNA 842 842 | UCCUGCUGCUUCUGACUCA | 3866 | UGAGUCAGAAGCAGCAGGA
siRNA 843 843 | CCUGCUGCUUCUGACUCAA | 3867 | UUGAGUCAGAAGCAGCAGG
SiRNA 844 844 CUGCUGCUUCUGACUCAAU | 3868 | AUUGAGUCAGAAGCAGCAG
siRNA 845 845 | UGCUGCUUCUGACUCAAUG | 3869 | CAUUGAGUCAGAAGCAGCA
siRNA 846 846 | GCUGCUUCUGACUCAAUGC | 3870 | GCAUUGAGUCAGAAGCAGC
SiRNA 847 847 CUGCUUCUGACUCAAUGCU | 3871 | AGCAUUGAGUCAGAAGCAG
siRNA 848 848 | UGCUUCUGACUCAAUGCUU | 3872 | AAGCAUUGAGUCAGAAGCA
siRNA 849 849 | GCUUCUGACUCAAUGCUUA | 3873 | UAAGCAUUGAGUCAGAAGC
siRNA 850 850 CUUCUGACUCAAUGCUUAG | 3874 | CUAAGCAUUGAGUCAGAAG
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SiRNA 851 851 | UUCUGACUCAAUGCUUAGG | 3875 | CCUAAGCAUUGAGUCAGAA
siRNA 852 852 | UCUGACUCAAUGCUUAGGG | 3876 | CCCUAAGCAUUGAGUCAGA
siRNA 853 853 | CUGACUCAAUGCUUAGGGG | 3877 | CCCCUAAGCAUUGAGUCAG
siRNA 854 854 | UGACUCAAUGCUUAGGGGU | 3878 | ACCCCUAAGCAUUGAGUCA
siRNA 855 855 GACUCAAUGCUUAGGGGUC | 3879 | GACCCCUAAGCAUUGAGUC
siRNA 856 856 | ACUCAAUGCUUAGGGGUCC | 3880 | GGACCCCUAAGCAUUGAGU
siRNA 857 857 CUCAAUGCUUAGGGGUCCC | 3881 | GGGACCCCUAAGCAUUGAG
siRNA 858 858 | UCAAUGCUUAGGGGUCCCU | 3882 | AGGGACCCCUAAGCAUUGA
siRNA 859 859 | CAAUGCUUAGGGGUCCCUG | 3883 | CAGGGACCCCUAAGCAUUG
siRNA 860 860 | AAUGCUUAGGGGUCCCUGG | 3884 | CCAGGGACCCCUAAGCAUU
siRNA 861 861 | AUGCUUAGGGGUCCCUGGG | 3885 | CCCAGGGACCCCUAAGCAU
siRNA 862 862 | UGCUUAGGGGUCCCUGGGC | 3886 | GCCCAGGGACCCCUAAGCA
siRNA 863 863 | GCUUAGGGGUCCCUGGGCA | 3887 | UGCCCAGGGACCCCUAAGC
siRNA 864 864 CUUAGGGGUCCCUGGGCAG | 3888 | CUGCCCAGGGACCCCUAAG
siRNA 865 865 | UUAGGGGUCCCUGGGCAGC | 3889 | GCUGCCCAGGGACCCCUAA
siRNA 866 866 | UAGGGGUCCCUGGGCAGCG | 3890 | CGCUGCCCAGGGACCCCUA
siRNA 867 867 | AGGGGUCCCUGGGCAGCGC | 3891 | GCGCUGCCCAGGGACCCCU
siRNA 868 868 GGGGUCCCUGGGCAGCGCU | 3892 | AGCGCUGCCCAGGGACCCC
siRNA 869 869 | GGGUCCCUGGGCAGCGCUC | 3893 | GAGCGCUGCCCAGGGACCC
siRNA 870 870 GGUCCCUGGGCAGCGCUCG | 3894 | CGAGCGCUGCCCAGGGACC
siRNA 871 871 GUCCCUGGGCAGCGCUCGC | 3895 | GCGAGCGCUGCCCAGGGAC
SiRNA 872 872 | UCCCUGGGCAGCGCUCGCC | 3896 | GGCGAGCGCUGCCCAGGGA
siRNA 873 873 | CCCUGGGCAGCGCUCGCCA | 3897 | UGGCGAGCGCUGCCCAGGG
siRNA 874 874 CCUGGGCAGCGCUCGCCAU | 3898 | AUGGCGAGCGCUGCCCAGG
siRNA 875 875 CUGGGCAGCGCUCGCCAUU | 3899 | AAUGGCGAGCGCUGCCCAG
siRNA 876 876 | UGGGCAGCGCUCGCCAUUG | 3900 | CAAUGGCGAGCGCUGCCCA
SiRNA 877 877 GGGCAGCGCUCGCCAUUGA | 3901 | UCAAUGGCGAGCGCUGCCC
siRNA 878 878 GGCAGCGCUCGCCAUUGAA | 3902 | UUCAAUGGCGAGCGCUGCC
siRNA 879 879 | GCAGCGCUCGCCAUUGAAU | 3903 | AUUCAAUGGCGAGCGCUGC
siRNA 880 880 CAGCGCUCGCCAUUGAAUG | 3904 | CAUUCAAUGGCGAGCGCUG
siRNA 881 881 | AGCGCUCGCCAUUGAAUGA | 3905 | UCAUUCAAUGGCGAGCGCU
siRNA 882 882 GCGCUCGCCAUUGAAUGAC | 3906 | GUCAUUCAAUGGCGAGCGC
siRNA 883 883 | CGCUCGCCAUUGAAUGACU | 3907 | AGUCAUUCAAUGGCGAGCG
siRNA 884 884 GCUCGCCAUUGAAUGACUU | 3908 | AAGUCAUUCAAUGGCGAGC
siRNA 885 885 CUCGCCAUUGAAUGACUUC | 3909 | GAAGUCAUUCAAUGGCGAG
siRNA 886 886 | UCGCCAUUGAAUGACUUCC | 3910 | GGAAGUCAUUCAAUGGCGA
siRNA 887 887 CGCCAUUGAAUGACUUCCA | 3911 | UGGAAGUCAUUCAAUGGCG
siRNA 888 888 GCCAUUGAAUGACUUCCAA | 3912 | UUGGAAGUCAUUCAAUGGC
siRNA 889 889 | CCAUUGAAUGACUUCCAAG | 3913 | CUUGGAAGUCAUUCAAUGG
siRNA 890 890 CAUUGAAUGACUUCCAAGU | 3914 | ACUUGGAAGUCAUUCAAUG
siRNA 891 891 | AUUGAAUGACUUCCAAGUG | 3915 | CACUUGGAAGUCAUUCAAU
siRNA 892 892 | UUGAAUGACUUCCAAGUGC | 3916 | GCACUUGGAAGUCAUUCAA
siRNA 893 893 | UGAAUGACUUCCAAGUGCU | 3917 | AGCACUUGGAAGUCAUUCA
siRNA 894 894 GAAUGACUUCCAAGUGCUC | 3918 | GAGCACUUGGAAGUCAUUC
siRNA 895 895 | AAUGACUUCCAAGUGCUCC | 3919 | GGAGCACUUGGAAGUCAUU
siRNA 896 896 | AUGACUUCCAAGUGCUCCG | 3920 | CGGAGCACUUGGAAGUCAU
siRNA 897 897 | UGACUUCCAAGUGCUCCGG | 3921 | CCGGAGCACUUGGAAGUCA
siRNA 898 898 GACUUCCAAGUGCUCCGGG | 3922 | CCCGGAGCACUUGGAAGUC
siRNA 899 899 | ACUUCCAAGUGCUCCGGGG | 3923 | CCCCGGAGCACUUGGAAGU
siRNA 900 900 CUUCCAAGUGCUCCGGGGC | 3924 | GCCCCGGAGCACUUGGAAG
siRNA 901 901 | UUCCAAGUGCUCCGGGGCA | 3925 | UGCCCCGGAGCACUUGGAA
siRNA 902 902 | UCCAAGUGCUCCGGGGCAC | 3926 | GUGCCCCGGAGCACUUGGA
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siRNA 903 903 | CCAAGUGCUCCGGGGCACA | 3927 | UGUGCCCCGGAGCACUUGG
siRNA 904 904 CAAGUGCUCCGGGGCACAG | 3928 | CUGUGCCCCGGAGCACUUG
siRNA 905 905 | AAGUGCUCCGGGGCACAGA | 3929 | UCUGUGCCCCGGAGCACUU
siRNA 906 906 | AGUGCUCCGGGGCACAGAG | 3930 | CUCUGUGCCCCGGAGCACU
siRNA 907 907 GUGCUCCGGGGCACAGAGC | 3931 | GCUCUGUGCCCCGGAGCAC
siRNA 908 908 | UGCUCCGGGGCACAGAGCU | 3932 | AGCUCUGUGCCCCGGAGCA
siRNA 909 909 | GCUCCGGGGCACAGAGCUA | 3933 | UAGCUCUGUGCCCCGGAGC
siRNA 910 910 CUCCGGGGCACAGAGCUAC | 3934 | GUAGCUCUGUGCCCCGGAG
siRNA 911 911 | UCCGGGGCACAGAGCUACA | 3935 | UGUAGCUCUGUGCCCCGGA
siRNA 912 912 CCGGGGCACAGAGCUACAG | 3936 | CUGUAGCUCUGUGCCCCGG
siRNA 913 913 | CGGGGCACAGAGCUACAGC | 3937 | GCUGUAGCUCUGUGCCCCG
siRNA 914 914 GGGGCACAGAGCUACAGCA | 3938 | UGCUGUAGCUCUGUGCCCC
siRNA 915 915 GGGCACAGAGCUACAGCAC | 3939 | GUGCUGUAGCUCUGUGCCC
siRNA 916 916 | GGCACAGAGCUACAGCACC | 3940 | GGUGCUGUAGCUCUGUGCC
siRNA 917 917 GCACAGAGCUACAGCACCU | 3941 | AGGUGCUGUAGCUCUGUGC
siRNA 918 918 CACAGAGCUACAGCACCUG | 3942 | CAGGUGCUGUAGCUCUGUG
siRNA 919 919 | ACAGAGCUACAGCACCUGC | 3943 | GCAGGUGCUGUAGCUCUGU
SiRNA 920 920 CAGAGCUACAGCACCUGCU | 3944 | AGCAGGUGCUGUAGCUCUG
siRNA 921 921 | AGAGCUACAGCACCUGCUA | 3945 | UAGCAGGUGCUGUAGCUCU
SiRNA 922 922 GAGCUACAGCACCUGCUAC | 3946 | GUAGCAGGUGCUGUAGCUC
siRNA 923 923 | AGCUACAGCACCUGCUACA | 3947 | UGUAGCAGGUGCUGUAGCU
SiRNA 924 924 GCUACAGCACCUGCUACAU | 3948 | AUGUAGCAGGUGCUGUAGC
SiRNA 925 925 CUACAGCACCUGCUACAUG | 3949 | CAUGUAGCAGGUGCUGUAG
siRNA 926 926 | UACAGCACCUGCUACAUGC | 3950 | GCAUGUAGCAGGUGCUGUA
SiRNA 927 927 | ACAGCACCUGCUACAUGCG | 3951 | CGCAUGUAGCAGGUGCUGU
siRNA 928 928 CAGCACCUGCUACAUGCGG | 3952 | CCGCAUGUAGCAGGUGCUG
siRNA 929 929 | AGCACCUGCUACAUGCGGU | 3953 | ACCGCAUGUAGCAGGUGCU
siRNA 930 930 GCACCUGCUACAUGCGGUG | 3954 | CACCGCAUGUAGCAGGUGC
siRNA 931 931 CACCUGCUACAUGCGGUGG | 3955 | CCACCGCAUGUAGCAGGUG
siRNA 932 932 | ACCUGCUACAUGCGGUGGU | 3956 | ACCACCGCAUGUAGCAGGU
siRNA 933 933 | CCUGCUACAUGCGGUGGUG | 3957 | CACCACCGCAUGUAGCAGG
siRNA 934 934 CUGCUACAUGCGGUGGUGC | 3958 | GCACCACCGCAUGUAGCAG
siRNA 935 935 | UGCUACAUGCGGUGGUGCC | 3959 | GGCACCACCGCAUGUAGCA
siRNA 936 936 | GCUACAUGCGGUGGUGCCC | 3960 | GGGCACCACCGCAUGUAGC
siRNA 937 937 CUACAUGCGGUGGUGCCCG | 3961 | CGGGCACCACCGCAUGUAG
siRNA 938 938 | UACAUGCGGUGGUGCCCGG | 3962 | CCGGGCACCACCGCAUGUA
siRNA 939 939 | ACAUGCGGUGGUGCCCGGG | 3963 | CCCGGGCACCACCGCAUGU
SiRNA 940 940 CAUGCGGUGGUGCCCGGGC | 3964 | GCCCGGGCACCACCGCAUG
siRNA 941 941 | AUGCGGUGGUGCCCGGGCC | 3965 | GGCCCGGGCACCACCGCAU
SiRNA 942 942 | UGCGGUGGUGCCCGGGCCU | 3966 | AGGCCCGGGCACCACCGCA
siRNA 943 943 | GCGGUGGUGCCCGGGCCUU | 3967 | AAGGCCCGGGCACCACCGC
siRNA 944 944 CGGUGGUGCCCGGGCCUUG | 3968 | CAAGGCCCGGGCACCACCG
siRNA 945 945 GGUGGUGCCCGGGCCUUGG | 3969 | CCAAGGCCCGGGCACCACC
siRNA 946 946 | GUGGUGCCCGGGCCUUGGC | 3970 | GCCAAGGCCCGGGCACCAC
SiRNA 947 947 | UGGUGCCCGGGCCUUGGCA | 3971 | UGCCAAGGCCCGGGCACCA
siRNA 948 948 GGUGCCCGGGCCUUGGCAG | 3972 | CUGCCAAGGCCCGGGCACC
siRNA 949 949 | GUGCCCGGGCCUUGGCAGG | 3973 | CCUGCCAAGGCCCGGGCAC
siRNA 950 950 | UGCCCGGGCCUUGGCAGGA | 3974 | UCCUGCCAAGGCCCGGGCA
SiRNA 951 951 GCCCGGGCCUUGGCAGGAG | 3975 | CUCCUGCCAAGGCCCGGGC
SiRNA 952 952 CCCGGGCCUUGGCAGGAGG | 3976 | CCUCCUGCCAAGGCCCGGG
siRNA 953 953 | CCGGGCCUUGGCAGGAGGA | 3977 | UCCUCCUGCCAAGGCCCGG
siRNA 954 954 CGGGCCUUGGCAGGAGGAU | 3978 | AUCCUCCUGCCAAGGCCCG
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SiRNA 955 955 GGGCCUUGGCAGGAGGAUG | 3979 | CAUCCUCCUGCCAAGGCCC
siRNA 956 956 | GGCCUUGGCAGGAGGAUGU | 3980 | ACAUCCUCCUGCCAAGGCC
SiRNA 957 957 GCCUUGGCAGGAGGAUGUG | 3981 | CACAUCCUCCUGCCAAGGC
siRNA 958 958 CCUUGGCAGGAGGAUGUGG | 3982 | CCACAUCCUCCUGCCAAGG
siRNA 959 959 | CUUGGCAGGAGGAUGUGGC | 3983 | GCCACAUCCUCCUGCCAAG
siRNA 960 960 | UUGGCAGGAGGAUGUGGCA | 3984 | UGCCACAUCCUCCUGCCAA
siRNA 961 961 | UGGCAGGAGGAUGUGGCAG | 3985 | CUGCCACAUCCUCCUGCCA
siRNA 962 962 GGCAGGAGGAUGUGGCAGA | 3986 | UCUGCCACAUCCUCCUGCC
siRNA 963 963 | GCAGGAGGAUGUGGCAGAU | 3987 | AUCUGCCACAUCCUCCUGC
siRNA 964 964 CAGGAGGAUGUGGCAGAUG | 3988 | CAUCUGCCACAUCCUCCUG
siRNA 965 965 | AGGAGGAUGUGGCAGAUGC | 3989 | GCAUCUGCCACAUCCUCCU
siRNA 966 966 | GGAGGAUGUGGCAGAUGCU | 3990 | AGCAUCUGCCACAUCCUCC
siRNA 967 967 GAGGAUGUGGCAGAUGCUG | 3991 | CAGCAUCUGCCACAUCCUC
siRNA 968 968 | AGGAUGUGGCAGAUGCUGA | 3992 | UCAGCAUCUGCCACAUCCU
siRNA 969 969 | GGAUGUGGCAGAUGCUGAA | 3993 | UUCAGCAUCUGCCACAUCC
siRNA 970 970 GAUGUGGCAGAUGCUGAAG | 3994 | CUUCAGCAUCUGCCACAUC
siRNA 971 971 | AUGUGGCAGAUGCUGAAGA | 3995 | UCUUCAGCAUCUGCCACAU
SiRNA 972 972 | UGUGGCAGAUGCUGAAGAG | 3996 | CUCUUCAGCAUCUGCCACA
siRNA 973 973 | GUGGCAGAUGCUGAAGAGU | 3997 | ACUCUUCAGCAUCUGCCAC
sSiRNA 974 974 | UGGCAGAUGCUGAAGAGUG | 3998 | CACUCUUCAGCAUCUGCCA
siRNA 975 975 GGCAGAUGCUGAAGAGUGU | 3999 | ACACUCUUCAGCAUCUGCC
siRNA 976 976 | GCAGAUGCUGAAGAGUGUG | 4000 | CACACUCUUCAGCAUCUGC
SiRNA 977 977 CAGAUGCUGAAGAGUGUGC | 4001 | GCACACUCUUCAGCAUCUG
siRNA 978 978 | AGAUGCUGAAGAGUGUGCU | 4002 | AGCACACUCUUCAGCAUCU
siRNA 979 979 | GAUGCUGAAGAGUGUGCUG | 4003 | CAGCACACUCUUCAGCAUC
siRNA 980 980 | AUGCUGAAGAGUGUGCUGG | 4004 | CCAGCACACUCUUCAGCAU
siRNA 981 981 | UGCUGAAGAGUGUGCUGGU | 4005 | ACCAGCACACUCUUCAGCA
siRNA 982 982 GCUGAAGAGUGUGCUGGUC | 4006 | GACCAGCACACUCUUCAGC
siRNA 983 983 | CUGAAGAGUGUGCUGGUCG | 4007 | CGACCAGCACACUCUUCAG
siRNA 984 984 | UGAAGAGUGUGCUGGUCGC | 4008 | GCGACCAGCACACUCUUCA
siRNA 985 985 GAAGAGUGUGCUGGUCGCU | 4009 | AGCGACCAGCACACUCUUC
siRNA 986 986 | AAGAGUGUGCUGGUCGCUG | 4010 | CAGCGACCAGCACACUCUU
siRNA 987 987 | AGAGUGUGCUGGUCGCUGU | 4011 | ACAGCGACCAGCACACUCU
siRNA 988 988 GAGUGUGCUGGUCGCUGUG | 4012 | CACAGCGACCAGCACACUC
siRNA 989 989 | AGUGUGCUGGUCGCUGUGG | 4013 | CCACAGCGACCAGCACACU
siRNA 990 990 GUGUGCUGGUCGCUGUGGG | 4014 | CCCACAGCGACCAGCACAC
siRNA 991 991 | UGUGCUGGUCGCUGUGGGC | 4015 | GCCCACAGCGACCAGCACA
SiRNA 992 992 GUGCUGGUCGCUGUGGGCC | 4016 | GGCCCACAGCGACCAGCAC
siRNA 993 993 | UGCUGGUCGCUGUGGGCCC | 4017 | GGGCCCACAGCGACCAGCA
siRNA 994 994 GCUGGUCGCUGUGGGCCCU | 4018 | AGGGCCCACAGCGACCAGC
siRNA 995 995 CUGGUCGCUGUGGGCCCUU | 4019 | AAGGGCCCACAGCGACCAG
siRNA 996 996 | UGGUCGCUGUGGGCCCUUA | 4020 | UAAGGGCCCACAGCGACCA
siRNA 997 997 GGUCGCUGUGGGCCCUUAA | 4021 | UUARAGGGCCCACAGCGACC
siRNA 998 998 GUCGCUGUGGGCCCUUAAU | 4022 | AUUAAGGGCCCACAGCGAC
siRNA 999 999 | UCGCUGUGGGCCCUUAAUG | 4023 | CAUUAAGGGCCCACAGCGA
siRNA 1000 1000 | CGCUGUGGGCCCUUARAUGG | 4024 | CCAUURAGGGCCCACAGCG
siRNA 1001 1001 | GCUGUGGGCCCUUAAUGGA | 4025 | UCCAUUAAGGGCCCACAGC
siRNA 1002 1002 | CUGUGGGCCCUUAAUGGAC | 4026 | GUCCAUUAAGGGCCCACAG
siRNA 1003 1003 | UGUGGGCCCUUAAUGGACU | 4027 | AGUCCAUUAAGGGCCCACA
siRNA 1004 1004 | GUGGGCCCUUAAUGGACUG | 4028 | CAGUCCAUUAAGGGCCCAC
siRNA 1005 1005 | UGGGCCCUUAAUGGACUGC | 4029 | GCAGUCCAUUAAGGGCCCA
siRNA 1006 1006 | GGGCCCUUAAUGGACUGCC | 4030 | GGCAGUCCAUUAAGGGCCC
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siRNA 1007 1007 | GGCCCUUAAUGGACUGCCG | 4031 | CGGCAGUCCAUUAAGGGCC
siRNA 1008 1008 | GCCCUUAAUGGACUGCCGG | 4032 | CCGGCAGUCCAUUAAGGGC
siRNA 1009 1009 | CCCUUAAUGGACUGCCGGG | 4033 | CCCGGCAGUCCAUUAAGGG
siRNA 1010 1010 | CCUUAAUGGACUGCCGGGC | 4034 | GCCCGGCAGUCCAUUAAGG
siRNA 1011 1011 | CUUAAUGGACUGCCGGGCC | 4035 | GGCCCGGCAGUCCAUUAAG
SiRNA 1012 1012 | UUAAUGGACUGCCGGGCCU | 4036 | AGGCCCGGCAGUCCAUUAA
siRNA 1013 1013 | UAAUGGACUGCCGGGCCUU | 4037 | AAGGCCCGGCAGUCCAUUA
siRNA 1014 1014 | AAUGGACUGCCGGGCCUUC | 4038 | GAAGGCCCGGCAGUCCAUU
siRNA 1015 1015 | AUGGACUGCCGGGCCUUCC | 4039 | GGAAGGCCCGGCAGUCCAU
siRNA 1016 1016 | UGGACUGCCGGGCCUUCCA | 4040 | UGGAAGGCCCGGCAGUCCA
siRNA 1017 1017 | GGACUGCCGGGCCUUCCAC | 4041 | GUGGAAGGCCCGGCAGUCC
siRNA 1018 1018 | GACUGCCGGGCCUUCCACU | 4042 | AGUGGAAGGCCCGGCAGUC
siRNA 1019 1019 | ACUGCCGGGCCUUCCACUA | 4043 | UAGUGGAAGGCCCGGCAGU
siRNA 1020 1020 | CUGCCGGGCCUUCCACUAC | 4044 | GUAGUGGAAGGCCCGGCAG
SiRNA 1021 1021 | UGCCGGGCCUUCCACUACA | 4045 | UGUAGUGGAAGGCCCGGCA
siRNA 1022 1022 | GCCGGGCCUUCCACUACAA | 4046 | UUGUAGUGGAAGGCCCGGC
S1RNA 1023 1023 | CCGGGCCUUCCACUACAAC | 4047 | GUUGUAGUGGAAGGCCCGG
siRNA 1024 1024 | CGGGCCUUCCACUACAACG | 4048 | CGUUGUAGUGGAAGGCCCG
S1RNA 1025 1025 | GGGCCUUCCACUACAACGU | 4049 | ACGUUGUAGUGGAAGGCCC
siRNA 1026 1026 | GGCCUUCCACUACAACGUG | 4050 | CACGUUGUAGUGGAAGGCC
siRNA 1027 1027 | GCCUUCCACUACAACGUGA | 4051 | UCACGUUGUAGUGGAAGGC
siRNA 1028 1028 | CCUUCCACUACAACGUGAG | 4052 | CUCACGUUGUAGUGGAAGG
siRNA 1029 1029 | CUUCCACUACAACGUGAGC | 4053 | GCUCACGUUGUAGUGGAAG
siRNA 1030 1030 | UUCCACUACAACGUGAGCA | 4054 | UGCUCACGUUGUAGUGGAA
siRNA 1031 1031 | UCCACUACAACGUGAGCAG | 4055 | CUGCUCACGUUGUAGUGGA
siRNA 1032 1032 | CCACUACAACGUGAGCAGC | 4056 | GCUGCUCACGUUGUAGUGG
siRNA 1033 1033 | CACUACAACGUGAGCAGCC | 4057 | GGCUGCUCACGUUGUAGUG
siRNA 1034 1034 | ACUACAACGUGAGCAGCCA | 4058 | UGGCUGCUCACGUUGUAGU
siRNA 1035 1035| CUACAACGUGAGCAGCCAU | 4059 | AUGGCUGCUCACGUUGUAG
siRNA 1036 1036 | UACAACGUGAGCAGCCAUG | 4060 | CAUGGCUGCUCACGUUGUA
siRNA 1037 1037 | ACAACGUGAGCAGCCAUGG | 4061 | CCAUGGCUGCUCACGUUGU
siRNA 1038 1038 | CAACGUGAGCAGCCAUGGU | 4062 | ACCAUGGCUGCUCACGUUG
siRNA 1039 1039 | AACGUGAGCAGCCAUGGUU | 4063 | AACCAUGGCUGCUCACGUU
S1iRNA 1040 1040 | ACGUGAGCAGCCAUGGUUG | 4064 | CAACCAUGGCUGCUCACGU
siRNA 1041 1041 | CGUGAGCAGCCAUGGUUGC | 4065 | GCAACCAUGGCUGCUCACG
S1RNA 1042 1042 | GUGAGCAGCCAUGGUUGCC | 4066 | GGCAACCAUGGCUGCUCAC
siRNA 1043 1043 | UGAGCAGCCAUGGUUGCCA | 4067 | UGGCAACCAUGGCUGCUCA
S1RNA 1044 1044 | GAGCAGCCAUGGUUGCCAA | 4068 | UUGGCAACCAUGGCUGCUC
SsiRNA 1045 1045 | AGCAGCCAUGGUUGCCAAC | 4069 | GUUGGCAACCAUGGCUGCU
siRNA 1046 1046 | GCAGCCAUGGUUGCCAACU | 4070 | AGUUGGCAACCAUGGCUGC
S1RNA 1047 1047 | CAGCCAUGGUUGCCAACUG | 4071 | CAGUUGGCAACCAUGGCUG
siRNA 1048 1048 | AGCCAUGGUUGCCAACUGC | 4072 | GCAGUUGGCAACCAUGGCU
siRNA 1049 1049 | GCCAUGGUUGCCAACUGCU | 4073 | AGCAGUUGGCAACCAUGGC
siRNA 1050 1050 | CCAUGGUUGCCAACUGCUG | 4074 | CAGCAGUUGGCAACCAUGG
siRNA 1051 1051 | CAUGGUUGCCAACUGCUGC | 4075 | GCAGCAGUUGGCAACCAUG
siRNA 1052 1052 | AUGGUUGCCAACUGCUGCC | 4076 | GGCAGCAGUUGGCAACCAU
siRNA 1053 1053 | UGGUUGCCAACUGCUGCCA | 4077 | UGGCAGCAGUUGGCAACCA
siRNA 1054 1054 | GGUUGCCAACUGCUGCCAU | 4078 | AUGGCAGCAGUUGGCAACC
siRNA 1055 1055| GUUGCCAACUGCUGCCAUG | 4079 | CAUGGCAGCAGUUGGCAAC
siRNA 1056 1056 | UUGCCAACUGCUGCCAUGG | 4080 | CCAUGGCAGCAGUUGGCAA
siRNA 1057 1057 | UGCCAACUGCUGCCAUGGA | 4081 | UCCAUGGCAGCAGUUGGCA
siRNA 1058 1058 | GCCAACUGCUGCCAUGGAC | 4082 | GUCCAUGGCAGCAGUUGGC
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siRNA 1059 1059 | CCAACUGCUGCCAUGGACU | 4083 | AGUCCAUGGCAGCAGUUGG
siRNA 1060 1060 | CAACUGCUGCCAUGGACUC | 4084 | GAGUCCAUGGCAGCAGUUG
siRNA 1061 1061 | AACUGCUGCCAUGGACUCA | 4085 | UGAGUCCAUGGCAGCAGUU
siRNA 1062 1062 | ACUGCUGCCAUGGACUCAA | 4086 | UUGAGUCCAUGGCAGCAGU
siRNA 1063 1063 | CUGCUGCCAUGGACUCAAC | 4087 | GUUGAGUCCAUGGCAGCAG
SiRNA 1064 1064 | UGCUGCCAUGGACUCAACA | 4088 | UGUUGAGUCCAUGGCAGCA
siRNA 1065 1065 | GCUGCCAUGGACUCAACAC | 4089 | GUGUUGAGUCCAUGGCAGC
SiRNA 1066 1066 | CUGCCAUGGACUCAACACU | 4090 | AGUGUUGAGUCCAUGGCAG
siRNA 1067 1067 | UGCCAUGGACUCAACACUC | 4091 | GAGUGUUGAGUCCAUGGCA
siRNA 1068 1068 | GCCAUGGACUCAACACUCG | 4092 | CGAGUGUUGAGUCCAUGGC
SiRNA 1069 1069 | CCAUGGACUCAACACUCGC | 4093 | GCGAGUGUUGAGUCCAUGG
SiRNA 1070 1070 | CAUGGACUCAACACUCGCC | 4094 | GGCGAGUGUUGAGUCCAUG
siRNA 1071 1071 | AUGGACUCAACACUCGCCC | 4095 | GGGCGAGUGUUGAGUCCAU
siRNA 1072 1072 | UGGACUCAACACUCGCCCC | 4096 | GGGGCGAGUGUUGAGUCCA
SiRNA 1073 1073 | GGACUCAACACUCGCCCCA | 4097 | UGGGGCGAGUGUUGAGUCC
siRNA 1074 1074 | GACUCAACACUCGCCCCAC | 4098 | GUGGGGCGAGUGUUGAGUC
SiRNA 1075 1075| ACUCAACACUCGCCCCACA | 4099 | UGUGGGGCGAGUGUUGAGU
siRNA 1076 1076 | CUCAACACUCGCCCCACAC | 4100 | GUGUGGGGCGAGUGUUGAG
SiRNA 1077 1077 | UCAACACUCGCCCCACACG | 4101 | CGUGUGGGGCGAGUGUUGA
siRNA 1078 1078 | CAACACUCGCCCCACACGA | 4102 | UCGUGUGGGGCGAGUGUUG
siRNA 1079 1079 | AACACUCGCCCCACACGAG | 4103 | CUCGUGUGGGGCGAGUGUU
siRNA 1080 1080 | ACACUCGCCCCACACGAGG | 4104 | CCUCGUGUGGGGCGAGUGU
siRNA 1081 1081 | CACUCGCCCCACACGAGGC | 4105 | GCCUCGUGUGGGGCGAGUG
siRNA 1082 1082 | ACUCGCCCCACACGAGGCU | 4106 | AGCCUCGUGUGGGGCGAGU
siRNA 1083 1083 | CUCGCCCCACACGAGGCUG | 4107 | CAGCCUCGUGUGGGGCGAG
siRNA 1084 1084 | UCGCCCCACACGAGGCUGC | 4108 | GCAGCCUCGUGUGGGGCGA
siRNA 1085 1085| CGCCCCACACGAGGCUGCG | 4109 | CGCAGCCUCGUGUGGGGCG
siRNA 1086 1086 | GCCCCACACGAGGCUGCGG | 4110 | CCGCAGCCUCGUGUGGGGC
siRNA 1087 1087 | CCCCACACGAGGCUGCGGC | 4111 | GCCGCAGCCUCGUGUGGGG
siRNA 1088 1088 | CCCACACGAGGCUGCGGCG | 4112 | CGCCGCAGCCUCGUGUGGG
siRNA 1089 1089 | CCACACGAGGCUGCGGCGU | 4113 | ACGCCGCAGCCUCGUGUGG
siRNA 1090 1090 | CACACGAGGCUGCGGCGUU | 4114 | AACGCCGCAGCCUCGUGUG
siRNA 1091 1091 | ACACGAGGCUGCGGCGUUC | 4115 | GAACGCCGCAGCCUCGUGU
SiRNA 1092 1092 | CACGAGGCUGCGGCGUUCU | 4116 | AGAACGCCGCAGCCUCGUG
siRNA 1093 1093 | ACGAGGCUGCGGCGUUCUG | 4117 | CAGAACGCCGCAGCCUCGU
S1RNA 1094 1094 | CGAGGCUGCGGCGUUCUGG | 4118 | CCAGAACGCCGCAGCCUCG
siRNA 1095 1095 | GAGGCUGCGGCGUUCUGGG | 4119 | CCCAGAACGCCGCAGCCUC
S1RNA 1096 1096 | AGGCUGCGGCGUUCUGGGC | 4120 | GCCCAGAACGCCGCAGCCU
SiRNA 1097 1097 | GGCUGCGGCGUUCUGGGCG | 4121 | CGCCCAGAACGCCGCAGCC
siRNA 1098 1098 | GCUGCGGCGUUCUGGGCGC | 4122 | GCGCCCAGAACGCCGCAGC
S1iRNA 1099 1099 | CUGCGGCGUUCUGGGCGCU | 4123 | AGCGCCCAGAACGCCGCAG
siRNA 1100 1100 | UGCGGCGUUCUGGGCGCUG | 4124 | CAGCGCCCAGAACGCCGCA
siRNA 1101 1101 | GCGGCGUUCUGGGCGCUGU | 4125 | ACAGCGCCCAGAACGCCGC
siRNA 1102 1102 | CGGCGUUCUGGGCGCUGUG | 4126 | CACAGCGCCCAGAACGCCG
siRNA 1103 1103 | GGCGUUCUGGGCGCUGUGA | 4127 | UCACAGCGCCCAGAACGCC
siRNA 1104 1104 | GCGUUCUGGGCGCUGUGAC | 4128 | GUCACAGCGCCCAGAACGC
siRNA 1105 1105| CGUUCUGGGCGCUGUGACC | 4129 | GGUCACAGCGCCCAGAACG
siRNA 1106 1106 | GUUCUGGGCGCUGUGACCU | 4130 | AGGUCACAGCGCCCAGAAC
siRNA 1107 1107 | UUCUGGGCGCUGUGACCUC | 4131 | GAGGUCACAGCGCCCAGAA
siRNA 1108 1108 | UCUGGGCGCUGUGACCUCU | 4132 | AGAGGUCACAGCGCCCAGA
siRNA 1109 1109 | CUGGGCGCUGUGACCUCUU | 4133 | AAGAGGUCACAGCGCCCAG
siRNA 1110 1110 | UGGGCGCUGUGACCUCUUC | 4134 | GAAGAGGUCACAGCGCCCA
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siRNA 1111 1111 | GGGCGCUGUGACCUCUUCC | 4135 | GGAAGAGGUCACAGCGCCC
siRNA 1112 1112 | GGCGCUGUGACCUCUUCCA | 4136 | UGGAAGAGGUCACAGCGCC
siRNA 1113 1113 | GCGCUGUGACCUCUUCCAG | 4137 | CUGGAAGAGGUCACAGCGC
siRNA 1114 1114 | CGCUGUGACCUCUUCCAGA | 4138 | UCUGGAAGAGGUCACAGCG
siRNA 1115 1115| GCUGUGACCUCUUCCAGAA | 4139 | UUCUGGAAGAGGUCACAGC
siRNA 1116 1116 | CUGUGACCUCUUCCAGAAG | 4140 | CUUCUGGAAGAGGUCACAG
siRNA 1117 1117 | UGUGACCUCUUCCAGAAGA | 4141 | UCUUCUGGAAGAGGUCACA
siRNA 1118 1118 | GUGACCUCUUCCAGAAGAA | 4142 | UUCUUCUGGAAGAGGUCAC
siRNA 1119 1119 | UGACCUCUUCCAGAAGAAA | 4143 | UUUCUUCUGGAAGAGGUCA
SiRNA 1120 1120 | GACCUCUUCCAGAAGARAG | 4144 | CUUUCUUCUGGAAGAGGUC
SiRNA 1121 1121 | ACCUCUUCCAGAAGAAAGA | 4145 | UCUUUCUUCUGGAAGAGGU
S1RNA 1122 1122 | CCUCUUCCAGAAGAAAGAC | 4146 | GUCUUUCUUCUGGAAGAGG
SiRNA 1123 1123 | CUCUUCCAGAAGAAAGACU | 4147 | AGUCUUUCUUCUGGAAGAG
siRNA 1124 1124 | UCUUCCAGAAGAAAGACUA | 4148 | UAGUCUUUCUUCUGGAAGA
SiRNA 1125 1125 | CUUCCAGAAGAAAGACUAC | 4149 | GUAGUCUUUCUUCUGGAAG
siRNA 1126 1126 | UUCCAGAAGAAAGACUACG | 4150 | CGUAGUCUUUCUUCUGGAA
S1RNA 1127 1127 | UCCAGAAGAAAGACUACGU | 4151 | ACGUAGUCUUUCUUCUGGA
siRNA 1128 1128 | CCAGAAGARAGACUACGUA | 4152 | UACGUAGUCUUUCUUCUGG
SiRNA 1129 1129 | CAGAAGAAAGACUACGUAC | 4153 | GUACGUAGUCUUUCUUCUG
siRNA 1130 1130 | AGAAGAAAGACUACGUACG | 4154 | CGUACGUAGUCUUUCUUCU
siRNA 1131 1131 | GAAGAAAGACUACGUACGG | 4155 | CCGUACGUAGUCUUUCUUC
siRNA 1132 1132 | AAGAAAGACUACGUACGGA | 4156 | UCCGUACGUAGUCUUUCUU
siRNA 1133 1133 | AGAAAGACUACGUACGGAC | 4157 | GUCCGUACGUAGUCUUUCU
siRNA 1134 1134 | GAAAGACUACGUACGGACC | 4158 | GGUCCGUACGUAGUCUUUC
siRNA 1135 1135| AAAGACUACGUACGGACCU | 4159 | AGGUCCGUACGUAGUCUUU
siRNA 1136 1136 | AAGACUACGUACGGACCUG | 4160 | CAGGUCCGUACGUAGUCUU
siRNA 1137 1137 | AGACUACGUACGGACCUGC | 4161 | GCAGGUCCGUACGUAGUCU
siRNA 1138 1138 | GACUACGUACGGACCUGCA | 4162 | UGCAGGUCCGUACGUAGUC
siRNA 1139 1139 | ACUACGUACGGACCUGCAU | 4163 | AUGCAGGUCCGUACGUAGU
siRNA 1140 1140 | CUACGUACGGACCUGCAUC | 4164 | GAUGCAGGUCCGUACGUAG
siRNA 1141 1141 | UACGUACGGACCUGCAUCA | 4165 | UGAUGCAGGUCCGUACGUA
SiRNA 1142 1142 | ACGUACGGACCUGCAUCAU | 4166 | AUGAUGCAGGUCCGUACGU
SiRNA 1143 1143 | CGUACGGACCUGCAUCAUG | 4167 | CAUGAUGCAGGUCCGUACG
S1RNA 1144 1144 | GUACGGACCUGCAUCAUGA | 4168 | UCAUGAUGCAGGUCCGUAC
siRNA 1145 1145 | UACGGACCUGCAUCAUGAA | 4169 | UUCAUGAUGCAGGUCCGUA
S1RNA 1146 1146 | ACGGACCUGCAUCAUGAAC | 4170 | GUUCAUGAUGCAGGUCCGU
SiRNA 1147 1147 | CGGACCUGCAUCAUGAACA | 4171 | UGUUCAUGAUGCAGGUCCG
S1RNA 1148 1148 | GGACCUGCAUCAUGAACAA | 4172 | UUGUUCAUGAUGCAGGUCC
SiRNA 1149 1149 | GACCUGCAUCAUGAACAAU | 4173 | AUUGUUCAUGAUGCAGGUC
siRNA 1150 1150 | ACCUGCAUCAUGAACAAUG | 4174 | CAUUGUUCAUGAUGCAGGU
SiRNA 1151 1151 | CCUGCAUCAUGAACAAUGG | 4175 | CCAUUGUUCAUGAUGCAGG
siRNA 1152 1152 | CUGCAUCAUGAACAAUGGG | 4176 | CCCAUUGUUCAUGAUGCAG
siRNA 1153 1153 | UGCAUCAUGAACAAUGGGG | 4177 | CCCCAUUGUUCAUGAUGCA
siRNA 1154 1154 | GCAUCAUGAACAAUGGGGU | 4178 | ACCCCAUUGUUCAUGAUGC
siRNA 1155 1155| CAUCAUGAACAAUGGGGUU | 4179 | AACCCCAUUGUUCAUGAUG
siRNA 1156 1156 | AUCAUGAACAAUGGGGUUG | 4180 | CAACCCCAUUGUUCAUGAU
siRNA 1157 1157 | UCAUGAACAAUGGGGUUGG | 4181 | CCAACCCCAUUGUUCAUGA
siRNA 1158 1158 | CAUGAACAAUGGGGUUGGG | 4182 | CCCAACCCCAUUGUUCAUG
siRNA 1159 1159 | AUGAACAAUGGGGUUGGGU | 4183 | ACCCAACCCCAUUGUUCAU
siRNA 1160 1160 | UGAACAAUGGGGUUGGGUA | 4184 | UACCCAACCCCAUUGUUCA
siRNA 1161 1161 | GAACAAUGGGGUUGGGUAC | 4185 | GUACCCAACCCCAUUGUUC
SiRNA 1162 1162 | AACAAUGGGGUUGGGUACC | 4186 | GGUACCCAACCCCAUUGUU
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siRNA 1163 1163 | ACAAUGGGGUUGGGUACCG | 4187 | CGGUACCCAACCCCAUUGU
siRNA 1164 1164 | CAAUGGGGUUGGGUACCGG | 4188 | CCGGUACCCAACCCCAUUG
siRNA 1165 1165| AAUGGGGUUGGGUACCGGG | 4189 | CCCGGUACCCAACCCCAUU
siRNA 1166 1166 | AUGGGGUUGGGUACCGGGG | 4190 | CCCCGGUACCCAACCCCAU
siRNA 1167 1167 | UGGGGUUGGGUACCGGGGC | 4191 | GCCCCGGUACCCAACCCCA
siRNA 1168 1168 | GGGGUUGGGUACCGGGGCA | 4192 | UGCCCCGGUACCCAACCCC
siRNA 1169 1169 | GGGUUGGGUACCGGGGCAC | 4193 | GUGCCCCGGUACCCAACCC
siRNA 1170 1170 | GGUUGGGUACCGGGGCACC | 4194 | GGUGCCCCGGUACCCAACC
siRNA 1171 1171 | GUUGGGUACCGGGGCACCA | 4195 | UGGUGCCCCGGUACCCAAC
SiRNA 1172 1172 | UUGGGUACCGGGGCACCAU | 4196 | AUGGUGCCCCGGUACCCAA
SsiRNA 1173 1173 | UGGGUACCGGGGCACCAUG | 4197 | CAUGGUGCCCCGGUACCCA
SiRNA 1174 1174 | GGGUACCGGGGCACCAUGG | 4198 | CCAUGGUGCCCCGGUACCC
siRNA 1175 1175 GGUACCGGGGCACCAUGGC | 4199 | GCCAUGGUGCCCCGGUACC
siRNA 1176 1176 | GUACCGGGGCACCAUGGCC | 4200 | GGCCAUGGUGCCCCGGUAC
SiRNA 1177 1177 | UACCGGGGCACCAUGGCCA | 4201 | UGGCCAUGGUGCCCCGGUA
siRNA 1178 1178 | ACCGGGGCACCAUGGCCAC | 4202 | GUGGCCAUGGUGCCCCGGU
S1RNA 1179 1179 | CCGGGGCACCAUGGCCACG | 4203 | CGUGGCCAUGGUGCCCCGG
siRNA 1180 1180 | CGGGGCACCAUGGCCACGA | 4204 | UCGUGGCCAUGGUGCCCCG
SsiRNA 1181 1181 | GGGGCACCAUGGCCACGAC | 4205 | GUCGUGGCCAUGGUGCCCC
siRNA 1182 1182 | GGGCACCAUGGCCACGACC | 4206 | GGUCGUGGCCAUGGUGCCC
siRNA 1183 1183 | GGCACCAUGGCCACGACCG | 4207 | CGGUCGUGGCCAUGGUGCC
siRNA 1184 1184 | GCACCAUGGCCACGACCGU | 4208 | ACGGUCGUGGCCAUGGUGC
siRNA 1185 1185| CACCAUGGCCACGACCGUG | 4209 | CACGGUCGUGGCCAUGGUG
siRNA 1186 1186 | ACCAUGGCCACGACCGUGG | 4210 | CCACGGUCGUGGCCAUGGU
siRNA 1187 1187 | CCAUGGCCACGACCGUGGG | 4211 | CCCACGGUCGUGGCCAUGG
siRNA 1188 1188 | CAUGGCCACGACCGUGGGU | 4212 | ACCCACGGUCGUGGCCAUG
siRNA 1189 1189 | AUGGCCACGACCGUGGGUG | 4213 | CACCCACGGUCGUGGCCAU
siRNA 1190 1190 | UGGCCACGACCGUGGGUGG | 4214 | CCACCCACGGUCGUGGCCA
siRNA 1191 1191 | GGCCACGACCGUGGGUGGC | 4215 | GCCACCCACGGUCGUGGCC
SiRNA 1192 1192 | GCCACGACCGUGGGUGGCC | 4216 | GGCCACCCACGGUCGUGGC
siRNA 1193 1193 | CCACGACCGUGGGUGGCCU | 4217 | AGGCCACCCACGGUCGUGG
SiRNA 1194 1194 | CACGACCGUGGGUGGCCUG | 4218 | CAGGCCACCCACGGUCGUG
SiRNA 1195 1195 | ACGACCGUGGGUGGCCUGC | 4219 | GCAGGCCACCCACGGUCGU
SiRNA 1196 1196 | CGACCGUGGGUGGCCUGCC | 4220 | GGCAGGCCACCCACGGUCG
siRNA 1197 1197 | GACCGUGGGUGGCCUGCCC | 4221 | GGGCAGGCCACCCACGGUC
S1iRNA 1198 1198 | ACCGUGGGUGGCCUGCCCU | 4222 | AGGGCAGGCCACCCACGGU
siRNA 1199 1199 | CCGUGGGUGGCCUGCCCUG | 4223 | CAGGGCAGGCCACCCACGG
S1iRNA 1200 1200 | CGUGGGUGGCCUGCCCUGC | 4224 | GCAGGGCAGGCCACCCACG
SsiRNA 1201 1201 | GUGGGUGGCCUGCCCUGCC | 4225 | GGCAGGGCAGGCCACCCAC
siRNA 1202 1202 | UGGGUGGCCUGCCCUGCCA | 4226 | UGGCAGGGCAGGCCACCCA
S1iRNA 1203 1203 | GGGUGGCCUGCCCUGCCAG | 4227 | CUGGCAGGGCAGGCCACCC
siRNA 1204 1204 | GGUGGCCUGCCCUGCCAGG | 4228 | CCUGGCAGGGCAGGCCACC
siRNA 1205 1205 | GUGGCCUGCCCUGCCAGGC | 4229 | GCCUGGCAGGGCAGGCCAC
siRNA 1206 1206 | UGGCCUGCCCUGCCAGGCU | 4230 | AGCCUGGCAGGGCAGGCCA
siRNA 1207 1207 | GGCCUGCCCUGCCAGGCUU | 4231 | AAGCCUGGCAGGGCAGGCC
siRNA 1208 1208 | GCCUGCCCUGCCAGGCUUG | 4232 | CAAGCCUGGCAGGGCAGGC
siRNA 1209 1209 | CCUGCCCUGCCAGGCUUGG | 4233 | CCAAGCCUGGCAGGGCAGG
siRNA 1210 1210 | CUGCCCUGCCAGGCUUGGA | 4234 | UCCAAGCCUGGCAGGGCAG
siRNA 1211 1211 | UGCCCUGCCAGGCUUGGAG | 4235 | CUCCAAGCCUGGCAGGGCA
siRNA 1212 1212 | GCCCUGCCAGGCUUGGAGC | 4236 | GCUCCAAGCCUGGCAGGGC
siRNA 1213 1213 | CCCUGCCAGGCUUGGAGCC | 4237 | GGCUCCAAGCCUGGCAGGG
SiRNA 1214 1214 | CCUGCCAGGCUUGGAGCCA | 4238 | UGGCUCCAAGCCUGGCAGG
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siRNA 1215 1215| CUGCCAGGCUUGGAGCCAC | 4239 | GUGGCUCCAAGCCUGGCAG
siRNA 1216 1216 | UGCCAGGCUUGGAGCCACA | 4240 | UGUGGCUCCAAGCCUGGCA
siRNA 1217 1217 | GCCAGGCUUGGAGCCACAA | 4241 | UUGUGGCUCCAAGCCUGGC
siRNA 1218 1218 | CCAGGCUUGGAGCCACAAG | 4242 | CUUGUGGCUCCAAGCCUGG
siRNA 1219 1219 | CAGGCUUGGAGCCACAAGU | 4243 | ACUUGUGGCUCCAAGCCUG
SiRNA 1220 1220 | AGGCUUGGAGCCACAAGUU | 4244 | AACUUGUGGCUCCAAGCCU
siRNA 1221 1221 | GGCUUGGAGCCACAAGUUC | 4245 | GAACUUGUGGCUCCAAGCC
SiRNA 1222 1222 | GCUUGGAGCCACAAGUUCC | 4246 | GGAACUUGUGGCUCCAAGC
siRNA 1223 1223 | CUUGGAGCCACAAGUUCCC | 4247 | GGGAACUUGUGGCUCCAAG
SiRNA 1224 1224 | UUGGAGCCACAAGUUCCCA | 4248 | UGGGAACUUGUGGCUCCAA
SsiRNA 1225 1225 | UGGAGCCACAAGUUCCCAA | 4249 | UUGGGAACUUGUGGCUCCA
S1RNA 1226 1226 | GGAGCCACAAGUUCCCAAA | 4250 | UUUGGGAACUUGUGGCUCC
SiRNA 1227 1227 | GAGCCACAAGUUCCCARAAU | 4251 | AUUUGGGAACUUGUGGCUC
siRNA 1228 1228 | AGCCACAAGUUCCCAAAUG | 4252 | CAUUUGGGAACUUGUGGCU
S1RNA 1229 1229 | GCCACAAGUUCCCAAAUGA | 4253 | UCAUUUGGGAACUUGUGGC
siRNA 1230 1230 | CCACAAGUUCCCAAAUGAU | 4254 | AUCAUUUGGGAACUUGUGG
SiRNA 1231 1231 | CACAAGUUCCCAAAUGAUC | 4255 | GAUCAUUUGGGAACUUGUG
siRNA 1232 1232 | ACAAGUUCCCAAAUGAUCA | 4256 | UGAUCAUUUGGGAACUUGU
S1RNA 1233 1233 | CAAGUUCCCAAAUGAUCAC | 4257 | GUGAUCAUUUGGGAACUUG
siRNA 1234 1234 | AAGUUCCCAAAUGAUCACA | 4258 | UGUGAUCAUUUGGGAACUU
siRNA 1235 1235| AGUUCCCAARAUGAUCACAA | 4259 | UUGUGAUCAUUUGGGAACU
siRNA 1236 1236 | GUUCCCAAAUGAUCACAAG | 4260 | CUUGUGAUCAUUUGGGAAC
siRNA 1237 1237 | UUCCCAAAUGAUCACAAGU | 4261 | ACUUGUGAUCAUUUGGGAA
siRNA 1238 1238 | UCCCAAAUGAUCACAAGUA | 4262 | UACUUGUGAUCAUUUGGGA
siRNA 1239 1239 | CCCAAAUGAUCACAAGUAC | 4263 | GUACUUGUGAUCAUUUGGG
siRNA 1240 1240 | CCAAAUGAUCACAAGUACA | 4264 | UGUACUUGUGAUCAUUUGG
siRNA 1241 1241 | CAARAUGAUCACAAGUACAC | 4265 | GUGUACUUGUGAUCAUUUG
siRNA 1242 1242 | AAAUGAUCACAAGUACACG | 4266 | CGUGUACUUGUGAUCAUUU
siRNA 1243 1243 | AAUGAUCACAAGUACACGC | 4267 | GCGUGUACUUGUGAUCAUU
SiRNA 1244 1244 | AUGAUCACAAGUACACGCC | 4268 | GGCGUGUACUUGUGAUCAU
siRNA 1245 1245 | UGAUCACAAGUACACGCCC | 4269 | GGGCGUGUACUUGUGAUCA
SiRNA 1246 1246 | GAUCACAAGUACACGCCCA | 4270 | UGGGCGUGUACUUGUGAUC
SiRNA 1247 1247 | AUCACAAGUACACGCCCAC | 4271 | GUGGGCGUGUACUUGUGAU
S1iRNA 1248 1248 | UCACAAGUACACGCCCACU | 4272 | AGUGGGCGUGUACUUGUGA
SiRNA 1249 1249 | CACAAGUACACGCCCACUC | 4273 | GAGUGGGCGUGUACUUGUG
S1RNA 1250 1250 | ACAAGUACACGCCCACUCU | 4274 | AGAGUGGGCGUGUACUUGU
siRNA 1251 1251 | CAAGUACACGCCCACUCUC | 4275 | GAGAGUGGGCGUGUACUUG
S1RNA 1252 1252 | AAGUACACGCCCACUCUCC | 4276 | GGAGAGUGGGCGUGUACUU
SiRNA 1253 1253 | AGUACACGCCCACUCUCCG | 4277 | CGGAGAGUGGGCGUGUACU
siRNA 1254 1254 | GUACACGCCCACUCUCCGG | 4278 | CCGGAGAGUGGGCGUGUAC
S1RNA 1255 1255 | UACACGCCCACUCUCCGGA | 4279 | UCCGGAGAGUGGGCGUGUA
siRNA 1256 1256 | ACACGCCCACUCUCCGGAA | 4280 | UUCCGGAGAGUGGGCGUGU
siRNA 1257 1257 | CACGCCCACUCUCCGGAAU | 4281 | AUUCCGGAGAGUGGGCGUG
siRNA 1258 1258 | ACGCCCACUCUCCGGAAUG | 4282 | CAUUCCGGAGAGUGGGCGU
siRNA 1259 1259 | CGCCCACUCUCCGGAAUGG | 4283 | CCAUUCCGGAGAGUGGGCG
siRNA 1260 1260 | GCCCACUCUCCGGAAUGGC | 4284 | GCCAUUCCGGAGAGUGGGC
siRNA 1261 1261 | CCCACUCUCCGGAAUGGCC | 4285 | GGCCAUUCCGGAGAGUGGG
siRNA 1262 1262 | CCACUCUCCGGAAUGGCCU | 4286 | AGGCCAUUCCGGAGAGUGG
siRNA 1263 1263 | CACUCUCCGGAAUGGCCUG | 4287 | CAGGCCAUUCCGGAGAGUG
siRNA 1264 1264 | ACUCUCCGGAAUGGCCUGG | 4288 | CCAGGCCAUUCCGGAGAGU
siRNA 1265 1265| CUCUCCGGAAUGGCCUGGA | 4289 | UCCAGGCCAUUCCGGAGAG
SiRNA 1266 1266 | UCUCCGGAAUGGCCUGGAA | 4290 | UUCCAGGCCAUUCCGGAGA
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siRNA 1267 1267 | CUCCGGAAUGGCCUGGAAG | 4291 | CUUCCAGGCCAUUCCGGAG
siRNA 1268 1268 | UCCGGAAUGGCCUGGAAGA | 4292 | UCUUCCAGGCCAUUCCGGA
siRNA 1269 1269 | CCGGAAUGGCCUGGAAGAG | 4293 | CUCUUCCAGGCCAUUCCGG
siRNA 1270 1270 | CGGAAUGGCCUGGAAGAGA | 4294 | UCUCUUCCAGGCCAUUCCG
siRNA 1271 1271 | GGAAUGGCCUGGAAGAGAA | 4295 | UUCUCUUCCAGGCCAUUCC
SiRNA 1272 1272 | GAAUGGCCUGGAAGAGAAC | 4296 | GUUCUCUUCCAGGCCAUUC
siRNA 1273 1273 | AAUGGCCUGGAAGAGAACU | 4297 | AGUUCUCUUCCAGGCCAUU
SiRNA 1274 1274 | AUGGCCUGGAAGAGAACUU | 4298 | AAGUUCUCUUCCAGGCCAU
siRNA 1275 1275 | UGGCCUGGAAGAGAACUUC | 4299 | GAAGUUCUCUUCCAGGCCA
SiRNA 1276 1276 | GGCCUGGAAGAGAACUUCU | 4300 | AGAAGUUCUCUUCCAGGCC
SiRNA 1277 1277 | GCCUGGAAGAGAACUUCUG | 4301 | CAGAAGUUCUCUUCCAGGC
SiRNA 1278 1278 | CCUGGAAGAGAACUUCUGC | 4302 | GCAGAAGUUCUCUUCCAGG
SiRNA 1279 1279 | CUGGAAGAGAACUUCUGCC | 4303 | GGCAGAAGUUCUCUUCCAG
siRNA 1280 1280 | UGGAAGAGAACUUCUGCCG | 4304 | CGGCAGAAGUUCUCUUCCA
SiRNA 1281 1281 | GGAAGAGAACUUCUGCCGU | 4305 | ACGGCAGAAGUUCUCUUCC
siRNA 1282 1282 | GAAGAGAACUUCUGCCGUA | 4306 | UACGGCAGAAGUUCUCUUC
S1RNA 1283 1283 | AAGAGAACUUCUGCCGUAA | 4307 | UUACGGCAGAAGUUCUCUU
siRNA 1284 1284 | AGAGAACUUCUGCCGUAAC | 4308 | GUUACGGCAGAAGUUCUCU
S1iRNA 1285 1285 | GAGAACUUCUGCCGUAACC | 4309 | GGUUACGGCAGAAGUUCUC
siRNA 1286 1286 | AGAACUUCUGCCGUAACCC | 4310 | GGGUUACGGCAGAAGUUCU
siRNA 1287 1287 | GAACUUCUGCCGUAACCCU | 4311 | AGGGUUACGGCAGAAGUUC
siRNA 1288 1288 | AACUUCUGCCGUAACCCUG | 4312 | CAGGGUUACGGCAGAAGUU
siRNA 1289 1289 | ACUUCUGCCGUAACCCUGA | 4313 | UCAGGGUUACGGCAGAAGU
siRNA 1290 1290 | CUUCUGCCGUAACCCUGAU | 4314 | AUCAGGGUUACGGCAGAAG
siRNA 1291 1291 | UUCUGCCGUAACCCUGAUG | 4315 | CAUCAGGGUUACGGCAGAA
siRNA 1292 1292 | UCUGCCGUAACCCUGAUGG | 4316 | CCAUCAGGGUUACGGCAGA
siRNA 1293 1293 | CUGCCGUAACCCUGAUGGC | 4317 | GCCAUCAGGGUUACGGCAG
siRNA 1294 1294 | UGCCGUAACCCUGAUGGCG | 4318 | CGCCAUCAGGGUUACGGCA
siRNA 1295 1295| GCCGUAACCCUGAUGGCGA | 4319 | UCGCCAUCAGGGUUACGGC
siRNA 1296 1296 | CCGUAACCCUGAUGGCGAC | 4320 | GUCGCCAUCAGGGUUACGG
siRNA 1297 1297 | CGUAACCCUGAUGGCGACC | 4321 | GGUCGCCAUCAGGGUUACG
siRNA 1298 1298 | GUAACCCUGAUGGCGACCC | 4322 | GGGUCGCCAUCAGGGUUAC
SiRNA 1299 1299 | UAACCCUGAUGGCGACCCC | 4323 | GGGGUCGCCAUCAGGGUUA
SiRNA 1300 1300 | AACCCUGAUGGCGACCCCG | 4324 | CGGGGUCGCCAUCAGGGUU
siRNA 1301 1301 | ACCCUGAUGGCGACCCCGG | 4325 | CCGGGGUCGCCAUCAGGGU
S1RNA 1302 1302 | CCCUGAUGGCGACCCCGGA | 4326 | UCCGGGGUCGCCAUCAGGG
siRNA 1303 1303 | CCUGAUGGCGACCCCGGAG | 4327 | CUCCGGGGUCGCCAUCAGG
S1RNA 1304 1304 | CUGAUGGCGACCCCGGAGG | 4328 | CCUCCGGGGUCGCCAUCAG
SiRNA 1305 1305 | UGAUGGCGACCCCGGAGGU | 4329 | ACCUCCGGGGUCGCCAUCA
siRNA 1306 1306 | GAUGGCGACCCCGGAGGUC | 4330 | GACCUCCGGGGUCGCCAUC
S1RNA 1307 1307 | AUGGCGACCCCGGAGGUCC | 4331 | GGACCUCCGGGGUCGCCAU
siRNA 1308 1308 | UGGCGACCCCGGAGGUCCU | 4332 | AGGACCUCCGGGGUCGCCA
siRNA 1309 1309 | GGCGACCCCGGAGGUCCUU | 4333 | AAGGACCUCCGGGGUCGCC
siRNA 1310 1310 | GCGACCCCGGAGGUCCUUG | 4334 | CAAGGACCUCCGGGGUCGC
siRNA 1311 1311 | CGACCCCGGAGGUCCUUGG | 4335 | CCAAGGACCUCCGGGGUCG
siRNA 1312 1312 | GACCCCGGAGGUCCUUGGU | 4336 | ACCAAGGACCUCCGGGGUC
siRNA 1313 1313 | ACCCCGGAGGUCCUUGGUG | 4337 | CACCAAGGACCUCCGGGGU
siRNA 1314 1314 | CCCCGGAGGUCCUUGGUGC | 4338 | GCACCAAGGACCUCCGGGG
siRNA 1315 1315| CCCGGAGGUCCUUGGUGCU | 4339 | AGCACCAAGGACCUCCGGG
siRNA 1316 1316 | CCGGAGGUCCUUGGUGCUA | 4340 | UAGCACCAAGGACCUCCGG
siRNA 1317 1317 | CGGAGGUCCUUGGUGCUAC | 4341 | GUAGCACCAAGGACCUCCG
siRNA 1318 1318 | GGAGGUCCUUGGUGCUACA | 4342 | UGUAGCACCAAGGACCUCC
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siRNA 1319 1319 | GAGGUCCUUGGUGCUACAC | 4343 | GUGUAGCACCAAGGACCUC
siRNA 1320 1320 | AGGUCCUUGGUGCUACACA | 4344 | UGUGUAGCACCAAGGACCU
siRNA 1321 1321 | GGUCCUUGGUGCUACACAA | 4345 | UUGUGUAGCACCAAGGACC
siRNA 1322 1322 | GUCCUUGGUGCUACACAAC | 4346 | GUUGUGUAGCACCAAGGAC
siRNA 1323 1323 | UCCUUGGUGCUACACAACA | 4347 | UGUUGUGUAGCACCAAGGA
SiRNA 1324 1324 | CCUUGGUGCUACACAACAG | 4348 | CUGUUGUGUAGCACCAAGG
siRNA 1325 1325 | CUUGGUGCUACACAACAGA | 4349 | UCUGUUGUGUAGCACCAAG
SiRNA 1326 1326 | UUGGUGCUACACAACAGAC | 4350 | GUCUGUUGUGUAGCACCAA
siRNA 1327 1327 | UGGUGCUACACAACAGACC | 4351 | GGUCUGUUGUGUAGCACCA
siRNA 1328 1328 | GGUGCUACACAACAGACCC | 4352 | GGGUCUGUUGUGUAGCACC
SsiRNA 1329 1329 | GUGCUACACAACAGACCCU | 4353 | AGGGUCUGUUGUGUAGCAC
SiRNA 1330 1330 | UGCUACACAACAGACCCUG | 4354 | CAGGGUCUGUUGUGUAGCA
siRNA 1331 1331 | GCUACACAACAGACCCUGC | 4355 | GCAGGGUCUGUUGUGUAGC
siRNA 1332 1332 | CUACACAACAGACCCUGCU | 4356 | AGCAGGGUCUGUUGUGUAG
S1RNA 1333 1333 | UACACAACAGACCCUGCUG | 4357 | CAGCAGGGUCUGUUGUGUA
siRNA 1334 1334 | ACACAACAGACCCUGCUGU | 4358 | ACAGCAGGGUCUGUUGUGU
SiRNA 1335 1335| CACAACAGACCCUGCUGUG | 4359 | CACAGCAGGGUCUGUUGUG
siRNA 1336 1336 | ACAACAGACCCUGCUGUGC | 4360 | GCACAGCAGGGUCUGUUGU
S1RNA 1337 1337 | CAACAGACCCUGCUGUGCG | 4361 | CGCACAGCAGGGUCUGUUG
siRNA 1338 1338 | AACAGACCCUGCUGUGCGC | 4362 | GCGCACAGCAGGGUCUGUU
siRNA 1339 1339 | ACAGACCCUGCUGUGCGCU | 4363 | AGCGCACAGCAGGGUCUGU
siRNA 1340 1340 | CAGACCCUGCUGUGCGCUU | 4364 | AAGCGCACAGCAGGGUCUG
siRNA 1341 1341 | AGACCCUGCUGUGCGCUUC | 4365 | GAAGCGCACAGCAGGGUCU
siRNA 1342 1342 | GACCCUGCUGUGCGCUUCC | 4366 | GGAAGCGCACAGCAGGGUC
siRNA 1343 1343 | ACCCUGCUGUGCGCUUCCA | 4367 | UGGAAGCGCACAGCAGGGU
siRNA 1344 1344 | CCCUGCUGUGCGCUUCCAG | 4368 | CUGGAAGCGCACAGCAGGG
siRNA 1345 1345 | CCUGCUGUGCGCUUCCAGA | 4369 | UCUGGAAGCGCACAGCAGG
siRNA 1346 1346 | CUGCUGUGCGCUUCCAGAG | 4370 | CUCUGGAAGCGCACAGCAG
siRNA 1347 1347 | UGCUGUGCGCUUCCAGAGC | 4371 | GCUCUGGAAGCGCACAGCA
siRNA 1348 1348 | GCUGUGCGCUUCCAGAGCU | 4372 | AGCUCUGGAAGCGCACAGC
siRNA 1349 1349 | CUGUGCGCUUCCAGAGCUG | 4373 | CAGCUCUGGAAGCGCACAG
siRNA 1350 1350 | UGUGCGCUUCCAGAGCUGC | 4374 | GCAGCUCUGGAAGCGCACA
siRNA 1351 1351 | GUGCGCUUCCAGAGCUGCG | 4375 | CGCAGCUCUGGAAGCGCAC
S1RNA 1352 1352 | UGCGCUUCCAGAGCUGCGG | 4376 | CCGCAGCUCUGGAAGCGCA
siRNA 1353 1353 | GCGCUUCCAGAGCUGCGGC | 4377 | GCCGCAGCUCUGGAAGCGC
S1RNA 1354 1354 | CGCUUCCAGAGCUGCGGCA | 4378 | UGCCGCAGCUCUGGAAGCG
siRNA 1355 1355 | GCUUCCAGAGCUGCGGCAU | 4379 | AUGCCGCAGCUCUGGAAGC
S1RNA 1356 1356 | CUUCCAGAGCUGCGGCAUC | 4380 | GAUGCCGCAGCUCUGGAAG
SiRNA 1357 1357 | UUCCAGAGCUGCGGCAUCA | 4381 | UGAUGCCGCAGCUCUGGAA
siRNA 1358 1358 | UCCAGAGCUGCGGCAUCAA | 4382 | UUGAUGCCGCAGCUCUGGA
S1RNA 1359 1359 | CCAGAGCUGCGGCAUCAAA | 4383 | UUUGAUGCCGCAGCUCUGG
siRNA 1360 1360 | CAGAGCUGCGGCAUCARAAU | 4384 | AUUUGAUGCCGCAGCUCUG
siRNA 1361 1361 | AGAGCUGCGGCAUCAAAUC | 4385 | GAUUUGAUGCCGCAGCUCU
siRNA 1362 1362 | GAGCUGCGGCAUCAAAUCC | 4386 | GGAUUUGAUGCCGCAGCUC
siRNA 1363 1363 | AGCUGCGGCAUCAAAUCCU | 4387 | AGGAUUUGAUGCCGCAGCU
siRNA 1364 1364 | GCUGCGGCAUCAAAUCCUG | 4388 | CAGGAUUUGAUGCCGCAGC
siRNA 1365 1365 | CUGCGGCAUCAAAUCCUGC | 4389 | GCAGGAUUUGAUGCCGCAG
siRNA 1366 1366 | UGCGGCAUCAAAUCCUGCC | 4390 | GGCAGGAUUUGAUGCCGCA
siRNA 1367 1367 | GCGGCAUCAAAUCCUGCCG | 4391 | CGGCAGGAUUUGAUGCCGC
siRNA 1368 1368 | CGGCAUCAAAUCCUGCCGG | 4392 | CCGGCAGGAUUUGAUGCCG
siRNA 1369 1369 | GGCAUCAAAUCCUGCCGGG | 4393 | CCCGGCAGGAUUUGAUGCC
siRNA 1370 1370 | GCAUCAAAUCCUGCCGGGA | 4394 | UCCCGGCAGGAUUUGAUGC
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siRNA 1371 1371 | CAUCAAAUCCUGCCGGGAG | 4395 | CUCCCGGCAGGAUUUGAUG
siRNA 1372 1372 | AUCAAAUCCUGCCGGGAGG | 4396 | CCUCCCGGCAGGAUUUGAU
siRNA 1373 1373 | UCAAAUCCUGCCGGGAGGC | 4397 | GCCUCCCGGCAGGAUUUGA
siRNA 1374 1374 | CAAAUCCUGCCGGGAGGCC | 4398 | GGCCUCCCGGCAGGAUUUG
siRNA 1375 1375 AAAUCCUGCCGGGAGGCCG | 4399 | CGGCCUCCCGGCAGGAUUU
siRNA 1376 1376 | AAUCCUGCCGGGAGGCCGC | 4400 | GCGGCCUCCCGGCAGGAUU
siRNA 1377 1377 | AUCCUGCCGGGAGGCCGCG | 4401 | CGCGGCCUCCCGGCAGGAU
siRNA 1378 1378 | UCCUGCCGGGAGGCCGCGU | 4402 | ACGCGGCCUCCCGGCAGGA
siRNA 1379 1379 | CCUGCCGGGAGGCCGCGUG | 4403 | CACGCGGCCUCCCGGCAGG
siRNA 1380 1380 | CUGCCGGGAGGCCGCGUGU | 4404 | ACACGCGGCCUCCCGGCAG
siRNA 1381 1381 | UGCCGGGAGGCCGCGUGUG | 4405 | CACACGCGGCCUCCCGGCA
S1iRNA 1382 1382 | GCCGGGAGGCCGCGUGUGU | 4406 | ACACACGCGGCCUCCCGGC
siRNA 1383 1383 | CCGGGAGGCCGCGUGUGUC | 4407 | GACACACGCGGCCUCCCGG
siRNA 1384 1384 | CGGGAGGCCGCGUGUGUCU | 4408 | AGACACACGCGGCCUCCCG
SiRNA 1385 1385 | GGGAGGCCGCGUGUGUCUG | 4409 | CAGACACACGCGGCCUCCC
siRNA 1386 1386 | GGAGGCCGCGUGUGUCUGG | 4410 | CCAGACACACGCGGCCUCC
S1RNA 1387 1387 | GAGGCCGCGUGUGUCUGGU | 4411 | ACCAGACACACGCGGCCUC
siRNA 1388 1388 | AGGCCGCGUGUGUCUGGUG | 4412 | CACCAGACACACGCGGCCU
S1iRNA 1389 1389 | GGCCGCGUGUGUCUGGUGC | 4413 | GCACCAGACACACGCGGCC
siRNA 1390 1390 | GCCGCGUGUGUCUGGUGCA | 4414 | UGCACCAGACACACGCGGC
siRNA 1391 1391 | CCGCGUGUGUCUGGUGCAA | 4415 | UUGCACCAGACACACGCGG
siRNA 1392 1392 | CGCGUGUGUCUGGUGCAAU | 4416 | AUUGCACCAGACACACGCG
siRNA 1393 1393 | GCGUGUGUCUGGUGCAAUG | 4417 | CAUUGCACCAGACACACGC
siRNA 1394 1394 | CGUGUGUCUGGUGCAAUGG | 4418 | CCAUUGCACCAGACACACG
siRNA 1395 1395 | GUGUGUCUGGUGCAAUGGC | 4419 | GCCAUUGCACCAGACACAC
siRNA 1396 1396 | UGUGUCUGGUGCAAUGGCG | 4420 | CGCCAUUGCACCAGACACA
siRNA 1397 1397 | GUGUCUGGUGCAAUGGCGA | 4421 | UCGCCAUUGCACCAGACAC
siRNA 1398 1398 | UGUCUGGUGCAAUGGCGAG | 4422 | CUCGCCAUUGCACCAGACA
siRNA 1399 1399 | GUCUGGUGCAAUGGCGAGG | 4423 | CCUCGCCAUUGCACCAGAC
siRNA 1400 1400 | UCUGGUGCAAUGGCGAGGA | 4424 | UCCUCGCCAUUGCACCAGA
siRNA 1401 1401 | CUGGUGCAAUGGCGAGGAA | 4425 | UUCCUCGCCAUUGCACCAG
SiRNA 1402 1402 | UGGUGCAAUGGCGAGGAAU | 4426 | AUUCCUCGCCAUUGCACCA
SiRNA 1403 1403 | GGUGCAAUGGCGAGGAAUA | 4427 | UAUUCCUCGCCAUUGCACC
S1RNA 1404 1404 | GUGCAAUGGCGAGGAAUAC | 4428 | GUAUUCCUCGCCAUUGCAC
siRNA 1405 1405 | UGCAAUGGCGAGGAAUACC | 4429 | GGUAUUCCUCGCCAUUGCA
S1RNA 1406 1406 | GCAAUGGCGAGGAAUACCG | 4430 | CGGUAUUCCUCGCCAUUGC
SsiRNA 1407 1407 | CAAUGGCGAGGAAUACCGC | 4431 | GCGGUAUUCCUCGCCAUUG
S1iRNA 1408 1408 | AAUGGCGAGGAAUACCGCG | 4432 | CGCGGUAUUCCUCGCCAUU
SiRNA 1409 1409 | AUGGCGAGGAAUACCGCGG | 4433 | CCGCGGUAUUCCUCGCCAU
siRNA 1410 1410 | UGGCGAGGAAUACCGCGGC | 4434 | GCCGCGGUAUUCCUCGCCA
S1RNA 1411 1411 | GGCGAGGAAUACCGCGGCG | 4435 | CGCCGCGGUAUUCCUCGCC
siRNA 1412 1412 | GCGAGGAAUACCGCGGCGC | 4436 | GCGCCGCGGUAUUCCUCGC
siRNA 1413 1413 | CGAGGAAUACCGCGGCGCG | 4437 | CGCGCCGCGGUAUUCCUCG
siRNA 1414 1414 | GAGGAAUACCGCGGCGCGG | 4438 | CCGCGCCGCGGUAUUCCUC
siRNA 1415 1415| AGGAAUACCGCGGCGCGGU | 4439 | ACCGCGCCGCGGUAUUCCU
siRNA 1416 1416 | GGAAUACCGCGGCGCGGUA | 4440 | UACCGCGCCGCGGUAUUCC
siRNA 1417 1417 | GARUACCGCGGCGCGGUAG | 4441 | CUACCGCGCCGCGGUAUUC
siRNA 1418 1418 | AAUACCGCGGCGCGGUAGA | 4442 | UCUACCGCGCCGCGGUAUU
siRNA 1419 1419 | AUACCGCGGCGCGGUAGAC | 4443 | GUCUACCGCGCCGCGGUAU
siRNA 1420 1420 | UACCGCGGCGCGGUAGACC | 4444 | GGUCUACCGCGCCGCGGUA
siRNA 1421 1421 | ACCGCGGCGCGGUAGACCG | 4445 | CGGUCUACCGCGCCGCGGU
SiRNA 1422 1422 | CCGCGGCGCGGUAGACCGC | 4446 | GCGGUCUACCGCGCCGCGG
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siRNA 1423 1423 | CGCGGCGCGGUAGACCGCA | 4447 | UGCGGUCUACCGCGCCGCG
siRNA 1424 1424 | GCGGCGCGGUAGACCGCAC | 4448 | GUGCGGUCUACCGCGCCGC
siRNA 1425 1425 | CGGCGCGGUAGACCGCACG | 4449 | CGUGCGGUCUACCGCGCCG
siRNA 1426 1426 | GGCGCGGUAGACCGCACGG | 4450 | CCGUGCGGUCUACCGCGCC
siRNA 1427 1427 | GCGCGGUAGACCGCACGGA | 4451 | UCCGUGCGGUCUACCGCGC
siRNA 1428 1428 | CGCGGUAGACCGCACGGAG | 4452 | CUCCGUGCGGUCUACCGCG
siRNA 1429 1429 | GCGGUAGACCGCACGGAGU | 4453 | ACUCCGUGCGGUCUACCGC
siRNA 1430 1430 | CGGUAGACCGCACGGAGUC | 4454 | GACUCCGUGCGGUCUACCG
siRNA 1431 1431 | GGUAGACCGCACGGAGUCA | 4455 | UGACUCCGUGCGGUCUACC
SiRNA 1432 1432 | GUAGACCGCACGGAGUCAG | 4456 | CUGACUCCGUGCGGUCUAC
SiRNA 1433 1433 | UAGACCGCACGGAGUCAGG | 4457 | CCUGACUCCGUGCGGUCUA
S1RNA 1434 1434 | AGACCGCACGGAGUCAGGG | 4458 | CCCUGACUCCGUGCGGUCU
SsiRNA 1435 1435 | GACCGCACGGAGUCAGGGC | 4459 | GCCCUGACUCCGUGCGGUC
siRNA 1436 1436 | ACCGCACGGAGUCAGGGCG | 4460 | CGCCCUGACUCCGUGCGGU
S1RNA 1437 1437 | CCGCACGGAGUCAGGGCGC | 4461 | GCGCCCUGACUCCGUGCGG
siRNA 1438 1438 | CGCACGGAGUCAGGGCGCG | 4462 | CGCGCCCUGACUCCGUGCG
S1RNA 1439 1439 | GCACGGAGUCAGGGCGCGA | 4463 | UCGCGCCCUGACUCCGUGC
siRNA 1440 1440 | CACGGAGUCAGGGCGCGAG | 4464 | CUCGCGCCCUGACUCCGUG
S1RNA 1441 1441 | ACGGAGUCAGGGCGCGAGU | 4465 | ACUCGCGCCCUGACUCCGU
siRNA 1442 1442 | CGGAGUCAGGGCGCGAGUG | 4466 | CACUCGCGCCCUGACUCCG
siRNA 1443 1443 | GGAGUCAGGGCGCGAGUGC | 4467 | GCACUCGCGCCCUGACUCC
siRNA 1444 1444 | GAGUCAGGGCGCGAGUGCC | 4468 | GGCACUCGCGCCCUGACUC
siRNA 1445 1445 | AGUCAGGGCGCGAGUGCCA | 4469 | UGGCACUCGCGCCCUGACU
siRNA 1446 1446 | GUCAGGGCGCGAGUGCCAG | 4470 | CUGGCACUCGCGCCCUGAC
siRNA 1447 1447 | UCAGGGCGCGAGUGCCAGC | 4471 | GCUGGCACUCGCGCCCUGA
siRNA 1448 1448 | CAGGGCGCGAGUGCCAGCG | 4472 | CGCUGGCACUCGCGCCCUG
siRNA 1449 1449 | AGGGCGCGAGUGCCAGCGC | 4473 | GCGCUGGCACUCGCGCCCU
siRNA 1450 1450 | GGGCGCGAGUGCCAGCGCU | 4474 | AGCGCUGGCACUCGCGCCC
siRNA 1451 1451 | GGCGCGAGUGCCAGCGCUG | 4475 | CAGCGCUGGCACUCGCGCC
SiRNA 1452 1452 | GCGCGAGUGCCAGCGCUGG | 4476 | CCAGCGCUGGCACUCGCGC
siRNA 1453 1453 | CGCGAGUGCCAGCGCUGGG | 4477 | CCCAGCGCUGGCACUCGCG
SiRNA 1454 1454 | GCGAGUGCCAGCGCUGGGA | 4478 | UCCCAGCGCUGGCACUCGC
SiRNA 1455 1455 | CGAGUGCCAGCGCUGGGAU | 4479 | AUCCCAGCGCUGGCACUCG
SiRNA 1456 1456 | GAGUGCCAGCGCUGGGAUC | 4480 | GAUCCCAGCGCUGGCACUC
SiRNA 1457 1457 | AGUGCCAGCGCUGGGAUCU | 4481 | AGAUCCCAGCGCUGGCACU
S1RNA 1458 1458 | GUGCCAGCGCUGGGAUCUU | 4482 | AAGAUCCCAGCGCUGGCAC
siRNA 1459 1459 | UGCCAGCGCUGGGAUCUUC | 4483 | GAAGAUCCCAGCGCUGGCA
S1RNA 1460 1460 | GCCAGCGCUGGGAUCUUCA | 4484 | UGAAGAUCCCAGCGCUGGC
SiRNA 1461 1461 | CCAGCGCUGGGAUCUUCAG | 4485 | CUGAAGAUCCCAGCGCUGG
siRNA 1462 1462 | CAGCGCUGGGAUCUUCAGC | 4486 | GCUGAAGAUCCCAGCGCUG
S1RNA 1463 1463 | AGCGCUGGGAUCUUCAGCA | 4487 | UGCUGAAGAUCCCAGCGCU
siRNA 1464 1464 | GCGCUGGGAUCUUCAGCAC | 4488 | GUGCUGAAGAUCCCAGCGC
siRNA 1465 1465 | CGCUGGGAUCUUCAGCACC | 4489 | GGUGCUGAAGAUCCCAGCG
siRNA 1466 1466 | GCUGGGAUCUUCAGCACCC | 4490 | GGGUGCUGAAGAUCCCAGC
siRNA 1467 1467 | CUGGGAUCUUCAGCACCCG | 4491 | CGGGUGCUGAAGAUCCCAG
siRNA 1468 1468 | UGGGAUCUUCAGCACCCGC | 4492 | GCGGGUGCUGAAGAUCCCA
siRNA 1469 1469 | GGGAUCUUCAGCACCCGCA | 4493 | UGCGGGUGCUGAAGAUCCC
siRNA 1470 1470 | GGAUCUUCAGCACCCGCAC | 4494 | GUGCGGGUGCUGAAGAUCC
siRNA 1471 1471 | GAUCUUCAGCACCCGCACC | 4495 | GGUGCGGGUGCUGAAGAUC
siRNA 1472 1472 | AUCUUCAGCACCCGCACCA | 4496 | UGGUGCGGGUGCUGAAGAU
siRNA 1473 1473 | UCUUCAGCACCCGCACCAG | 4497 | CUGGUGCGGGUGCUGAAGA
SiRNA 1474 1474 | CUUCAGCACCCGCACCAGC | 4498 | GCUGGUGCGGGUGCUGAAG

-185-



WO 2022/266037 PCT/US2022/033344
siRNA 1475 1475 | UUCAGCACCCGCACCAGCA | 4499 | UGCUGGUGCGGGUGCUGAA
siRNA 1476 1476 | UCAGCACCCGCACCAGCAC | 4500 | GUGCUGGUGCGGGUGCUGA
siRNA 1477 1477 | CAGCACCCGCACCAGCACC | 4501 | GGUGCUGGUGCGGGUGCUG
siRNA 1478 1478 | AGCACCCGCACCAGCACCC | 4502 | GGGUGCUGGUGCGGGUGCU
siRNA 1479 1479 | GCACCCGCACCAGCACCCC | 4503 | GGGGUGCUGGUGCGGGUGC
SiRNA 1480 1480 | CACCCGCACCAGCACCCCU | 4504 | AGGGGUGCUGGUGCGGGUG
siRNA 1481 1481 | ACCCGCACCAGCACCCCUU | 4505 | AAGGGGUGCUGGUGCGGGU
S1iRNA 1482 1482 | CCCGCACCAGCACCCCUUC | 4506 | GAAGGGGUGCUGGUGCGGG
siRNA 1483 1483 | CCGCACCAGCACCCCUUCG | 4507 | CGAAGGGGUGCUGGUGCGG
SiRNA 1484 1484 | CGCACCAGCACCCCUUCGA | 4508 | UCGAAGGGGUGCUGGUGCG
siRNA 1485 1485 | GCACCAGCACCCCUUCGAG | 4509 | CUCGAAGGGGUGCUGGUGC
S1RNA 1486 1486 | CACCAGCACCCCUUCGAGC | 4510 | GCUCGAAGGGGUGCUGGUG
siRNA 1487 1487 | ACCAGCACCCCUUCGAGCC | 4511 | GGCUCGAAGGGGUGCUGGU
siRNA 1488 1488 | CCAGCACCCCUUCGAGCCG | 4512 | CGGCUCGAAGGGGUGCUGG
S1RNA 1489 1489 | CAGCACCCCUUCGAGCCGG | 4513 | CCGGCUCGAAGGGGUGCUG
siRNA 1490 1490 | AGCACCCCUUCGAGCCGGG | 4514 | CCCGGCUCGAAGGGGUGCU
S1RNA 1491 1491 | GCACCCCUUCGAGCCGGGC | 4515 | GCCCGGCUCGAAGGGGUGC
siRNA 1492 1492 | CACCCCUUCGAGCCGGGCA | 4516 | UGCCCGGCUCGAAGGGGUG
S1RNA 1493 1493 | ACCCCUUCGAGCCGGGCAA | 4517 | UUGCCCGGCUCGAAGGGGU
siRNA 1494 1494 | CCCCUUCGAGCCGGGCAAG | 4518 | CUUGCCCGGCUCGAAGGGG
siRNA 1495 1495 | CCCUUCGAGCCGGGCAAGU | 4519 | ACUUGCCCGGCUCGARAGGG
siRNA 1496 1496 | CCUUCGAGCCGGGCAAGUU | 4520 | AACUUGCCCGGCUCGAAGG
siRNA 1497 1497 | CUUCGAGCCGGGCAAGUUC | 4521 | GAACUUGCCCGGCUCGAAG
siRNA 1498 1498 | UUCGAGCCGGGCAAGUUCC | 4522 | GGAACUUGCCCGGCUCGAA
siRNA 1499 1499 | UCGAGCCGGGCAAGUUCCU | 4523 | AGGAACUUGCCCGGCUCGA
siRNA 1500 1500 | CGAGCCGGGCAAGUUCCUC | 4524 | GAGGAACUUGCCCGGCUCG
siRNA 1501 1501 | GAGCCGGGCAAGUUCCUCG | 4525 | CGAGGAACUUGCCCGGCUC
siRNA 1502 1502 | AGCCGGGCAAGUUCCUCGA | 4526 | UCGAGGAACUUGCCCGGCU
siRNA 1503 1503 | GCCGGGCAAGUUCCUCGAC | 4527 | GUCGAGGAACUUGCCCGGC
siRNA 1504 1504 | CCGGGCAAGUUCCUCGACC | 4528 | GGUCGAGGAACUUGCCCGG
siRNA 1505 1505 | CGGGCAAGUUCCUCGACCA | 4529 | UGGUCGAGGAACUUGCCCG
siRNA 1506 1506 | GGGCAAGUUCCUCGACCAA | 4530 | UUGGUCGAGGAACUUGCCC
siRNA 1507 1507 | GGCAAGUUCCUCGACCAAG | 4531 | CUUGGUCGAGGAACUUGCC
siRNA 1508 1508 | GCAAGUUCCUCGACCAAGG | 4532 | CCUUGGUCGAGGAACUUGC
siRNA 1509 1509 | CAAGUUCCUCGACCAAGGU | 4533 | ACCUUGGUCGAGGAACUUG
SiRNA 1510 1510 | AAGUUCCUCGACCAAGGUC | 4534 | GACCUUGGUCGAGGAACUU
siRNA 1511 1511 | AGUUCCUCGACCAAGGUCU | 4535 | AGACCUUGGUCGAGGAACU
SiRNA 1512 1512 | GUUCCUCGACCAAGGUCUG | 4536 | CAGACCUUGGUCGAGGAAC
SiRNA 1513 1513 | UUCCUCGACCAAGGUCUGG | 4537 | CCAGACCUUGGUCGAGGAA
siRNA 1514 1514 | UCCUCGACCAAGGUCUGGA | 4538 | UCCAGACCUUGGUCGAGGA
SiRNA 1515 1515 | CCUCGACCAAGGUCUGGAC | 4539 | GUCCAGACCUUGGUCGAGG
siRNA 1516 1516 | CUCGACCAAGGUCUGGACG | 4540 | CGUCCAGACCUUGGUCGAG
siRNA 1517 1517 | UCGACCAAGGUCUGGACGA | 4541 | UCGUCCAGACCUUGGUCGA
siRNA 1518 1518 | CGACCAAGGUCUGGACGAC | 4542 | GUCGUCCAGACCUUGGUCG
siRNA 1519 1519 | GACCAAGGUCUGGACGACA | 4543 | UGUCGUCCAGACCUUGGUC
siRNA 1520 1520 | ACCAAGGUCUGGACGACAA | 4544 | UUGUCGUCCAGACCUUGGU
siRNA 1521 1521 | CCAAGGUCUGGACGACAAC | 4545 | GUUGUCGUCCAGACCUUGG
siRNA 1522 1522 | CAAGGUCUGGACGACAACU | 4546 | AGUUGUCGUCCAGACCUUG
siRNA 1523 1523 | AAGGUCUGGACGACAACUA | 4547 | UAGUUGUCGUCCAGACCUU
siRNA 1524 1524 | AGGUCUGGACGACAACUAU | 4548 | AUAGUUGUCGUCCAGACCU
siRNA 1525 1525 | GGUCUGGACGACAACUAUU | 4549 | AAUAGUUGUCGUCCAGACC
SiRNA 1526 1526 | GUCUGGACGACAACUAUUG | 4550 | CAAUAGUUGUCGUCCAGAC
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siRNA 1527 1527 | UCUGGACGACAACUAUUGC | 4551 | GCAAUAGUUGUCGUCCAGA
siRNA 1528 1528 | CUGGACGACAACUAUUGCC | 4552 | GGCAAUAGUUGUCGUCCAG
siRNA 1529 1529 | UGGACGACAACUAUUGCCG | 4553 | CGGCAAUAGUUGUCGUCCA
siRNA 1530 1530 | GGACGACAACUAUUGCCGG | 4554 | CCGGCAAUAGUUGUCGUCC
siRNA 1531 1531 | GACGACAACUAUUGCCGGA | 4555 | UCCGGCAAUAGUUGUCGUC
SiRNA 1532 1532 | ACGACAACUAUUGCCGGAA | 4556 | UUCCGGCAAUAGUUGUCGU
siRNA 1533 1533 | CGACAACUAUUGCCGGAAU | 4557 | AUUCCGGCAAUAGUUGUCG
siRNA 1534 1534 | GACAACUAUUGCCGGAAUC | 4558 | GAUUCCGGCAAUAGUUGUC
siRNA 1535 1535| ACAACUAUUGCCGGAAUCC | 4559 | GGAUUCCGGCAAUAGUUGU
siRNA 1536 1536 | CAACUAUUGCCGGAAUCCU | 4560 | AGGAUUCCGGCAAUAGUUG
siRNA 1537 1537 | AACUAUUGCCGGAAUCCUG | 4561 | CAGGAUUCCGGCAAUAGUU
siRNA 1538 1538 | ACUAUUGCCGGAAUCCUGA | 4562 | UCAGGAUUCCGGCAAUAGU
siRNA 1539 1539 | CUAUUGCCGGAAUCCUGAC | 4563 | GUCAGGAUUCCGGCAAUAG
siRNA 1540 1540 | UAUUGCCGGAAUCCUGACG | 4564 | CGUCAGGAUUCCGGCAAUA
S1iRNA 1541 1541 | AUUGCCGGAAUCCUGACGG | 4565 | CCGUCAGGAUUCCGGCAAU
siRNA 1542 1542 | UUGCCGGAAUCCUGACGGC | 4566 | GCCGUCAGGAUUCCGGCAA
S1RNA 1543 1543 | UGCCGGAAUCCUGACGGCU | 4567 | AGCCGUCAGGAUUCCGGCA
siRNA 1544 1544 | GCCGGAAUCCUGACGGCUC | 4568 | GAGCCGUCAGGAUUCCGGC
S1RNA 1545 1545 | CCGGAAUCCUGACGGCUCC | 4569 | GGAGCCGUCAGGAUUCCGG
siRNA 1546 1546 | CGGAAUCCUGACGGCUCCG | 4570 | CGGAGCCGUCAGGAUUCCG
siRNA 1547 1547 | GGAAUCCUGACGGCUCCGA | 4571 | UCGGAGCCGUCAGGAUUCC
siRNA 1548 1548 | GAAUCCUGACGGCUCCGAG | 4572 | CUCGGAGCCGUCAGGAUUC
siRNA 1549 1549 | AAUCCUGACGGCUCCGAGC | 4573 | GCUCGGAGCCGUCAGGAUU
siRNA 1550 1550 | AUCCUGACGGCUCCGAGCG | 4574 | CGCUCGGAGCCGUCAGGAU
siRNA 1551 1551 | UCCUGACGGCUCCGAGCGG | 4575 | CCGCUCGGAGCCGUCAGGA
siRNA 1552 1552 | CCUGACGGCUCCGAGCGGC | 4576 | GCCGCUCGGAGCCGUCAGG
siRNA 1553 1553 | CUGACGGCUCCGAGCGGCC | 4577 | GGCCGCUCGGAGCCGUCAG
siRNA 1554 1554 | UGACGGCUCCGAGCGGCCA | 4578 | UGGCCGCUCGGAGCCGUCA
siRNA 1555 1555 GACGGCUCCGAGCGGCCAU | 4579 | AUGGCCGCUCGGAGCCGUC
siRNA 1556 1556 | ACGGCUCCGAGCGGCCAUG | 4580 | CAUGGCCGCUCGGAGCCGU
siRNA 1557 1557 | CGGCUCCGAGCGGCCAUGG | 4581 | CCAUGGCCGCUCGGAGCCG
siRNA 1558 1558 | GGCUCCGAGCGGCCAUGGU | 4582 | ACCAUGGCCGCUCGGAGCC
SiRNA 1559 1559 | GCUCCGAGCGGCCAUGGUG | 4583 | CACCAUGGCCGCUCGGAGC
S1iRNA 1560 1560 | CUCCGAGCGGCCAUGGUGC | 4584 | GCACCAUGGCCGCUCGGAG
siRNA 1561 1561 | UCCGAGCGGCCAUGGUGCU | 4585 | AGCACCAUGGCCGCUCGGA
S1RNA 1562 1562 | CCGAGCGGCCAUGGUGCUA | 4586 | UAGCACCAUGGCCGCUCGG
siRNA 1563 1563 | CGAGCGGCCAUGGUGCUAC | 4587 | GUAGCACCAUGGCCGCUCG
S1RNA 1564 1564 | GAGCGGCCAUGGUGCUACA | 4588 | UGUAGCACCAUGGCCGCUC
siRNA 1565 1565 | AGCGGCCAUGGUGCUACAC | 4589 | GUGUAGCACCAUGGCCGCU
siRNA 1566 1566 | GCGGCCAUGGUGCUACACU | 4590 | AGUGUAGCACCAUGGCCGC
S1RNA 1567 1567 | CGGCCAUGGUGCUACACUA | 4591 | UAGUGUAGCACCAUGGCCG
siRNA 1568 1568 | GGCCAUGGUGCUACACUAC | 4592 | GUAGUGUAGCACCAUGGCC
siRNA 1569 1569 | GCCAUGGUGCUACACUACG | 4593 | CGUAGUGUAGCACCAUGGC
siRNA 1570 1570 | CCAUGGUGCUACACUACGG | 4594 | CCGUAGUGUAGCACCAUGG
siRNA 1571 1571 | CAUGGUGCUACACUACGGA | 4595 | UCCGUAGUGUAGCACCAUG
siRNA 1572 1572 | AUGGUGCUACACUACGGAU | 4596 | AUCCGUAGUGUAGCACCAU
siRNA 1573 1573 | UGGUGCUACACUACGGAUC | 4597 | GAUCCGUAGUGUAGCACCA
siRNA 1574 1574 | GGUGCUACACUACGGAUCC | 4598 | GGAUCCGUAGUGUAGCACC
siRNA 1575 1575| GUGCUACACUACGGAUCCG | 4599 | CGGAUCCGUAGUGUAGCAC
siRNA 1576 1576 | UGCUACACUACGGAUCCGC | 4600 | GCGGAUCCGUAGUGUAGCA
siRNA 1577 1577 | GCUACACUACGGAUCCGCA | 4601 | UGCGGAUCCGUAGUGUAGC
siRNA 1578 1578 | CUACACUACGGAUCCGCAG | 4602 | CUGCGGAUCCGUAGUGUAG
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siRNA 1579 1579 | UACACUACGGAUCCGCAGA | 4603 | UCUGCGGAUCCGUAGUGUA
siRNA 1580 1580 | ACACUACGGAUCCGCAGAU | 4604 | AUCUGCGGAUCCGUAGUGU
siRNA 1581 1581 | CACUACGGAUCCGCAGAUC | 4605 | GAUCUGCGGAUCCGUAGUG
siRNA 1582 1582 | ACUACGGAUCCGCAGAUCG | 4606 | CGAUCUGCGGAUCCGUAGU
siRNA 1583 1583 | CUACGGAUCCGCAGAUCGA | 4607 | UCGAUCUGCGGAUCCGUAG
SiRNA 1584 1584 | UACGGAUCCGCAGAUCGAG | 4608 | CUCGAUCUGCGGAUCCGUA
siRNA 1585 1585 | ACGGAUCCGCAGAUCGAGC | 4609 | GCUCGAUCUGCGGAUCCGU
siRNA 1586 1586 | CGGAUCCGCAGAUCGAGCG | 4610 | CGCUCGAUCUGCGGAUCCG
siRNA 1587 1587 | GGAUCCGCAGAUCGAGCGA | 4611 | UCGCUCGAUCUGCGGAUCC
siRNA 1588 1588 | GAUCCGCAGAUCGAGCGAG | 4612 | CUCGCUCGAUCUGCGGAUC
siRNA 1589 1589 | AUCCGCAGAUCGAGCGAGA | 4613 | UCUCGCUCGAUCUGCGGAU
SiRNA 1590 1590 | UCCGCAGAUCGAGCGAGAG | 4614 | CUCUCGCUCGAUCUGCGGA
siRNA 1591 1591 | CCGCAGAUCGAGCGAGAGU | 4615 | ACUCUCGCUCGAUCUGCGG
siRNA 1592 1592 | CGCAGAUCGAGCGAGAGUU | 4616 | AACUCUCGCUCGAUCUGCG
S1RNA 1593 1593 | GCAGAUCGAGCGAGAGUUC | 4617 | GAACUCUCGCUCGAUCUGC
siRNA 1594 1594 | CAGAUCGAGCGAGAGUUCU | 4618 | AGAACUCUCGCUCGAUCUG
S1RNA 1595 1595 | AGAUCGAGCGAGAGUUCUG | 4619 | CAGAACUCUCGCUCGAUCU
siRNA 1596 1596 | GAUCGAGCGAGAGUUCUGU | 4620 | ACAGAACUCUCGCUCGAUC
S1RNA 1597 1597 | AUCGAGCGAGAGUUCUGUG | 4621 | CACAGAACUCUCGCUCGAU
siRNA 1598 1598 | UCGAGCGAGAGUUCUGUGA | 4622 | UCACAGAACUCUCGCUCGA
siRNA 1599 1599 | CGAGCGAGAGUUCUGUGAC | 4623 | GUCACAGAACUCUCGCUCG
siRNA 1600 1600 | GAGCGAGAGUUCUGUGACC | 4624 | GGUCACAGAACUCUCGCUC
siRNA 1601 1601 | AGCGAGAGUUCUGUGACCU | 4625 | AGGUCACAGAACUCUCGCU
siRNA 1602 1602 | GCGAGAGUUCUGUGACCUC | 4626 | GAGGUCACAGAACUCUCGC
siRNA 1603 1603 | CGAGAGUUCUGUGACCUCC | 4627 | GGAGGUCACAGAACUCUCG
siRNA 1604 1604 | GAGAGUUCUGUGACCUCCC | 4628 | GGGAGGUCACAGAACUCUC
siRNA 1605 1605 | AGAGUUCUGUGACCUCCCC | 4629 | GGGGAGGUCACAGAACUCU
siRNA 1606 1606 | GAGUUCUGUGACCUCCCCC | 4630 | GGGGGAGGUCACAGAACUC
siRNA 1607 1607 | AGUUCUGUGACCUCCCCCG | 4631 | CGGGGGAGGUCACAGAACU
siRNA 1608 1608 | GUUCUGUGACCUCCCCCGC | 4632 | GCGGGGGAGGUCACAGAAC
siRNA 1609 1609 | UUCUGUGACCUCCCCCGCU | 4633 | AGCGGGGGAGGUCACAGAA
siRNA 1610 1610 | UCUGUGACCUCCCCCGCUG | 4634 | CAGCGGGGGAGGUCACAGA
SsiRNA 1611 1611 | CUGUGACCUCCCCCGCUGC | 4635 | GCAGCGGGGGAGGUCACAG
SiRNA 1612 1612 | UGUGACCUCCCCCGCUGCG | 4636 | CGCAGCGGGGGAGGUCACA
SsiRNA 1613 1613 | GUGACCUCCCCCGCUGCGG | 4637 | CCGCAGCGGGGGAGGUCAC
S1RNA 1614 1614 | UGACCUCCCCCGCUGCGGG | 4638 | CCCGCAGCGGGGGAGGUCA
siRNA 1615 1615| GACCUCCCCCGCUGCGGGU | 4639 | ACCCGCAGCGGGGGAGGUC
S1RNA 1616 1616 | ACCUCCCCCGCUGCGGGUC | 4640 | GACCCGCAGCGGGGGAGGU
SiRNA 1617 1617 | CCUCCCCCGCUGCGGGUCC | 4641 | GGACCCGCAGCGGGGGAGG
siRNA 1618 1618 | CUCCCCCGCUGCGGGUCCG | 4642 | CGGACCCGCAGCGGGGGAG
SiRNA 1619 1619 | UCCCCCGCUGCGGGUCCGA | 4643 | UCGGACCCGCAGCGGGGGA
siRNA 1620 1620 | CCCCCGCUGCGGGUCCGAG | 4644 | CUCGGACCCGCAGCGGGGG
siRNA 1621 1621 | CCCCGCUGCGGGUCCGAGG | 4645 | CCUCGGACCCGCAGCGGGG
siRNA 1622 1622 | CCCGCUGCGGGUCCGAGGC | 4646 | GCCUCGGACCCGCAGCGGG
siRNA 1623 1623 | CCGCUGCGGGUCCGAGGCA | 4647 | UGCCUCGGACCCGCAGCGG
siRNA 1624 1624 | CGCUGCGGGUCCGAGGCAC | 4648 | GUGCCUCGGACCCGCAGCG
siRNA 1625 1625 | GCUGCGGGUCCGAGGCACA | 4649 | UGUGCCUCGGACCCGCAGC
siRNA 1626 1626 | CUGCGGGUCCGAGGCACAG | 4650 | CUGUGCCUCGGACCCGCAG
siRNA 1627 1627 | UGCGGGUCCGAGGCACAGC | 4651 | GCUGUGCCUCGGACCCGCA
siRNA 1628 1628 | GCGGGUCCGAGGCACAGCC | 4652 | GGCUGUGCCUCGGACCCGC
siRNA 1629 1629 | CGGGUCCGAGGCACAGCCC | 4653 | GGGCUGUGCCUCGGACCCG
siRNA 1630 1630 | GGGUCCGAGGCACAGCCCC | 4654 | GGGGCUGUGCCUCGGACCC
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siRNA 1631 1631 | GGUCCGAGGCACAGCCCCG | 4655 | CGGGGCUGUGCCUCGGACC
siRNA 1632 1632 | GUCCGAGGCACAGCCCCGC | 4656 | GCGGGGCUGUGCCUCGGAC
siRNA 1633 1633 | UCCGAGGCACAGCCCCGCC | 4657 | GGCGGGGCUGUGCCUCGGA
siRNA 1634 1634 | CCGAGGCACAGCCCCGCCA | 4658 | UGGCGGGGCUGUGCCUCGG
siRNA 1635 1635 | CGAGGCACAGCCCCGCCAA | 4659 | UUGGCGGGGCUGUGCCUCG
SsiRNA 1636 1636 | GAGGCACAGCCCCGCCAAG | 4660 | CUUGGCGGGGCUGUGCCUC
siRNA 1637 1637 | AGGCACAGCCCCGCCAAGA | 4661 | UCUUGGCGGGGCUGUGCCU
siRNA 1638 1638 | GGCACAGCCCCGCCAAGAG | 4662 | CUCUUGGCGGGGCUGUGCC
siRNA 1639 1639 | GCACAGCCCCGCCAAGAGG | 4663 | CCUCUUGGCGGGGCUGUGC
siRNA 1640 1640 | CACAGCCCCGCCAAGAGGC | 4664 | GCCUCUUGGCGGGGCUGUG
siRNA 1641 1641 | ACAGCCCCGCCAAGAGGCC | 4665 | GGCCUCUUGGCGGGGCUGU
S1RNA 1642 1642 | CAGCCCCGCCAAGAGGCCA | 4666 | UGGCCUCUUGGCGGGGCUG
SiRNA 1643 1643 | AGCCCCGCCAAGAGGCCAC | 4667 | GUGGCCUCUUGGCGGGGCU
siRNA 1644 1644 | GCCCCGCCAAGAGGCCACA | 4668 | UGUGGCCUCUUGGCGGGGC
S1RNA 1645 1645 | CCCCGCCAAGAGGCCACAA | 4669 | UUGUGGCCUCUUGGCGGGG
siRNA 1646 1646 | CCCGCCAAGAGGCCACAAC | 4670 | GUUGUGGCCUCUUGGCGGG
S1RNA 1647 1647 | CCGCCAAGAGGCCACAACU | 4671 | AGUUGUGGCCUCUUGGCGG
siRNA 1648 1648 | CGCCAAGAGGCCACAACUG | 4672 | CAGUUGUGGCCUCUUGGCG
S1RNA 1649 1649 | GCCAAGAGGCCACAACUGU | 4673 | ACAGUUGUGGCCUCUUGGC
siRNA 1650 1650 | CCAAGAGGCCACAACUGUC | 4674 | GACAGUUGUGGCCUCUUGG
siRNA 1651 1651 | CAAGAGGCCACAACUGUCA | 4675 | UGACAGUUGUGGCCUCUUG
siRNA 1652 1652 | AAGAGGCCACAACUGUCAG | 4676 | CUGACAGUUGUGGCCUCUU
siRNA 1653 1653 | AGAGGCCACAACUGUCAGC | 4677 | GCUGACAGUUGUGGCCUCU
siRNA 1654 1654 | GAGGCCACAACUGUCAGCU | 4678 | AGCUGACAGUUGUGGCCUC
siRNA 1655 1655| AGGCCACAACUGUCAGCUG | 4679 | CAGCUGACAGUUGUGGCCU
siRNA 1656 1656 | GGCCACAACUGUCAGCUGC | 4680 | GCAGCUGACAGUUGUGGCC
siRNA 1657 1657 | GCCACAACUGUCAGCUGCU | 4681 | AGCAGCUGACAGUUGUGGC
siRNA 1658 1658 | CCACAACUGUCAGCUGCUU | 4682 | AAGCAGCUGACAGUUGUGG
siRNA 1659 1659 | CACAACUGUCAGCUGCUUC | 4683 | GAAGCAGCUGACAGUUGUG
SiRNA 1660 1660 | ACAACUGUCAGCUGCUUCC | 4684 | GGAAGCAGCUGACAGUUGU
siRNA 1661 1661 | CAACUGUCAGCUGCUUCCG | 4685 | CGGAAGCAGCUGACAGUUG
SiRNA 1662 1662 | AACUGUCAGCUGCUUCCGC | 4686 | GCGGAAGCAGCUGACAGUU
SiRNA 1663 1663 | ACUGUCAGCUGCUUCCGCG | 4687 | CGCGGAAGCAGCUGACAGU
S1RNA 1664 1664 | CUGUCAGCUGCUUCCGCGG | 4688 | CCGCGGAAGCAGCUGACAG
siRNA 1665 1665 | UGUCAGCUGCUUCCGCGGG | 4689 | CCCGCGGAAGCAGCUGACA
S1RNA 1666 1666 | GUCAGCUGCUUCCGCGGGA | 4690 | UCCCGCGGAAGCAGCUGAC
SiRNA 1667 1667 | UCAGCUGCUUCCGCGGGAA | 4691 | UUCCCGCGGAAGCAGCUGA
S1RNA 1668 1668 | CAGCUGCUUCCGCGGGAAG | 4692 | CUUCCCGCGGAAGCAGCUG
SiRNA 1669 1669 | AGCUGCUUCCGCGGGAAGG | 4693 | CCUUCCCGCGGAAGCAGCU
siRNA 1670 1670 | GCUGCUUCCGCGGGAAGGG | 4694 | CCCUUCCCGCGGAAGCAGC
SiRNA 1671 1671 | CUGCUUCCGCGGGAAGGGU | 4695 | ACCCUUCCCGCGGAAGCAG
siRNA 1672 1672 | UGCUUCCGCGGGAAGGGUG | 4696 | CACCCUUCCCGCGGAAGCA
siRNA 1673 1673 | GCUUCCGCGGGAAGGGUGA | 4697 | UCACCCUUCCCGCGGAAGC
siRNA 1674 1674 | CUUCCGCGGGAAGGGUGAG | 4698 | CUCACCCUUCCCGCGGAAG
siRNA 1675 1675 | UUCCGCGGGAAGGGUGAGG | 4699 | CCUCACCCUUCCCGCGGAA
siRNA 1676 1676 | UCCGCGGGAAGGGUGAGGG | 4700 | CCCUCACCCUUCCCGCGGA
siRNA 1677 1677 | CCGCGGGAAGGGUGAGGGC | 4701 | GCCCUCACCCUUCCCGCGG
siRNA 1678 1678 | CGCGGGAAGGGUGAGGGCU | 4702 | AGCCCUCACCCUUCCCGCG
siRNA 1679 1679 | GCGGGAAGGGUGAGGGCUA | 4703 | UAGCCCUCACCCUUCCCGC
siRNA 1680 1680 | CGGGAAGGGUGAGGGCUAC | 4704 | GUAGCCCUCACCCUUCCCG
siRNA 1681 1681 | GGGAAGGGUGAGGGCUACC | 4705 | GGUAGCCCUCACCCUUCCC
SiRNA 1682 1682 | GGAAGGGUGAGGGCUACCG | 4706 | CGGUAGCCCUCACCCUUCC
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siRNA 1683 1683 | GAAGGGUGAGGGCUACCGG | 4707 | CCGGUAGCCCUCACCCUUC
siRNA 1684 1684 | AAGGGUGAGGGCUACCGGG | 4708 | CCCGGUAGCCCUCACCCUU
siRNA 1685 1685 | AGGGUGAGGGCUACCGGGG | 4709 | CCCCGGUAGCCCUCACCCU
siRNA 1686 1686 | GGGUGAGGGCUACCGGGGC | 4710 | GCCCCGGUAGCCCUCACCC
siRNA 1687 1687 | GGUGAGGGCUACCGGGGCA | 4711 | UGCCCCGGUAGCCCUCACC
siRNA 1688 1688 | GUGAGGGCUACCGGGGCAC | 4712 | GUGCCCCGGUAGCCCUCAC
siRNA 1689 1689 | UGAGGGCUACCGGGGCACA | 4713 | UGUGCCCCGGUAGCCCUCA
siRNA 1690 1690 | GAGGGCUACCGGGGCACAG | 4714 | CUGUGCCCCGGUAGCCCUC
siRNA 1691 1691 | AGGGCUACCGGGGCACAGC | 4715 | GCUGUGCCCCGGUAGCCCU
SiRNA 1692 1692 | GGGCUACCGGGGCACAGCC | 4716 | GGCUGUGCCCCGGUAGCCC
SiRNA 1693 1693 | GGCUACCGGGGCACAGCCA | 4717 | UGGCUGUGCCCCGGUAGCC
S1RNA 1694 1694 | GCUACCGGGGCACAGCCAA | 4718 | UUGGCUGUGCCCCGGUAGC
siRNA 1695 1695 | CUACCGGGGCACAGCCAAU | 4719 | AUUGGCUGUGCCCCGGUAG
siRNA 1696 1696 | UACCGGGGCACAGCCAAUA | 4720 | UAUUGGCUGUGCCCCGGUA
S1iRNA 1697 1697 | ACCGGGGCACAGCCAAUAC | 4721 | GUAUUGGCUGUGCCCCGGU
siRNA 1698 1698 | CCGGGGCACAGCCAAUACC | 4722 | GGUAUUGGCUGUGCCCCGG
S1RNA 1699 1699 | CGGGGCACAGCCAAUACCA | 4723 | UGGUAUUGGCUGUGCCCCG
siRNA 1700 1700 | GGGGCACAGCCAAUACCAC | 4724 | GUGGUAUUGGCUGUGCCCC
SiRNA 1701 1701 | GGGCACAGCCAAUACCACC | 4725 | GGUGGUAUUGGCUGUGCCC
siRNA 1702 1702 | GGCACAGCCAAUACCACCA | 4726 | UGGUGGUAUUGGCUGUGCC
siRNA 1703 1703 | GCACAGCCAAUACCACCAC | 4727 | GUGGUGGUAUUGGCUGUGC
siRNA 1704 1704 | CACAGCCAAUACCACCACU | 4728 | AGUGGUGGUAUUGGCUGUG
siRNA 1705 1705| ACAGCCAAUACCACCACUG | 4729 | CAGUGGUGGUAUUGGCUGU
siRNA 1706 1706 | CAGCCAAUACCACCACUGC | 4730 | GCAGUGGUGGUAUUGGCUG
siRNA 1707 1707 | AGCCAAUACCACCACUGCG | 4731 | CGCAGUGGUGGUAUUGGCU
siRNA 1708 1708 | GCCAAUACCACCACUGCGG | 4732 | CCGCAGUGGUGGUAUUGGC
siRNA 1709 1709 | CCAAUACCACCACUGCGGG | 4733 | CCCGCAGUGGUGGUAUUGG
siRNA 1710 1710 | CAAUACCACCACUGCGGGC | 4734 | GCCCGCAGUGGUGGUAUUG
siRNA 1711 1711 | AAUACCACCACUGCGGGCG | 4735 | CGCCCGCAGUGGUGGUAUU
SiRNA 1712 1712 | AUACCACCACUGCGGGCGU | 4736 | ACGCCCGCAGUGGUGGUAU
siRNA 1713 1713 | UACCACCACUGCGGGCGUA | 4737 | UACGCCCGCAGUGGUGGUA
SsiRNA 1714 1714 | ACCACCACUGCGGGCGUAC | 4738 | GUACGCCCGCAGUGGUGGU
siRNA 1715 1715 CCACCACUGCGGGCGUACC | 4739 | GGUACGCCCGCAGUGGUGG
SiRNA 1716 1716 | CACCACUGCGGGCGUACCU | 4740 | AGGUACGCCCGCAGUGGUG
siRNA 1717 1717 | ACCACUGCGGGCGUACCUU | 4741 | AAGGUACGCCCGCAGUGGU
SiRNA 1718 1718 | CCACUGCGGGCGUACCUUG | 4742 | CAAGGUACGCCCGCAGUGG
siRNA 1719 1719 | CACUGCGGGCGUACCUUGC | 4743 | GCAAGGUACGCCCGCAGUG
S1RNA 1720 1720 | ACUGCGGGCGUACCUUGCC | 4744 | GGCAAGGUACGCCCGCAGU
SiRNA 1721 1721 | CUGCGGGCGUACCUUGCCA | 4745 | UGGCAAGGUACGCCCGCAG
siRNA 1722 1722 | UGCGGGCGUACCUUGCCAG | 4746 | CUGGCAAGGUACGCCCGCA
S1RNA 1723 1723 | GCGGGCGUACCUUGCCAGC | 4747 | GCUGGCAAGGUACGCCCGC
siRNA 1724 1724 | CGGGCGUACCUUGCCAGCG | 4748 | CGCUGGCAAGGUACGCCCG
siRNA 1725 1725 | GGGCGUACCUUGCCAGCGU | 4749 | ACGCUGGCAAGGUACGCCC
siRNA 1726 1726 | GGCGUACCUUGCCAGCGUU | 4750 | AACGCUGGCAAGGUACGCC
siRNA 1727 1727 | GCGUACCUUGCCAGCGUUG | 4751 | CAACGCUGGCAAGGUACGC
siRNA 1728 1728 | CGUACCUUGCCAGCGUUGG | 4752 | CCAACGCUGGCAAGGUACG
siRNA 1729 1729 | GUACCUUGCCAGCGUUGGG | 4753 | CCCAACGCUGGCAAGGUAC
siRNA 1730 1730 | UACCUUGCCAGCGUUGGGA | 4754 | UCCCAACGCUGGCAAGGUA
siRNA 1731 1731 | ACCUUGCCAGCGUUGGGAC | 4755 | GUCCCAACGCUGGCAAGGU
siRNA 1732 1732 | CCUUGCCAGCGUUGGGACG | 4756 | CGUCCCAACGCUGGCAAGG
siRNA 1733 1733 | CUUGCCAGCGUUGGGACGC | 4757 | GCGUCCCAACGCUGGCAAG
SiRNA 1734 1734 | UUGCCAGCGUUGGGACGCG | 4758 | CGCGUCCCAACGCUGGCAA
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siRNA 1735 1735| UGCCAGCGUUGGGACGCGC | 4759 | GCGCGUCCCAACGCUGGCA
siRNA 1736 1736 | GCCAGCGUUGGGACGCGCA | 4760 | UGCGCGUCCCAACGCUGGC
siRNA 1737 1737 | CCAGCGUUGGGACGCGCAA | 4761 | UUGCGCGUCCCAACGCUGG
siRNA 1738 1738 | CAGCGUUGGGACGCGCAAA | 4762 | UUUGCGCGUCCCAACGCUG
siRNA 1739 1739 | AGCGUUGGGACGCGCAAAU | 4763 | AUUUGCGCGUCCCAACGCU
SiRNA 1740 1740 | GCGUUGGGACGCGCAAAUC | 4764 | GAUUUGCGCGUCCCAACGC
siRNA 1741 1741 | CGUUGGGACGCGCAAAUCC | 4765 | GGAUUUGCGCGUCCCAACG
S1RNA 1742 1742 | GUUGGGACGCGCAAAUCCC | 4766 | GGGAUUUGCGCGUCCCAAC
siRNA 1743 1743 | UUGGGACGCGCAAAUCCCG | 4767 | CGGGAUUUGCGCGUCCCAA
S1RNA 1744 1744 | UGGGACGCGCAAAUCCCGC | 4768 | GCGGGAUUUGCGCGUCCCA
siRNA 1745 1745 | GGGACGCGCAAAUCCCGCA | 4769 | UGCGGGAUUUGCGCGUCCC
S1RNA 1746 1746 | GGACGCGCAAAUCCCGCAU | 4770 | AUGCGGGAUUUGCGCGUCC
SiRNA 1747 1747 GACGCGCAARAUCCCGCAUC | 4771 | GAUGCGGGAUUUGCGCGUC
siRNA 1748 1748 | ACGCGCAAAUCCCGCAUCA | 4772 | UGAUGCGGGAUUUGCGCGU
S1RNA 1749 1749 | CGCGCAAAUCCCGCAUCAG | 4773 | CUGAUGCGGGAUUUGCGCG
siRNA 1750 1750 | GCGCAAAUCCCGCAUCAGC | 4774 | GCUGAUGCGGGAUUUGCGC
SiRNA 1751 1751 | CGCAARAUCCCGCAUCAGCA | 4775 | UGCUGAUGCGGGAUUUGCG
siRNA 1752 1752 | GCAAAUCCCGCAUCAGCAC | 4776 | GUGCUGAUGCGGGAUUUGC
S1RNA 1753 1753 | CAARAUCCCGCAUCAGCACC | 4777 | GGUGCUGAUGCGGGAUUUG
siRNA 1754 1754 | AAARUCCCGCAUCAGCACCG | 4778 | CGGUGCUGAUGCGGGAUUU
siRNA 1755 1755| AAUCCCGCAUCAGCACCGA | 4779 | UCGGUGCUGAUGCGGGAUU
siRNA 1756 1756 | AUCCCGCAUCAGCACCGAU | 4780 | AUCGGUGCUGAUGCGGGAU
siRNA 1757 1757 | UCCCGCAUCAGCACCGAUU | 4781 | AAUCGGUGCUGAUGCGGGA
siRNA 1758 1758 | CCCGCAUCAGCACCGAUUU | 4782 | AAAUCGGUGCUGAUGCGGG
siRNA 1759 1759 | CCGCAUCAGCACCGAUUUA | 4783 | UAAAUCGGUGCUGAUGCGG
siRNA 1760 1760 | CGCAUCAGCACCGAUUUAC | 4784 | GUAAAUCGGUGCUGAUGCG
siRNA 1761 1761 | GCAUCAGCACCGAUUUACG | 4785 | CGUAAAUCGGUGCUGAUGC
siRNA 1762 1762 | CAUCAGCACCGAUUUACGC | 4786 | GCGUAAAUCGGUGCUGAUG
siRNA 1763 1763 | AUCAGCACCGAUUUACGCC | 4787 | GGCGUAAAUCGGUGCUGAU
SiRNA 1764 1764 | UCAGCACCGAUUUACGCCA | 4788 | UGGCGUAAAUCGGUGCUGA
siRNA 1765 1765| CAGCACCGAUUUACGCCAG | 4789 | CUGGCGUAAAUCGGUGCUG
SiRNA 1766 1766 | AGCACCGAUUUACGCCAGA | 4790 | UCUGGCGUAAAUCGGUGCU
SiRNA 1767 1767 | GCACCGAUUUACGCCAGAA | 4791 | UUCUGGCGUAAAUCGGUGC
S1iRNA 1768 1768 | CACCGAUUUACGCCAGAAA | 4792 | UUUCUGGCGUAAAUCGGUG
SiRNA 1769 1769 | ACCGAUUUACGCCAGARAAA | 4793 | UUUUCUGGCGUAAAUCGGU
S1RNA 1770 1770 | CCGAUUUACGCCAGAAAAA | 4794 | UUUUUCUGGCGUAAAUCGG
SiRNA 1771 1771 | CGAUUUACGCCAGAAARAAU | 4795 | AUUUUUCUGGCGUAAAUCG
S1RNA 1772 1772 | GAUUUACGCCAGAAAAAUA | 4796 | UAUUUUUCUGGCGUAAAUC
SiRNA 1773 1773 | AUUUACGCCAGAAAAAUAC | 4797 | GUAUUUUUCUGGCGUAAAU
siRNA 1774 1774 | UUUACGCCAGAAAAAUACG | 4798 | CGUAUUUUUCUGGCGUAAA
S1RNA 1775 1775 | UUACGCCAGAAAAAUACGC | 4799 | GCGUAUUUUUCUGGCGUAA
siRNA 1776 1776 | UACGCCAGAAAAAUACGCG | 4800 | CGCGUAUUUUUCUGGCGUA
siRNA 1777 1777 ACGCCAGAAAAAUACGCGU | 4801 | ACGCGUAUUUUUCUGGCGU
siRNA 1778 1778 | CGCCAGAARAAUACGCGUG | 4802 | CACGCGUAUUUUUCUGGCG
siRNA 1779 1779 | GCCAGAAAARAUACGCGUGC | 4803 | GCACGCGUAUUUUUCUGGC
siRNA 1780 1780 | CCAGAAAAAUACGCGUGCA | 4804 | UGCACGCGUAUUUUUCUGG
siRNA 1781 1781 | CAGAAAAAUACGCGUGCAA | 4805 | UUGCACGCGUAUUUUUCUG
siRNA 1782 1782 | AGAAAAAUACGCGUGCAAA | 4806 | UUUGCACGCGUAUUUUUCU
siRNA 1783 1783 | GARAAAUACGCGUGCARAAG | 4807 | CUUUGCACGCGUAUUUUUC
siRNA 1784 1784 | AAAAAUACGCGUGCAAAGA | 4808 | UCUUUGCACGCGUAUUUUU
siRNA 1785 1785 | AAAAUACGCGUGCAAAGAC | 4809 | GUCUUUGCACGCGUAUUUU
SiRNA 1786 1786 | AAAUACGCGUGCAAAGACC | 4810 | GGUCUUUGCACGCGUAUUU
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siRNA 1787 1787 | AAUACGCGUGCAAAGACCU | 4811 | AGGUCUUUGCACGCGUAUU
siRNA 1788 1788 | AUACGCGUGCAAAGACCUU | 4812 | AAGGUCUUUGCACGCGUAU
siRNA 1789 1789 | UACGCGUGCAAAGACCUUC | 4813 | GAAGGUCUUUGCACGCGUA
siRNA 1790 1790 | ACGCGUGCAAAGACCUUCG | 4814 | CGAAGGUCUUUGCACGCGU
siRNA 1791 1791 | CGCGUGCAAAGACCUUCGG | 4815 | CCGAAGGUCUUUGCACGCG
SiRNA 1792 1792 | GCGUGCAAAGACCUUCGGG | 4816 | CCCGAAGGUCUUUGCACGC
siRNA 1793 1793 | CGUGCAAAGACCUUCGGGA | 4817 | UCCCGAAGGUCUUUGCACG
S1iRNA 1794 1794 | GUGCAAAGACCUUCGGGAG | 4818 | CUCCCGAAGGUCUUUGCAC
siRNA 1795 1795 | UGCAAAGACCUUCGGGAGA | 4819 | UCUCCCGAAGGUCUUUGCA
SiRNA 1796 1796 | GCAAAGACCUUCGGGAGAA | 4820 | UUCUCCCGAAGGUCUUUGC
SiRNA 1797 1797 | CAAAGACCUUCGGGAGAAC | 4821 | GUUCUCCCGAAGGUCUUUG
S1iRNA 1798 1798 | AAAGACCUUCGGGAGAACU | 4822 | AGUUCUCCCGAAGGUCUUU
SiRNA 1799 1799 | AAGACCUUCGGGAGAACUU | 4823 | AAGUUCUCCCGAAGGUCUU
siRNA 1800 1800 | AGACCUUCGGGAGAACUUC | 4824 | GAAGUUCUCCCGAAGGUCU
SiRNA 1801 1801 | GACCUUCGGGAGAACUUCU | 4825 | AGAAGUUCUCCCGAAGGUC
siRNA 1802 1802 | ACCUUCGGGAGAACUUCUG | 4826 | CAGAAGUUCUCCCGAAGGU
S1RNA 1803 1803 | CCUUCGGGAGAACUUCUGC | 4827 | GCAGAAGUUCUCCCGAAGG
siRNA 1804 1804 | CUUCGGGAGAACUUCUGCC | 4828 | GGCAGAAGUUCUCCCGAAG
S1RNA 1805 1805 | UUCGGGAGAACUUCUGCCG | 4829 | CGGCAGAAGUUCUCCCGAA
siRNA 1806 1806 | UCGGGAGAACUUCUGCCGG | 4830 | CCGGCAGAAGUUCUCCCGA
siRNA 1807 1807 | CGGGAGAACUUCUGCCGGA | 4831 | UCCGGCAGAAGUUCUCCCG
siRNA 1808 1808 | GGGAGAACUUCUGCCGGAA | 4832 | UUCCGGCAGAAGUUCUCCC
siRNA 1809 1809 | GGAGAACUUCUGCCGGAAC | 4833 | GUUCCGGCAGAAGUUCUCC
siRNA 1810 1810 | GAGAACUUCUGCCGGAACC | 4834 | GGUUCCGGCAGAAGUUCUC
siRNA 1811 1811 | AGAACUUCUGCCGGAACCC | 4835 | GGGUUCCGGCAGAAGUUCU
siRNA 1812 1812 | GAACUUCUGCCGGAACCCC | 4836 | GGGGUUCCGGCAGAAGUUC
siRNA 1813 1813 | AACUUCUGCCGGAACCCCG | 4837 | CGGGGUUCCGGCAGAAGUU
siRNA 1814 1814 | ACUUCUGCCGGAACCCCGA | 4838 | UCGGGGUUCCGGCAGAAGU
siRNA 1815 1815 | CUUCUGCCGGAACCCCGAC | 4839 | GUCGGGGUUCCGGCAGAAG
siRNA 1816 1816 | UUCUGCCGGAACCCCGACG | 4840 | CGUCGGGGUUCCGGCAGAA
siRNA 1817 1817 | UCUGCCGGAACCCCGACGG | 4841 | CCGUCGGGGUUCCGGCAGA
siRNA 1818 1818 | CUGCCGGAACCCCGACGGC | 4842 | GCCGUCGGGGUUCCGGCAG
siRNA 1819 1819 | UGCCGGAACCCCGACGGCU | 4843 | AGCCGUCGGGGUUCCGGCA
SiRNA 1820 1820 | GCCGGAACCCCGACGGCUC | 4844 | GAGCCGUCGGGGUUCCGGC
siRNA 1821 1821 | CCGGAACCCCGACGGCUCA | 4845 | UGAGCCGUCGGGGUUCCGG
S1RNA 1822 1822 | CGGAACCCCGACGGCUCAG | 4846 | CUGAGCCGUCGGGGUUCCG
siRNA 1823 1823 | GGAACCCCGACGGCUCAGA | 4847 | UCUGAGCCGUCGGGGUUCC
S1RNA 1824 1824 | GAACCCCGACGGCUCAGAG | 4848 | CUCUGAGCCGUCGGGGUUC
siRNA 1825 1825 | AACCCCGACGGCUCAGAGG | 4849 | CCUCUGAGCCGUCGGGGUU
siRNA 1826 1826 | ACCCCGACGGCUCAGAGGC | 4850 | GCCUCUGAGCCGUCGGGGU
S1RNA 1827 1827 | CCCCGACGGCUCAGAGGCG | 4851 | CGCCUCUGAGCCGUCGGGG
siRNA 1828 1828 | CCCGACGGCUCAGAGGCGC | 4852 | GCGCCUCUGAGCCGUCGGG
siRNA 1829 1829 | CCGACGGCUCAGAGGCGCC | 4853 | GGCGCCUCUGAGCCGUCGG
siRNA 1830 1830 | CGACGGCUCAGAGGCGCCC | 4854 | GGGCGCCUCUGAGCCGUCG
siRNA 1831 1831 | GACGGCUCAGAGGCGCCCU | 4855 | AGGGCGCCUCUGAGCCGUC
siRNA 1832 1832 | ACGGCUCAGAGGCGCCCUG | 4856 | CAGGGCGCCUCUGAGCCGU
siRNA 1833 1833 | CGGCUCAGAGGCGCCCUGG | 4857 | CCAGGGCGCCUCUGAGCCG
siRNA 1834 1834 | GGCUCAGAGGCGCCCUGGU | 4858 | ACCAGGGCGCCUCUGAGCC
siRNA 1835 1835 | GCUCAGAGGCGCCCUGGUG | 4859 | CACCAGGGCGCCUCUGAGC
siRNA 1836 1836 | CUCAGAGGCGCCCUGGUGC | 4860 | GCACCAGGGCGCCUCUGAG
siRNA 1837 1837 | UCAGAGGCGCCCUGGUGCU | 4861 | AGCACCAGGGCGCCUCUGA
siRNA 1838 1838 | CAGAGGCGCCCUGGUGCUU | 4862 | AAGCACCAGGGCGCCUCUG
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siRNA 1839 1839 | AGAGGCGCCCUGGUGCUUC | 4863 | GAAGCACCAGGGCGCCUCU
siRNA 1840 1840 | GAGGCGCCCUGGUGCUUCA | 4864 | UGAAGCACCAGGGCGCCUC
siRNA 1841 1841 | AGGCGCCCUGGUGCUUCAC | 4865 | GUGAAGCACCAGGGCGCCU
siRNA 1842 1842 | GGCGCCCUGGUGCUUCACA | 4866 | UGUGAAGCACCAGGGCGCC
siRNA 1843 1843 | GCGCCCUGGUGCUUCACAC | 4867 | GUGUGAAGCACCAGGGCGC
siRNA 1844 1844 | CGCCCUGGUGCUUCACACU | 4868 | AGUGUGAAGCACCAGGGCG
siRNA 1845 1845 | GCCCUGGUGCUUCACACUG | 4869 | CAGUGUGAAGCACCAGGGC
SiRNA 1846 1846 | CCCUGGUGCUUCACACUGC | 4870 | GCAGUGUGAAGCACCAGGG
siRNA 1847 1847 | CCUGGUGCUUCACACUGCG | 4871 | CGCAGUGUGAAGCACCAGG
siRNA 1848 1848 | CUGGUGCUUCACACUGCGG | 4872 | CCGCAGUGUGAAGCACCAG
SsiRNA 1849 1849 | UGGUGCUUCACACUGCGGC | 4873 | GCCGCAGUGUGAAGCACCA
SiRNA 1850 1850 | GGUGCUUCACACUGCGGCC | 4874 | GGCCGCAGUGUGAAGCACC
siRNA 1851 1851 | GUGCUUCACACUGCGGCCC | 4875 | GGGCCGCAGUGUGAAGCAC
siRNA 1852 1852 | UGCUUCACACUGCGGCCCG | 4876 | CGGGCCGCAGUGUGAAGCA
S1RNA 1853 1853 | GCUUCACACUGCGGCCCGG | 4877 | CCGGGCCGCAGUGUGAAGC
siRNA 1854 1854 | CUUCACACUGCGGCCCGGC | 4878 | GCCGGGCCGCAGUGUGAAG
S1RNA 1855 1855 | UUCACACUGCGGCCCGGCA | 4879 | UGCCGGGCCGCAGUGUGAA
siRNA 1856 1856 | UCACACUGCGGCCCGGCAU | 4880 | AUGCCGGGCCGCAGUGUGA
S1RNA 1857 1857 | CACACUGCGGCCCGGCAUG | 4881 | CAUGCCGGGCCGCAGUGUG
siRNA 1858 1858 | ACACUGCGGCCCGGCAUGC | 4882 | GCAUGCCGGGCCGCAGUGU
siRNA 1859 1859 | CACUGCGGCCCGGCAUGCG | 4883 | CGCAUGCCGGGCCGCAGUG
siRNA 1860 1860 | ACUGCGGCCCGGCAUGCGC | 4884 | GCGCAUGCCGGGCCGCAGU
siRNA 1861 1861 | CUGCGGCCCGGCAUGCGCG | 4885 | CGCGCAUGCCGGGCCGCAG
siRNA 1862 1862 | UGCGGCCCGGCAUGCGCGC | 4886 | GCGCGCAUGCCGGGCCGCA
siRNA 1863 1863 | GCGGCCCGGCAUGCGCGCG | 4887 | CGCGCGCAUGCCGGGCCGC
siRNA 1864 1864 | CGGCCCGGCAUGCGCGCGG | 4888 | CCGCGCGCAUGCCGGGCCG
siRNA 1865 1865 | GGCCCGGCAUGCGCGCGGC | 4889 | GCCGCGCGCAUGCCGGGCC
siRNA 1866 1866 | GCCCGGCAUGCGCGCGGCC | 4890 | GGCCGCGCGCAUGCCGGGC
siRNA 1867 1867 | CCCGGCAUGCGCGCGGCCU | 4891 | AGGCCGCGCGCAUGCCGGG
siRNA 1868 1868 | CCGGCAUGCGCGCGGCCUU | 4892 | AAGGCCGCGCGCAUGCCGG
siRNA 1869 1869 | CGGCAUGCGCGCGGCCUUU | 4893 | AAAGGCCGCGCGCAUGCCG
siRNA 1870 1870 | GGCAUGCGCGCGGCCUUUU | 4894 | AAAAGGCCGCGCGCAUGCC
siRNA 1871 1871 | GCAUGCGCGCGGCCUUUUG | 4895 | CAAAAGGCCGCGCGCAUGC
SiRNA 1872 1872 | CAUGCGCGCGGCCUUUUGC | 4896 | GCAAAAGGCCGCGCGCAUG
SiRNA 1873 1873 | AUGCGCGCGGCCUUUUGCU | 4897 | AGCAAAAGGCCGCGCGCAU
S1RNA 1874 1874 | UGCGCGCGGCCUUUUGCUA | 4898 | UAGCAAAAGGCCGCGCGCA
siRNA 1875 1875 | GCGCGCGGCCUUUUGCUAC | 4899 | GUAGCAAAAGGCCGCGCGC
S1RNA 1876 1876 | CGCGCGGCCUUUUGCUACC | 4900 | GGUAGCAAAAGGCCGCGCG
siRNA 1877 1877 | GCGCGGCCUUUUGCUACCA | 4901 | UGGUAGCAAAAGGCCGCGC
siRNA 1878 1878 | CGCGGCCUUUUGCUACCAG | 4902 | CUGGUAGCAAAAGGCCGCG
SiRNA 1879 1879 | GCGGCCUUUUGCUACCAGA | 4903 | UCUGGUAGCAAAAGGCCGC
siRNA 1880 1880 | CGGCCUUUUGCUACCAGAU | 4904 | AUCUGGUAGCAAAAGGCCG
siRNA 1881 1881 | GGCCUUUUGCUACCAGAUC | 4905 | GAUCUGGUAGCAAAAGGCC
siRNA 1882 1882 | GCCUUUUGCUACCAGAUCC | 4906 | GGAUCUGGUAGCAAAAGGC
siRNA 1883 1883 | CCUUUUGCUACCAGAUCCG | 4907 | CGGAUCUGGUAGCAAAAGG
siRNA 1884 1884 | CUUUUGCUACCAGAUCCGG | 4908 | CCGGAUCUGGUAGCAAAAG
siRNA 1885 1885 | UUUUGCUACCAGAUCCGGC | 4909 | GCCGGAUCUGGUAGCAAAA
siRNA 1886 1886 | UUUGCUACCAGAUCCGGCG | 4910 | CGCCGGAUCUGGUAGCAAA
siRNA 1887 1887 | UUGCUACCAGAUCCGGCGU | 4911 | ACGCCGGAUCUGGUAGCAA
siRNA 1888 1888 | UGCUACCAGAUCCGGCGUU | 4912 | AACGCCGGAUCUGGUAGCA
siRNA 1889 1889 | GCUACCAGAUCCGGCGUUG | 4913 | CAACGCCGGAUCUGGUAGC
siRNA 1890 1890 | CUACCAGAUCCGGCGUUGU | 4914 | ACAACGCCGGAUCUGGUAG
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siRNA 1891 1891 | UACCAGAUCCGGCGUUGUA | 4915 | UACAACGCCGGAUCUGGUA
siRNA 1892 1892 | ACCAGAUCCGGCGUUGUAC | 4916 | GUACAACGCCGGAUCUGGU
siRNA 1893 1893 | CCAGAUCCGGCGUUGUACA | 4917 | UGUACAACGCCGGAUCUGG
siRNA 1894 1894 | CAGAUCCGGCGUUGUACAG | 4918 | CUGUACAACGCCGGAUCUG
siRNA 1895 1895 | AGAUCCGGCGUUGUACAGA | 4919 | UCUGUACAACGCCGGAUCU
siRNA 1896 1896 | GAUCCGGCGUUGUACAGAC | 4920 | GUCUGUACAACGCCGGAUC
siRNA 1897 1897 | AUCCGGCGUUGUACAGACG | 4921 | CGUCUGUACAACGCCGGAU
siRNA 1898 1898 | UCCGGCGUUGUACAGACGA | 4922 | UCGUCUGUACAACGCCGGA
siRNA 1899 1899 | CCGGCGUUGUACAGACGAC | 4923 | GUCGUCUGUACAACGCCGG
siRNA 1900 1900 | CGGCGUUGUACAGACGACG | 4924 | CGUCGUCUGUACAACGCCG
siRNA 1901 1901 | GGCGUUGUACAGACGACGU | 4925 | ACGUCGUCUGUACAACGCC
S1RNA 1902 1902 | GCGUUGUACAGACGACGUG | 4926 | CACGUCGUCUGUACAACGC
siRNA 1903 1903 | CGUUGUACAGACGACGUGC | 4927 | GCACGUCGUCUGUACAACG
siRNA 1904 1904 | GUUGUACAGACGACGUGCG | 4928 | CGCACGUCGUCUGUACAAC
S1iRNA 1905 1905 | UUGUACAGACGACGUGCGG | 4929 | CCGCACGUCGUCUGUACAA
siRNA 1906 1906 | UGUACAGACGACGUGCGGC | 4930 | GCCGCACGUCGUCUGUACA
S1RNA 1907 1907 | GUACAGACGACGUGCGGCC | 4931 | GGCCGCACGUCGUCUGUAC
siRNA 1908 1908 | UACAGACGACGUGCGGCCC | 4932 | GGGCCGCACGUCGUCUGUA
S1iRNA 1909 1909 | ACAGACGACGUGCGGCCCC | 4933 | GGGGCCGCACGUCGUCUGU
siRNA 1910 1910 | CAGACGACGUGCGGCCCCA | 4934 | UGGGGCCGCACGUCGUCUG
siRNA 1911 1911 | AGACGACGUGCGGCCCCAG | 4935 | CUGGGGCCGCACGUCGUCU
siRNA 1912 1912 | GACGACGUGCGGCCCCAGG | 4936 | CCUGGGGCCGCACGUCGUC
siRNA 1913 1913 | ACGACGUGCGGCCCCAGGA | 4937 | UCCUGGGGCCGCACGUCGU
siRNA 1914 1914 | CGACGUGCGGCCCCAGGAC | 4938 | GUCCUGGGGCCGCACGUCG
siRNA 1915 1915 | GACGUGCGGCCCCAGGACU | 4939 | AGUCCUGGGGCCGCACGUC
siRNA 1916 1916 | ACGUGCGGCCCCAGGACUG | 4940 | CAGUCCUGGGGCCGCACGU
siRNA 1917 1917 | CGUGCGGCCCCAGGACUGC | 4941 | GCAGUCCUGGGGCCGCACG
siRNA 1918 1918 | GUGCGGCCCCAGGACUGCU | 4942 | AGCAGUCCUGGGGCCGCAC
siRNA 1919 1919 | UGCGGCCCCAGGACUGCUA | 4943 | UAGCAGUCCUGGGGCCGCA
SiRNA 1920 1920 | GCGGCCCCAGGACUGCUAC | 4944 | GUAGCAGUCCUGGGGCCGC
siRNA 1921 1921 | CGGCCCCAGGACUGCUACC | 4945 | GGUAGCAGUCCUGGGGCCG
SiRNA 1922 1922 | GGCCCCAGGACUGCUACCA | 4946 | UGGUAGCAGUCCUGGGGCC
SiRNA 1923 1923 | GCCCCAGGACUGCUACCAC | 4947 | GUGGUAGCAGUCCUGGGGC
S1RNA 1924 1924 | CCCCAGGACUGCUACCACG | 4948 | CGUGGUAGCAGUCCUGGGG
siRNA 1925 1925 | CCCAGGACUGCUACCACGG | 4949 | CCGUGGUAGCAGUCCUGGG
S1RNA 1926 1926 | CCAGGACUGCUACCACGGC | 4950 | GCCGUGGUAGCAGUCCUGG
SiRNA 1927 1927 | CAGGACUGCUACCACGGCG | 4951 | CGCCGUGGUAGCAGUCCUG
SiRNA 1928 1928 | AGGACUGCUACCACGGCGC | 4952 | GCGCCGUGGUAGCAGUCCU
SiRNA 1929 1929 | GGACUGCUACCACGGCGCA | 4953 | UGCGCCGUGGUAGCAGUCC
siRNA 1930 1930 | GACUGCUACCACGGCGCAG | 4954 | CUGCGCCGUGGUAGCAGUC
S1RNA 1931 1931 | ACUGCUACCACGGCGCAGG | 4955 | CCUGCGCCGUGGUAGCAGU
siRNA 1932 1932 | CUGCUACCACGGCGCAGGG | 4956 | CCCUGCGCCGUGGUAGCAG
siRNA 1933 1933 | UGCUACCACGGCGCAGGGG | 4957 | CCCCUGCGCCGUGGUAGCA
siRNA 1934 1934 | GCUACCACGGCGCAGGGGA | 4958 | UCCCCUGCGCCGUGGUAGC
siRNA 1935 1935 | CUACCACGGCGCAGGGGAG | 4959 | CUCCCCUGCGCCGUGGUAG
siRNA 1936 1936 | UACCACGGCGCAGGGGAGC | 4960 | GCUCCCCUGCGCCGUGGUA
siRNA 1937 1937 | ACCACGGCGCAGGGGAGCA | 4961 | UGCUCCCCUGCGCCGUGGU
siRNA 1938 1938 | CCACGGCGCAGGGGAGCAG | 4962 | CUGCUCCCCUGCGCCGUGG
siRNA 1939 1939 | CACGGCGCAGGGGAGCAGU | 4963 | ACUGCUCCCCUGCGCCGUG
siRNA 1940 1940 | ACGGCGCAGGGGAGCAGUA | 4964 | UACUGCUCCCCUGCGCCGU
siRNA 1941 1941 | CGGCGCAGGGGAGCAGUAC | 4965 | GUACUGCUCCCCUGCGCCG
SiRNA 1942 1942 | GGCGCAGGGGAGCAGUACC | 4966 | GGUACUGCUCCCCUGCGCC
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siRNA 1943 1943 | GCGCAGGGGAGCAGUACCG | 4967 | CGGUACUGCUCCCCUGCGC
siRNA 1944 1944 | CGCAGGGGAGCAGUACCGC | 4968 | GCGGUACUGCUCCCCUGCG
siRNA 1945 1945 | GCAGGGGAGCAGUACCGCG | 4969 | CGCGGUACUGCUCCCCUGC
siRNA 1946 1946 | CAGGGGAGCAGUACCGCGG | 4970 | CCGCGGUACUGCUCCCCUG
siRNA 1947 1947 | AGGGGAGCAGUACCGCGGC | 4971 | GCCGCGGUACUGCUCCCCU
siRNA 1948 1948 | GGGGAGCAGUACCGCGGCA | 4972 | UGCCGCGGUACUGCUCCCC
siRNA 1949 1949 | GGGAGCAGUACCGCGGCAC | 4973 | GUGCCGCGGUACUGCUCCC
siRNA 1950 1950 | GGAGCAGUACCGCGGCACG | 4974 | CGUGCCGCGGUACUGCUCC
siRNA 1951 1951 | GAGCAGUACCGCGGCACGG | 4975 | CCGUGCCGCGGUACUGCUC
SiRNA 1952 1952 | AGCAGUACCGCGGCACGGU | 4976 | ACCGUGCCGCGGUACUGCU
SiRNA 1953 1953 | GCAGUACCGCGGCACGGUC | 4977 | GACCGUGCCGCGGUACUGC
S1RNA 1954 1954 | CAGUACCGCGGCACGGUCA | 4978 | UGACCGUGCCGCGGUACUG
siRNA 1955 1955 | AGUACCGCGGCACGGUCAG | 4979 | CUGACCGUGCCGCGGUACU
siRNA 1956 1956 | GUACCGCGGCACGGUCAGC | 4980 | GCUGACCGUGCCGCGGUAC
S1RNA 1957 1957 | UACCGCGGCACGGUCAGCA | 4981 | UGCUGACCGUGCCGCGGUA
siRNA 1958 1958 | ACCGCGGCACGGUCAGCAA | 4982 | UUGCUGACCGUGCCGCGGU
S1RNA 1959 1959 | CCGCGGCACGGUCAGCARAG | 4983 | CUUGCUGACCGUGCCGCGG
siRNA 1960 1960 | CGCGGCACGGUCAGCAAGA | 4984 | UCUUGCUGACCGUGCCGCG
S1iRNA 1961 1961 | GCGGCACGGUCAGCAAGAC | 4985 | GUCUUGCUGACCGUGCCGC
siRNA 1962 1962 | CGGCACGGUCAGCAAGACC | 4986 | GGUCUUGCUGACCGUGCCG
siRNA 1963 1963 | GGCACGGUCAGCAAGACCC | 4987 | GGGUCUUGCUGACCGUGCC
siRNA 1964 1964 | GCACGGUCAGCAAGACCCG | 4988 | CGGGUCUUGCUGACCGUGC
siRNA 1965 1965 | CACGGUCAGCAAGACCCGC | 4989 | GCGGGUCUUGCUGACCGUG
siRNA 1966 1966 | ACGGUCAGCAAGACCCGCA | 4990 | UGCGGGUCUUGCUGACCGU
siRNA 1967 1967 | CGGUCAGCAAGACCCGCAA | 4991 | UUGCGGGUCUUGCUGACCG
siRNA 1968 1968 | GGUCAGCAAGACCCGCAAG | 4992 | CUUGCGGGUCUUGCUGACC
siRNA 1969 1969 | GUCAGCAAGACCCGCAAGG | 4993 | CCUUGCGGGUCUUGCUGAC
siRNA 1970 1970 | UCAGCAAGACCCGCAAGGG | 4994 | CCCUUGCGGGUCUUGCUGA
siRNA 1971 1971 | CAGCAAGACCCGCAAGGGU | 4995 | ACCCUUGCGGGUCUUGCUG
SiRNA 1972 1972 | AGCAAGACCCGCAAGGGUG | 4996 | CACCCUUGCGGGUCUUGCU
siRNA 1973 1973 | GCAAGACCCGCAAGGGUGU | 4997 | ACACCCUUGCGGGUCUUGC
siRNA 1974 1974 | CAAGACCCGCAAGGGUGUC | 4998 | GACACCCUUGCGGGUCUUG
siRNA 1975 1975 | AAGACCCGCAAGGGUGUCC | 4999 | GGACACCCUUGCGGGUCUU
SiRNA 1976 1976 | AGACCCGCAAGGGUGUCCA | 5000 | UGGACACCCUUGCGGGUCU
siRNA 1977 1977 | GACCCGCAAGGGUGUCCAG | 5001 | CUGGACACCCUUGCGGGUC
S1RNA 1978 1978 | ACCCGCAAGGGUGUCCAGU | 5002 | ACUGGACACCCUUGCGGGU
siRNA 1979 1979 | CCCGCAAGGGUGUCCAGUG | 5003 | CACUGGACACCCUUGCGGG
S1RNA 1980 1980 | CCGCAAGGGUGUCCAGUGC | 5004 | GCACUGGACACCCUUGCGG
siRNA 1981 1981 | CGCAAGGGUGUCCAGUGCC | 5005 | GGCACUGGACACCCUUGCG
siRNA 1982 1982 | GCAAGGGUGUCCAGUGCCA | 5006 | UGGCACUGGACACCCUUGC
S1RNA 1983 1983 | CAAGGGUGUCCAGUGCCAG | 5007 | CUGGCACUGGACACCCUUG
siRNA 1984 1984 | AAGGGUGUCCAGUGCCAGC | 5008 | GCUGGCACUGGACACCCUU
siRNA 1985 1985 | AGGGUGUCCAGUGCCAGCG | 5009 | CGCUGGCACUGGACACCCU
siRNA 1986 1986 | GGGUGUCCAGUGCCAGCGC | 5010 | GCGCUGGCACUGGACACCC
siRNA 1987 1987 | GGUGUCCAGUGCCAGCGCU | 5011 | AGCGCUGGCACUGGACACC
siRNA 1988 1988 | GUGUCCAGUGCCAGCGCUG | 5012 | CAGCGCUGGCACUGGACAC
siRNA 1989 1989 | UGUCCAGUGCCAGCGCUGG | 5013 | CCAGCGCUGGCACUGGACA
siRNA 1990 1990 | GUCCAGUGCCAGCGCUGGU | 5014 | ACCAGCGCUGGCACUGGAC
siRNA 1991 1991 | UCCAGUGCCAGCGCUGGUC | 5015 | GACCAGCGCUGGCACUGGA
siRNA 1992 1992 | CCAGUGCCAGCGCUGGUCC | 5016 | GGACCAGCGCUGGCACUGG
siRNA 1993 1993 | CAGUGCCAGCGCUGGUCCG | 5017 | CGGACCAGCGCUGGCACUG
SiRNA 1994 1994 | AGUGCCAGCGCUGGUCCGC | 5018 | GCGGACCAGCGCUGGCACU
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siRNA 1995 1995 | GUGCCAGCGCUGGUCCGCU | 5019 | AGCGGACCAGCGCUGGCAC
siRNA 1996 1996 | UGCCAGCGCUGGUCCGCUG | 5020 | CAGCGGACCAGCGCUGGCA
siRNA 1997 1997 | GCCAGCGCUGGUCCGCUGA | 5021 | UCAGCGGACCAGCGCUGGC
siRNA 1998 1998 | CCAGCGCUGGUCCGCUGAG | 5022 | CUCAGCGGACCAGCGCUGG
siRNA 1999 1999 | CAGCGCUGGUCCGCUGAGA | 5023 | UCUCAGCGGACCAGCGCUG
siRNA 2000 2000 | AGCGCUGGUCCGCUGAGAC | 5024 | GUCUCAGCGGACCAGCGCU
siRNA 2001 2001 | GCGCUGGUCCGCUGAGACG [ 5025 | CGUCUCAGCGGACCAGCGC
siRNA 2002 2002 | CGCUGGUCCGCUGAGACGC | 5026 | GCGUCUCAGCGGACCAGCG
siRNA 2003 2003 | GCUGGUCCGCUGAGACGCC [ 5027 | GGCGUCUCAGCGGACCAGC
siRNA 2004 2004 | CUGGUCCGCUGAGACGCCG | 5028 | CGGCGUCUCAGCGGACCAG
siRNA 2005 2005 | UGGUCCGCUGAGACGCCGC | 5029 | GCGGCGUCUCAGCGGACCA
S1RNA 2006 [ 2006 | GGUCCGCUGAGACGCCGCA | 5030 | UGCGGCGUCUCAGCGGACC
siRNA 2007 2007 | GUCCGCUGAGACGCCGCAC [ 5031 | GUGCGGCGUCUCAGCGGAC
siRNA 2008 2008 | UCCGCUGAGACGCCGCACA | 5032 | UGUGCGGCGUCUCAGCGGA
S1RNA 2009 2009 | CCGCUGAGACGCCGCACAA | 5033 | UUGUGCGGCGUCUCAGCGG
siRNA 2010 2010 | CGCUGAGACGCCGCACAAG | 5034 | CUUGUGCGGCGUCUCAGCG
SiRNA 2011 2011 | GCUGAGACGCCGCACAAGC [ 5035 | GCUUGUGCGGCGUCUCAGC
siRNA 2012 2012 | CUGAGACGCCGCACAAGCC [ 5036 | GGCUUGUGCGGCGUCUCAG
S1RNA 2013 2013 | UGAGACGCCGCACAAGCCG | 5037 | CGGCUUGUGCGGCGUCUCA
siRNA 2014 2014 | GAGACGCCGCACAAGCCGC [ 5038 | GCGGCUUGUGCGGCGUCUC
siRNA 2015 2015 | AGACGCCGCACAAGCCGCA [ 5039 | UGCGGCUUGUGCGGCGUCU
siRNA 2016 | 2016 | GACGCCGCACAAGCCGCAG | 5040 | CUGCGGCUUGUGCGGCGUC
siRNA 2017 2017 | ACGCCGCACAAGCCGCAGU [ 5041 | ACUGCGGCUUGUGCGGCGU
siRNA 2018 2018 | CGCCGCACAAGCCGCAGUU | 5042 | AACUGCGGCUUGUGCGGCG
siRNA 2019 2019 | GCCGCACAAGCCGCAGUUC [ 5043 | GAACUGCGGCUUGUGCGGC
siRNA 2020 2020 | CCGCACAAGCCGCAGUUCA | 5044 | UGAACUGCGGCUUGUGCGG
siRNA 2021 2021 | CGCACAAGCCGCAGUUCAC [ 5045 | GUGAACUGCGGCUUGUGCG
siRNA 2022 2022 | GCACAAGCCGCAGUUCACG [ 5046 | CGUGAACUGCGGCUUGUGC
siRNA 2023 2023 | CACAAGCCGCAGUUCACGU | 5047 | ACGUGAACUGCGGCUUGUG
SiRNA 2024 2024 | ACAAGCCGCAGUUCACGUU | 5048 | AACGUGAACUGCGGCUUGU
siRNA 2025 2025 | CAAGCCGCAGUUCACGUUU | 5049 | AAACGUGAACUGCGGCUUG
siRNA 2026 | 2026| AAGCCGCAGUUCACGUUUA | 5050 | UAAACGUGAACUGCGGCUU
SiRNA 2027 2027 | AGCCGCAGUUCACGUUUAC | 5051 | GUAAACGUGAACUGCGGCU
SsiRNA 2028 2028 | GCCGCAGUUCACGUUUACC | 5052 | GGUAAACGUGAACUGCGGC
SiRNA 2029 2029 | CCGCAGUUCACGUUUACCU | 5053 | AGGUAAACGUGAACUGCGG
S1RNA 2030 2030 | CGCAGUUCACGUUUACCUC | 5054 | GAGGUAAACGUGAACUGCG
SiRNA 2031 2031 | GCAGUUCACGUUUACCUCC | 5055 | GGAGGUAAACGUGAACUGC
S1RNA 2032 2032 | CAGUUCACGUUUACCUCCG | 5056 | CGGAGGUAAACGUGAACUG
SiRNA 2033 2033 | AGUUCACGUUUACCUCCGA | 5057 | UCGGAGGUAAACGUGAACU
siRNA 2034 2034 | GUUCACGUUUACCUCCGAA | 5058 | UUCGGAGGUAAACGUGAAC
S1RNA 2035 2035 | UUCACGUUUACCUCCGAAC | 5059 | GUUCGGAGGUAAACGUGAA
siRNA 2036 | 2036 | UCACGUUUACCUCCGAACC [ 5060 | GGUUCGGAGGUAAACGUGA
siRNA 2037 2037 | CACGUUUACCUCCGAACCG | 5061 | CGGUUCGGAGGUAAACGUG
siRNA 2038 2038 | ACGUUUACCUCCGAACCGC [ 5062 | GCGGUUCGGAGGUAAACGU
siRNA 2039 2039 | CGUUUACCUCCGAACCGCA | 5063 | UGCGGUUCGGAGGUAAACG
siRNA 2040 2040 | GUUUACCUCCGAACCGCAU | 5064 | AUGCGGUUCGGAGGUAARAC
siRNA 2041 2041 | UUUACCUCCGAACCGCAUG | 5065 | CAUGCGGUUCGGAGGUAAA
siRNA 2042 2042 | UUACCUCCGAACCGCAUGC | 5066 | GCAUGCGGUUCGGAGGUAA
siRNA 2043 2043 | UACCUCCGAACCGCAUGCA | 5067 | UGCAUGCGGUUCGGAGGUA
siRNA 2044 2044 | ACCUCCGAACCGCAUGCAC [ 5068 | GUGCAUGCGGUUCGGAGGU
siRNA 2045 2045 | CCUCCGAACCGCAUGCACA | 5069 | UGUGCAUGCGGUUCGGAGG
SiRNA 2046 | 2046| CUCCGAACCGCAUGCACAA | 5070 | UUGUGCAUGCGGUUCGGAG
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siRNA 2047 2047 | UCCGAACCGCAUGCACAAC | 5071 | GUUGUGCAUGCGGUUCGGA
siRNA 2048 2048 | CCGAACCGCAUGCACAACU [ 5072 | AGUUGUGCAUGCGGUUCGG
siRNA 2049 2049 | CGAACCGCAUGCACAACUG | 5073 | CAGUUGUGCAUGCGGUUCG
siRNA 2050 2050 | GAACCGCAUGCACAACUGG [ 5074 | CCAGUUGUGCAUGCGGUUC
siRNA 2051 2051 | AACCGCAUGCACAACUGGA | 5075 | UCCAGUUGUGCAUGCGGUU
SiRNA 2052 2052 | ACCGCAUGCACAACUGGAG | 5076 | CUCCAGUUGUGCAUGCGGU
siRNA 2053 2053 | CCGCAUGCACAACUGGAGG | 5077 | CCUCCAGUUGUGCAUGCGG
siRNA 2054 2054 | CGCAUGCACAACUGGAGGA | 5078 | UCCUCCAGUUGUGCAUGCG
siRNA 2055 2055 | GCAUGCACAACUGGAGGAG [ 5079 | CUCCUCCAGUUGUGCAUGC
siRNA 2056 | 2056 | CAUGCACAACUGGAGGAGA | 5080 | UCUCCUCCAGUUGUGCAUG
siRNA 2057 2057 | AUGCACAACUGGAGGAGAA | 5081 | UUCUCCUCCAGUUGUGCAU
siRNA 2058 2058 | UGCACAACUGGAGGAGAAC | 5082 | GUUCUCCUCCAGUUGUGCA
siRNA 2059 2059 | GCACAACUGGAGGAGAACU | 5083 | AGUUCUCCUCCAGUUGUGC
siRNA 2060 2060 | CACAACUGGAGGAGAACUU | 5084 | AAGUUCUCCUCCAGUUGUG
S1iRNA 2061 2061 | ACAACUGGAGGAGAACUUC | 5085 | GAAGUUCUCCUCCAGUUGU
siRNA 2062 2062 | CAACUGGAGGAGAACUUCU | 5086 | AGAAGUUCUCCUCCAGUUG
S1RNA 2063 2063 | AACUGGAGGAGAACUUCUG | 5087 | CAGAAGUUCUCCUCCAGUU
siRNA 2064 2064 | ACUGGAGGAGAACUUCUGC | 5088 | GCAGAAGUUCUCCUCCAGU
S1RNA 2065 2065 | CUGGAGGAGAACUUCUGCC | 5089 | GGCAGAAGUUCUCCUCCAG
siRNA 2066 | 2066 | UGGAGGAGAACUUCUGCCG [ 5090 | CGGCAGAAGUUCUCCUCCA
siRNA 2067 2067 | GGAGGAGAACUUCUGCCGG [ 5091 | CCGGCAGAAGUUCUCCUCC
siRNA 2068 2068 | GAGGAGAACUUCUGCCGGA | 5092 | UCCGGCAGAAGUUCUCCUC
siRNA 2069 2069 | AGGAGAACUUCUGCCGGAA | 5093 | UUCCGGCAGAAGUUCUCCU
siRNA 2070 2070 | GGAGAACUUCUGCCGGAAC [ 5094 | GUUCCGGCAGAAGUUCUCC
siRNA 2071 2071 | GAGAACUUCUGCCGGAACC [ 5095 | GGUUCCGGCAGAAGUUCUC
siRNA 2072 2072 | AGAACUUCUGCCGGAACCC [ 5096 | GGGUUCCGGCAGAAGUUCU
siRNA 2073 | 2073 | GAACUUCUGCCGGAACCCA | 5097 | UGGGUUCCGGCAGAAGUUC
siRNA 2074 2074 | AACUUCUGCCGGAACCCAG [ 5098 | CUGGGUUCCGGCAGAAGUU
siRNA 2075 2075 | ACUUCUGCCGGAACCCAGA [ 5099 | UCUGGGUUCCGGCAGAAGU
SiRNA 2076 | 2076| CUUCUGCCGGAACCCAGAU | 5100 | AUCUGGGUUCCGGCAGAAG
siRNA 2077 2077 | UUCUGCCGGAACCCAGAUG | 5101 | CAUCUGGGUUCCGGCAGAA
siRNA 2078 2078 | UCUGCCGGAACCCAGAUGG | 5102 | CCAUCUGGGUUCCGGCAGA
SiRNA 2079 2079 | CUGCCGGAACCCAGAUGGG | 5103 | CCCAUCUGGGUUCCGGCAG
S1iRNA 2080 2080 | UGCCGGAACCCAGAUGGGG | 5104 | CCCCAUCUGGGUUCCGGCA
siRNA 2081 2081 | GCCGGAACCCAGAUGGGGA | 5105 | UCCCCAUCUGGGUUCCGGC
S1RNA 2082 2082 | CCGGAACCCAGAUGGGGAU | 5106 | AUCCCCAUCUGGGUUCCGG
siRNA 2083 2083 | CGGAACCCAGAUGGGGAUA | 5107 | UAUCCCCAUCUGGGUUCCG
S1RNA 2084 2084 | GGAACCCAGAUGGGGAUAG | 5108 | CUAUCCCCAUCUGGGUUCC
siRNA 2085 2085 | GAACCCAGAUGGGGAUAGC [ 5109 | GCUAUCCCCAUCUGGGUUC
siRNA 2086 | 2086 | AACCCAGAUGGGGAUAGCC | 5110 | GGCUAUCCCCAUCUGGGUU
S1RNA 2087 2087 | ACCCAGAUGGGGAUAGCCA [ 5111 | UGGCUAUCCCCAUCUGGGU
siRNA 2088 2088 | CCCAGAUGGGGAUAGCCAU | 5112 | AUGGCUAUCCCCAUCUGGG
siRNA 2089 2089 | CCAGAUGGGGAUAGCCAUG | 5113 | CAUGGCUAUCCCCAUCUGG
siRNA 2090 2090 | CAGAUGGGGAUAGCCAUGG | 5114 | CCAUGGCUAUCCCCAUCUG
siRNA 2091 2091 | AGAUGGGGAUAGCCAUGGG | 5115 | CCCAUGGCUAUCCCCAUCU
siRNA 2092 2092 | GAUGGGGAUAGCCAUGGGC [ 5116 | GCCCAUGGCUAUCCCCAUC
siRNA 2093 2093 | AUGGGGAUAGCCAUGGGCC [ 5117 | GGCCCAUGGCUAUCCCCAU
siRNA 2094 2094 | UGGGGAUAGCCAUGGGCCC | 5118 | GGGCCCAUGGCUAUCCCCA
siRNA 2095 2095 | GGGGAUAGCCAUGGGCCCU [ 5119 | AGGGCCCAUGGCUAUCCCC
siRNA 2096 | 2096 | GGGAUAGCCAUGGGCCCUG | 5120 | CAGGGCCCAUGGCUAUCCC
siRNA 2097 2097 | GGAUAGCCAUGGGCCCUGG | 5121 | CCAGGGCCCAUGGCUAUCC
siRNA 2098 2098 | GAUAGCCAUGGGCCCUGGU | 5122 | ACCAGGGCCCAUGGCUAUC
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siRNA 2099 2099 | AUAGCCAUGGGCCCUGGUG | 5123 | CACCAGGGCCCAUGGCUAU
siRNA 2100 2100 | UAGCCAUGGGCCCUGGUGC | 5124 | GCACCAGGGCCCAUGGCUA
siRNA 2101 2101 | AGCCAUGGGCCCUGGUGCU | 5125 | AGCACCAGGGCCCAUGGCU
siRNA 2102 2102 | GCCAUGGGCCCUGGUGCUA [ 5126 | UAGCACCAGGGCCCAUGGC
siRNA 2103 2103 | CCAUGGGCCCUGGUGCUAC [ 5127 | GUAGCACCAGGGCCCAUGG
SiRNA 2104 2104 | CAUGGGCCCUGGUGCUACA | 5128 | UGUAGCACCAGGGCCCAUG
siRNA 2105 2105 | AUGGGCCCUGGUGCUACAC [ 5129 | GUGUAGCACCAGGGCCCAU
SiRNA 2106 | 2106| UGGGCCCUGGUGCUACACG | 5130 | CGUGUAGCACCAGGGCCCA
siRNA 2107 2107 | GGGCCCUGGUGCUACACGA | 5131 | UCGUGUAGCACCAGGGCCC
siRNA 2108 2108 | GGCCCUGGUGCUACACGAU | 5132 | AUCGUGUAGCACCAGGGCC
SiRNA 2109 2109 | GCCCUGGUGCUACACGAUG | 5133 | CAUCGUGUAGCACCAGGGC
SiRNA 2110 2110 | CCCUGGUGCUACACGAUGG | 5134 | CCAUCGUGUAGCACCAGGG
siRNA 2111 2111 | CCUGGUGCUACACGAUGGA | 5135 | UCCAUCGUGUAGCACCAGG
siRNA 2112 2112 | CUGGUGCUACACGAUGGAC | 5136 | GUCCAUCGUGUAGCACCAG
SiRNA 2113 2113 | UGGUGCUACACGAUGGACC | 5137 | GGUCCAUCGUGUAGCACCA
siRNA 2114 2114 | GGUGCUACACGAUGGACCC [ 5138 | GGGUCCAUCGUGUAGCACC
SsiRNA 2115 2115 | GUGCUACACGAUGGACCCA | 5139 | UGGGUCCAUCGUGUAGCAC
siRNA 2116 | 2116 | UGCUACACGAUGGACCCAA [ 5140 | UUGGGUCCAUCGUGUAGCA
SiRNA 2117 2117 | GCUACACGAUGGACCCAAG | 5141 | CUUGGGUCCAUCGUGUAGC
siRNA 2118 2118 | CUACACGAUGGACCCAAGG | 5142 | CCUUGGGUCCAUCGUGUAG
siRNA 2119 2119 | UACACGAUGGACCCAAGGA | 5143 | UCCUUGGGUCCAUCGUGUA
siRNA 2120 2120 | ACACGAUGGACCCAAGGAC | 5144 | GUCCUUGGGUCCAUCGUGU
siRNA 2121 2121 | CACGAUGGACCCAAGGACC | 5145 | GGUCCUUGGGUCCAUCGUG
siRNA 2122 2122 | ACGAUGGACCCAAGGACCC [ 5146 | GGGUCCUUGGGUCCAUCGU
siRNA 2123 2123 | CGAUGGACCCAAGGACCCC | 5147 | GGGGUCCUUGGGUCCAUCG
siRNA 2124 2124 | GAUGGACCCAAGGACCCCA [ 5148 | UGGGGUCCUUGGGUCCAUC
siRNA 2125 2125 | AUGGACCCAAGGACCCCAU | 5149 | AUGGGGUCCUUGGGUCCAU
siRNA 2126 | 2126 | UGGACCCAAGGACCCCAUU [ 5150 | AAUGGGGUCCUUGGGUCCA
siRNA 2127 2127 | GGACCCAAGGACCCCAUUC [ 5151 | GAAUGGGGUCCUUGGGUCC
siRNA 2128 2128 | GACCCAAGGACCCCAUUCG | 5152 | CGAAUGGGGUCCUUGGGUC
siRNA 2129 2129 | ACCCAAGGACCCCAUUCGA | 5153 | UCGAAUGGGGUCCUUGGGU
siRNA 2130 2130 | CCCAAGGACCCCAUUCGAC | 5154 | GUCGAAUGGGGUCCUUGGG
SsiRNA 2131 2131 | CCAAGGACCCCAUUCGACU | 5155 | AGUCGAAUGGGGUCCUUGG
S1RNA 2132 2132 | CAAGGACCCCAUUCGACUA | 5156 | UAGUCGAAUGGGGUCCUUG
siRNA 2133 2133 | AAGGACCCCAUUCGACUAC | 5157 | GUAGUCGAAUGGGGUCCUU
S1RNA 2134 2134 | AGGACCCCAUUCGACUACU | 5158 | AGUAGUCGAAUGGGGUCCU
siRNA 2135 2135 | GGACCCCAUUCGACUACUG | 5159 | CAGUAGUCGAAUGGGGUCC
S1RNA 2136 | 2136| GACCCCAUUCGACUACUGU | 5160 | ACAGUAGUCGAAUGGGGUC
SiRNA 2137 2137 | ACCCCAUUCGACUACUGUG | 5161 | CACAGUAGUCGAAUGGGGU
siRNA 2138 2138 | CCCCAUUCGACUACUGUGC | 5162 | GCACAGUAGUCGAAUGGGG
S1iRNA 2139 2139 | CCCAUUCGACUACUGUGCC | 5163 | GGCACAGUAGUCGAAUGGG
siRNA 2140 2140 | CCAUUCGACUACUGUGCCC | 5164 | GGGCACAGUAGUCGAAUGG
siRNA 2141 2141 | CAUUCGACUACUGUGCCCU | 5165 | AGGGCACAGUAGUCGAAUG
siRNA 2142 2142 | AUUCGACUACUGUGCCCUG [ 5166 | CAGGGCACAGUAGUCGAAU
siRNA 2143 2143 | UUCGACUACUGUGCCCUGC | 5167 | GCAGGGCACAGUAGUCGAA
siRNA 2144 2144 | UCGACUACUGUGCCCUGCG | 5168 | CGCAGGGCACAGUAGUCGA
siRNA 2145 2145 | CGACUACUGUGCCCUGCGA | 5169 | UCGCAGGGCACAGUAGUCG
siRNA 2146 | 2146 | GACUACUGUGCCCUGCGAC | 5170 | GUCGCAGGGCACAGUAGUC
siRNA 2147 2147 | ACUACUGUGCCCUGCGACG [ 5171 | CGUCGCAGGGCACAGUAGU
siRNA 2148 2148 | CUACUGUGCCCUGCGACGC [ 5172 | GCGUCGCAGGGCACAGUAG
siRNA 2149 2149 | UACUGUGCCCUGCGACGCU | 5173 | AGCGUCGCAGGGCACAGUA
SiRNA 2150 2150 | ACUGUGCCCUGCGACGCUG | 5174 | CAGCGUCGCAGGGCACAGU
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siRNA 2151 2151 | CUGUGCCCUGCGACGCUGC [ 5175 | GCAGCGUCGCAGGGCACAG
siRNA 2152 2152 | UGUGCCCUGCGACGCUGCG | 5176 | CGCAGCGUCGCAGGGCACA
siRNA 2153 2153 | GUGCCCUGCGACGCUGCGC [ 5177 | GCGCAGCGUCGCAGGGCAC
siRNA 2154 2154 | UGCCCUGCGACGCUGCGCU | 5178 | AGCGCAGCGUCGCAGGGCA
siRNA 2155 2155 | GCCCUGCGACGCUGCGCUG | 5179 | CAGCGCAGCGUCGCAGGGC
SiRNA 2156 | 2156| CCCUGCGACGCUGCGCUGA | 5180 | UCAGCGCAGCGUCGCAGGG
siRNA 2157 2157 | CCUGCGACGCUGCGCUGAU | 5181 | AUCAGCGCAGCGUCGCAGG
siRNA 2158 2158 | CUGCGACGCUGCGCUGAUG | 5182 | CAUCAGCGCAGCGUCGCAG
siRNA 2159 2159 | UGCGACGCUGCGCUGAUGA | 5183 | UCAUCAGCGCAGCGUCGCA
SiRNA 2160 2160 | GCGACGCUGCGCUGAUGAC | 5184 | GUCAUCAGCGCAGCGUCGC
siRNA 2161 2161 | CGACGCUGCGCUGAUGACC | 5185 | GGUCAUCAGCGCAGCGUCG
S1RNA 2162 2162 | GACGCUGCGCUGAUGACCA | 5186 | UGGUCAUCAGCGCAGCGUC
SiRNA 2163 2163 | ACGCUGCGCUGAUGACCAG | 5187 | CUGGUCAUCAGCGCAGCGU
siRNA 2164 2164 | CGCUGCGCUGAUGACCAGC | 5188 | GCUGGUCAUCAGCGCAGCG
S1RNA 2165 2165 | GCUGCGCUGAUGACCAGCC [ 5189 | GGCUGGUCAUCAGCGCAGC
siRNA 2166 | 2166 | CUGCGCUGAUGACCAGCCG [ 5190 | CGGCUGGUCAUCAGCGCAG
S1RNA 2167 2167 | UGCGCUGAUGACCAGCCGC | 5191 | GCGGCUGGUCAUCAGCGCA
siRNA 2168 2168 | GCGCUGAUGACCAGCCGCC [ 5192 | GGCGGCUGGUCAUCAGCGC
S1RNA 2169 2169 | CGCUGAUGACCAGCCGCCA | 5193 | UGGCGGCUGGUCAUCAGCG
siRNA 2170 2170 | GCUGAUGACCAGCCGCCAU | 5194 | AUGGCGGCUGGUCAUCAGC
siRNA 2171 2171 | CUGAUGACCAGCCGCCAUC [ 5195 | GAUGGCGGCUGGUCAUCAG
siRNA 2172 2172 | UGAUGACCAGCCGCCAUCA | 5196 | UGAUGGCGGCUGGUCAUCA
siRNA 2173 2173 | GAUGACCAGCCGCCAUCAA [ 5197 | UUGAUGGCGGCUGGUCAUC
siRNA 2174 2174 | AUGACCAGCCGCCAUCAAU | 5198 | AUUGAUGGCGGCUGGUCAU
siRNA 2175 2175 | UGACCAGCCGCCAUCAAUC [ 5199 | GAUUGAUGGCGGCUGGUCA
siRNA 2176 | 2176 | GACCAGCCGCCAUCAAUCC | 5200 | GGAUUGAUGGCGGCUGGUC
siRNA 2177 2177 | ACCAGCCGCCAUCAAUCCU | 5201 | AGGAUUGAUGGCGGCUGGU
siRNA 2178 2178 | CCAGCCGCCAUCAAUCCUG | 5202 | CAGGAUUGAUGGCGGCUGG
siRNA 2179 2179 | CAGCCGCCAUCAAUCCUGG | 5203 | CCAGGAUUGAUGGCGGCUG
siRNA 2180 2180 | AGCCGCCAUCAAUCCUGGA | 5204 | UCCAGGAUUGAUGGCGGCU
siRNA 2181 2181 | GCCGCCAUCAAUCCUGGAC [ 5205 | GUCCAGGAUUGAUGGCGGC
siRNA 2182 2182 | CCGCCAUCAAUCCUGGACC [ 5206 | GGUCCAGGAUUGAUGGCGG
siRNA 2183 2183 | CGCCAUCAAUCCUGGACCC | 5207 | GGGUCCAGGAUUGAUGGCG
S1iRNA 2184 2184 | GCCAUCAAUCCUGGACCCC | 5208 | GGGGUCCAGGAUUGAUGGC
siRNA 2185 2185 | CCAUCAAUCCUGGACCCCC | 5209 | GGGGGUCCAGGAUUGAUGG
S1RNA 2186 | 2186| CAUCRAUCCUGGACCCCCC | 5210 | GGGGGGUCCAGGAUUGAUG
siRNA 2187 2187 | AUCAAUCCUGGACCCCCCA | 5211 | UGGGGGGUCCAGGAUUGAU
siRNA 2188 2188 | UCAAUCCUGGACCCCCCAG | 5212 | CUGGGGGGUCCAGGAUUGA
SiRNA 2189 2189 | CAAUCCUGGACCCCCCAGA | 5213 | UCUGGGGGGUCCAGGAUUG
siRNA 2190 2190 | AAUCCUGGACCCCCCAGAC | 5214 | GUCUGGGGGGUCCAGGAUU
S1RNA 2191 2191 | AUCCUGGACCCCCCAGACC [ 5215 | GGUCUGGGGGGUCCAGGAU
siRNA 2192 2192 | UCCUGGACCCCCCAGACCA | 5216 | UGGUCUGGGGGGUCCAGGA
siRNA 2193 2193 | CCUGGACCCCCCAGACCAG | 5217 | CUGGUCUGGGGGGUCCAGG
siRNA 2194 2194 | CUGGACCCCCCAGACCAGG | 5218 | CCUGGUCUGGGGGGUCCAG
siRNA 2195 2195 | UGGACCCCCCAGACCAGGU | 5219 | ACCUGGUCUGGGGGGUCCA
siRNA 2196 | 2196| GGACCCCCCAGACCAGGUG | 5220 | CACCUGGUCUGGGGGGUCC
siRNA 2197 2197 | GACCCCCCAGACCAGGUGC [ 5221 | GCACCUGGUCUGGGGGGUC
siRNA 2198 2198 | ACCCCCCAGACCAGGUGCA | 5222 | UGCACCUGGUCUGGGGGGU
siRNA 2199 2199 | CCCCCCAGACCAGGUGCAG | 5223 | CUGCACCUGGUCUGGGGGG
siRNA 2200 2200 | CCCCCAGACCAGGUGCAGU | 5224 | ACUGCACCUGGUCUGGGGG
siRNA 2201 2201 | CCCCAGACCAGGUGCAGUU | 5225 | AACUGCACCUGGUCUGGGG
SiRNA 2202 2202 | CCCAGACCAGGUGCAGUUU | 5226 | AAACUGCACCUGGUCUGGG

-199-



WO 2022/266037 PCT/US2022/033344
siRNA 2203 2203 | CCAGACCAGGUGCAGUUUG | 5227 | CAAACUGCACCUGGUCUGG
siRNA 2204 2204 | CAGACCAGGUGCAGUUUGA | 5228 | UCAAACUGCACCUGGUCUG
siRNA 2205 2205 | AGACCAGGUGCAGUUUGAG | 5229 | CUCAAACUGCACCUGGUCU
siRNA 2206 | 2206 | GACCAGGUGCAGUUUGAGA | 5230 | UCUCAAACUGCACCUGGUC
siRNA 2207 2207 | ACCAGGUGCAGUUUGAGAA | 5231 | UUCUCAAACUGCACCUGGU
siRNA 2208 2208 | CCAGGUGCAGUUUGAGAAG | 5232 | CUUCUCAAACUGCACCUGG
siRNA 2209 2209 | CAGGUGCAGUUUGAGAAGU | 5233 | ACUUCUCAAACUGCACCUG
siRNA 2210 2210 | AGGUGCAGUUUGAGAAGUG | 5234 | CACUUCUCAAACUGCACCU
siRNA 2211 2211 | GGUGCAGUUUGAGAAGUGU | 5235 | ACACUUCUCAAACUGCACC
SiRNA 2212 2212 | GUGCAGUUUGAGAAGUGUG | 5236 | CACACUUCUCAAACUGCAC
SiRNA 2213 2213 | UGCAGUUUGAGAAGUGUGG | 5237 | CCACACUUCUCAAACUGCA
S1RNA 2214 2214 | GCAGUUUGAGAAGUGUGGC | 5238 | GCCACACUUCUCAAACUGC
siRNA 2215 2215 | CAGUUUGAGAAGUGUGGCA | 5239 | UGCCACACUUCUCAAACUG
siRNA 2216 | 2216 | AGUUUGAGAAGUGUGGCAA | 5240 | UUGCCACACUUCUCAAACU
S1RNA 2217 2217 | GUUUGAGAAGUGUGGCAAG | 5241 | CUUGCCACACUUCUCAAAC
siRNA 2218 2218 | UUUGAGAAGUGUGGCAAGA | 5242 | UCUUGCCACACUUCUCAAA
S1RNA 2219 2219 | UUGAGAAGUGUGGCAAGAG | 5243 | CUCUUGCCACACUUCUCAA
siRNA 2220 2220 | UGAGAAGUGUGGCAAGAGG | 5244 | CCUCUUGCCACACUUCUCA
S1RNA 2221 2221 | GAGAAGUGUGGCAAGAGGG | 5245 | CCCUCUUGCCACACUUCUC
siRNA 2222 2222 | AGAAGUGUGGCAAGAGGGU | 5246 | ACCCUCUUGCCACACUUCU
siRNA 2223 2223 | GAAGUGUGGCAAGAGGGUG | 5247 | CACCCUCUUGCCACACUUC
siRNA 2224 2224 | AAGUGUGGCAAGAGGGUGG | 5248 | CCACCCUCUUGCCACACUU
siRNA 2225 2225 | AGUGUGGCAAGAGGGUGGA | 5249 | UCCACCCUCUUGCCACACU
siRNA 2226 | 2226 | GUGUGGCAAGAGGGUGGAU | 5250 | AUCCACCCUCUUGCCACAC
siRNA 2227 2227 | UGUGGCAAGAGGGUGGAUC | 5251 | GAUCCACCCUCUUGCCACA
siRNA 2228 2228 | GUGGCAAGAGGGUGGAUCG [ 5252 | CGAUCCACCCUCUUGCCAC
siRNA 2229 2229 | UGGCAAGAGGGUGGAUCGG | 5253 | CCGAUCCACCCUCUUGCCA
siRNA 2230 2230 | GGCAAGAGGGUGGAUCGGC [ 5254 | GCCGAUCCACCCUCUUGCC
siRNA 2231 2231 | GCAAGAGGGUGGAUCGGCU | 5255 | AGCCGAUCCACCCUCUUGC
SiRNA 2232 2232 | CAAGAGGGUGGAUCGGCUG | 5256 | CAGCCGAUCCACCCUCUUG
siRNA 2233 2233 | AAGAGGGUGGAUCGGCUGG [ 5257 | CCAGCCGAUCCACCCUCUU
SiRNA 2234 2234 | AGAGGGUGGAUCGGCUGGA | 5258 | UCCAGCCGAUCCACCCUCU
SiRNA 2235 2235 | GAGGGUGGAUCGGCUGGAU | 5259 | AUCCAGCCGAUCCACCCUC
S1iRNA 2236 | 2236 AGGGUGGAUCGGCUGGAUC | 5260 | GAUCCAGCCGAUCCACCCU
SiRNA 2237 2237 | GGGUGGAUCGGCUGGAUCA | 5261 | UGAUCCAGCCGAUCCACCC
S1RNA 2238 2238 | GGUGGAUCGGCUGGAUCAG | 5262 | CUGAUCCAGCCGAUCCACC
siRNA 2239 2239 | GUGGAUCGGCUGGAUCAGC | 5263 | GCUGAUCCAGCCGAUCCAC
S1RNA 2240 2240 | UGGAUCGGCUGGAUCAGCG | 5264 | CGCUGAUCCAGCCGAUCCA
S1iRNA 2241 2241 | GGAUCGGCUGGAUCAGCGG | 5265 | CCGCUGAUCCAGCCGAUCC
siRNA 2242 2242 | GAUCGGCUGGAUCAGCGGC | 5266 | GCCGCUGAUCCAGCCGAUC
S1RNA 2243 2243 | AUCGGCUGGAUCAGCGGCG | 5267 | CGCCGCUGAUCCAGCCGAU
siRNA 2244 2244 | UCGGCUGGAUCAGCGGCGU | 5268 | ACGCCGCUGAUCCAGCCGA
siRNA 2245 2245 | CGGCUGGAUCAGCGGCGUU | 5269 | AACGCCGCUGAUCCAGCCG
siRNA 2246 | 2246 | GGCUGGAUCAGCGGCGUUC | 5270 | GAACGCCGCUGAUCCAGCC
siRNA 2247 2247 | GCUGGAUCAGCGGCGUUCC [ 5271 | GGAACGCCGCUGAUCCAGC
siRNA 2248 2248 | CUGGAUCAGCGGCGUUCCA | 5272 | UGGAACGCCGCUGAUCCAG
siRNA 2249 2249 | UGGAUCAGCGGCGUUCCAA | 5273 | UUGGAACGCCGCUGAUCCA
siRNA 2250 2250 | GGAUCAGCGGCGUUCCAAG | 5274 | CUUGGAACGCCGCUGAUCC
siRNA 2251 2251 | GAUCAGCGGCGUUCCAAGC [ 5275 | GCUUGGAACGCCGCUGAUC
siRNA 2252 2252 | AUCAGCGGCGUUCCAAGCU | 5276 | AGCUUGGAACGCCGCUGAU
siRNA 2253 2253 | UCAGCGGCGUUCCAAGCUG | 5277 | CAGCUUGGAACGCCGCUGA
SiRNA 2254 2254 | CAGCGGCGUUCCAAGCUGC | 5278 | GCAGCUUGGAACGCCGCUG
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siRNA 2255 2255 | AGCGGCGUUCCAAGCUGCG | 5279 | CGCAGCUUGGAACGCCGCU
siRNA 2256 | 2256 | GCGGCGUUCCAAGCUGCGC | 5280 | GCGCAGCUUGGAACGCCGC
siRNA 2257 2257 | CGGCGUUCCAAGCUGCGCG | 5281 | CGCGCAGCUUGGAACGCCG
siRNA 2258 2258 | GGCGUUCCAAGCUGCGCGU | 5282 | ACGCGCAGCUUGGAACGCC
siRNA 2259 2259 | GCGUUCCAAGCUGCGCGUG [ 5283 | CACGCGCAGCUUGGAACGC
SiRNA 2260 2260 | CGUUCCAAGCUGCGCGUGG | 5284 | CCACGCGCAGCUUGGAACG
siRNA 2261 2261 | GUUCCAAGCUGCGCGUGGU | 5285 | ACCACGCGCAGCUUGGAAC
S1RNA 2262 2262 | UUCCAAGCUGCGCGUGGUU | 5286 | AACCACGCGCAGCUUGGAA
siRNA 2263 2263 | UCCAAGCUGCGCGUGGUUG | 5287 | CAACCACGCGCAGCUUGGA
S1iRNA 2264 2264 | CCAAGCUGCGCGUGGUUGG | 5288 | CCAACCACGCGCAGCUUGG
SiRNA 2265 2265 | CAAGCUGCGCGUGGUUGGG | 5289 | CCCAACCACGCGCAGCUUG
S1RNA 2266 | 2266 | AAGCUGCGCGUGGUUGGGG | 5290 | CCCCAACCACGCGCAGCUU
SiRNA 2267 2267 | AGCUGCGCGUGGUUGGGGG | 5291 | CCCCCAACCACGCGCAGCU
siRNA 2268 2268 | GCUGCGCGUGGUUGGGGGC | 5292 | GCCCCCAACCACGCGCAGC
S1RNA 2269 2269 | CUGCGCGUGGUUGGGGGCC | 5293 | GGCCCCCAACCACGCGCAG
siRNA 2270 2270 | UGCGCGUGGUUGGGGGCCA | 5294 | UGGCCCCCAACCACGCGCA
S1RNA 2271 2271 | GCGCGUGGUUGGGGGCCAU [ 5295 | AUGGCCCCCAACCACGCGC
siRNA 2272 2272 | CGCGUGGUUGGGGGCCAUC | 5296 | GAUGGCCCCCAACCACGCG
S1RNA 2273 2273 | GCGUGGUUGGGGGCCAUCC [ 5297 | GGAUGGCCCCCAACCACGC
siRNA 2274 2274 | CGUGGUUGGGGGCCAUCCG | 5298 | CGGAUGGCCCCCAACCACG
siRNA 2275 2275 | GUGGUUGGGGGCCAUCCGG | 5299 | CCGGAUGGCCCCCAACCAC
siRNA 2276 | 2276 | UGGUUGGGGGCCAUCCGGG [ 5300 [ CCCGGAUGGCCCCCAACCA
siRNA 2277 2277 | GGUUGGGGGCCAUCCGGGC | 5301 | GCCCGGAUGGCCCCCAACC
siRNA 2278 2278 | GUUGGGGGCCAUCCGGGCA | 5302 | UGCCCGGAUGGCCCCCAAC
siRNA 2279 2279 | UUGGGGGCCAUCCGGGCAA | 5303 | UUGCCCGGAUGGCCCCCAA
siRNA 2280 2280 | UGGGGGCCAUCCGGGCAAC [ 5304 | GUUGCCCGGAUGGCCCCCA
siRNA 2281 2281 | GGGGGCCAUCCGGGCAACU | 5305 | AGUUGCCCGGAUGGCCCCC
siRNA 2282 2282 | GGGGCCAUCCGGGCAACUC [ 5306 | GAGUUGCCCGGAUGGCCCC
siRNA 2283 2283 | GGGCCAUCCGGGCAACUCA | 5307 | UGAGUUGCCCGGAUGGCCC
SiRNA 2284 2284 | GGCCAUCCGGGCAACUCAC | 5308 | GUGAGUUGCCCGGAUGGCC
siRNA 2285 2285 | GCCAUCCGGGCAACUCACC [ 5309 | GGUGAGUUGCCCGGAUGGC
SiRNA 2286 | 2286| CCAUCCGGGCAACUCACCC | 5310 | GGGUGAGUUGCCCGGAUGG
siRNA 2287 2287 | CAUCCGGGCAACUCACCCU | 5311 | AGGGUGAGUUGCCCGGAUG
siRNA 2288 2288 | AUCCGGGCAACUCACCCUG | 5312 | CAGGGUGAGUUGCCCGGAU
SiRNA 2289 2289 | UCCGGGCAACUCACCCUGG | 5313 | CCAGGGUGAGUUGCCCGGA
S1RNA 2290 2290 | CCGGGCAACUCACCCUGGA | 5314 | UCCAGGGUGAGUUGCCCGG
SiRNA 2291 2291 | CGGGCAACUCACCCUGGAC | 5315 | GUCCAGGGUGAGUUGCCCG
S1RNA 2292 2292 | GGGCAACUCACCCUGGACA | 5316 | UGUCCAGGGUGAGUUGCCC
SiRNA 2293 2293 | GGCAACUCACCCUGGACAG | 5317 | CUGUCCAGGGUGAGUUGCC
siRNA 2294 2294 | GCAACUCACCCUGGACAGU | 5318 | ACUGUCCAGGGUGAGUUGC
S1RNA 2295 2295 | CAACUCACCCUGGACAGUC | 5319 | GACUGUCCAGGGUGAGUUG
siRNA 2296 | 2296 | AACUCACCCUGGACAGUCA | 5320 | UGACUGUCCAGGGUGAGUU
siRNA 2297 2297 | ACUCACCCUGGACAGUCAG | 5321 | CUGACUGUCCAGGGUGAGU
siRNA 2298 2298 | CUCACCCUGGACAGUCAGC | 5322 | GCUGACUGUCCAGGGUGAG
siRNA 2299 2299 | UCACCCUGGACAGUCAGCU | 5323 | AGCUGACUGUCCAGGGUGA
siRNA 2300 2300 | CACCCUGGACAGUCAGCUU | 5324 | AAGCUGACUGUCCAGGGUG
siRNA 2301 2301 | ACCCUGGACAGUCAGCUUG | 5325 | CAAGCUGACUGUCCAGGGU
siRNA 2302 2302 | CCCUGGACAGUCAGCUUGC | 5326 | GCAAGCUGACUGUCCAGGG
siRNA 2303 2303 | CCUGGACAGUCAGCUUGCG | 5327 | CGCAAGCUGACUGUCCAGG
siRNA 2304 2304 | CUGGACAGUCAGCUUGCGG | 5328 | CCGCAAGCUGACUGUCCAG
siRNA 2305 2305 | UGGACAGUCAGCUUGCGGA | 5329 | UCCGCAAGCUGACUGUCCA
SiRNA 2306 | 2306| GGACAGUCAGCUUGCGGAA | 5330 | UUCCGCAAGCUGACUGUCC
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siRNA 2307 2307 | GACAGUCAGCUUGCGGAAU | 5331 | AUUCCGCAAGCUGACUGUC
siRNA 2308 2308 | ACAGUCAGCUUGCGGAAUC [ 5332 | GAUUCCGCAAGCUGACUGU
siRNA 2309 2309 | CAGUCAGCUUGCGGAAUCG | 5333 | CGAUUCCGCAAGCUGACUG
siRNA 2310 2310 | AGUCAGCUUGCGGAAUCGG | 5334 | CCGAUUCCGCAAGCUGACU
siRNA 2311 2311 | GUCAGCUUGCGGAAUCGGC [ 5335 | GCCGAUUCCGCAAGCUGAC
SiRNA 2312 2312 | UCAGCUUGCGGAAUCGGCA | 5336 | UGCCGAUUCCGCAAGCUGA
siRNA 2313 2313 | CAGCUUGCGGAAUCGGCAG [ 5337 | CUGCCGAUUCCGCAAGCUG
siRNA 2314 2314 | AGCUUGCGGAAUCGGCAGG | 5338 | CCUGCCGAUUCCGCAAGCU
siRNA 2315 2315 | GCUUGCGGAAUCGGCAGGG [ 5339 | CCCUGCCGAUUCCGCAAGC
SiRNA 2316 | 2316| CUUGCGGAAUCGGCAGGGC | 5340 | GCCCUGCCGAUUCCGCRAG
sSiRNA 2317 2317 | UUGCGGAAUCGGCAGGGCC | 5341 | GGCCCUGCCGAUUCCGCAA
siRNA 2318 2318 | UGCGGAAUCGGCAGGGCCA | 5342 | UGGCCCUGCCGAUUCCGCA
siRNA 2319 2319 | GCGGAAUCGGCAGGGCCAG | 5343 | CUGGCCCUGCCGAUUCCGC
siRNA 2320 2320 | CGGAAUCGGCAGGGCCAGC | 5344 | GCUGGCCCUGCCGAUUCCG
S1iRNA 2321 2321 | GGAAUCGGCAGGGCCAGCA | 5345 | UGCUGGCCCUGCCGAUUCC
siRNA 2322 2322 | GAAUCGGCAGGGCCAGCAU | 5346 | AUGCUGGCCCUGCCGAUUC
S1RNA 2323 2323 | AAUCGGCAGGGCCAGCAUU | 5347 | AAUGCUGGCCCUGCCGAUU
siRNA 2324 2324 | AUCGGCAGGGCCAGCAUUU | 5348 | AAAUGCUGGCCCUGCCGAU
S1RNA 2325 2325 | UCGGCAGGGCCAGCAUUUC | 5349 | GAAAUGCUGGCCCUGCCGA
siRNA 2326 | 2326| CGGCAGGGCCAGCAUUUCU [ 5350 [ AGAAAUGCUGGCCCUGCCG
siRNA 2327 2327 | GGCAGGGCCAGCAUUUCUG | 5351 | CAGAAAUGCUGGCCCUGCC
siRNA 2328 2328 | GCAGGGCCAGCAUUUCUGC | 5352 | GCAGAAAUGCUGGCCCUGC
siRNA 2329 | 2329 | CAGGGCCAGCAUUUCUGCG [ 5353 | CGCAGAAAUGCUGGCCCUG
siRNA 2330 2330 | AGGGCCAGCAUUUCUGCGG | 5354 | CCGCAGAAAUGCUGGCCCU
siRNA 2331 2331 | GGGCCAGCAUUUCUGCGGG | 5355 | CCCGCAGAAAUGCUGGCCC
siRNA 2332 2332 | GGCCAGCAUUUCUGCGGGG | 5356 | CCCCGCAGAAAUGCUGGCC
siRNA 2333 2333 | GCCAGCAUUUCUGCGGGGG | 5357 | CCCCCGCAGAAAUGCUGGC
siRNA 2334 2334 | CCAGCAUUUCUGCGGGGGG | 5358 | CCCCCCGCAGAAAUGCUGG
siRNA 2335 2335 | CAGCAUUUCUGCGGGGGGU [ 5359 | ACCCCCCGCAGAAAUGCUG
SiRNA 2336 | 2336 AGCAUUUCUGCGGGGGGUC | 5360 | GACCCCCCGCAGAAAUGCU
siRNA 2337 2337 | GCAUUUCUGCGGGGGGUCU [ 5361 | AGACCCCCCGCAGAAAUGC
siRNA 2338 2338 | CAUUUCUGCGGGGGGUCUC | 5362 | GAGACCCCCCGCAGAAAUG
siRNA 2339 2339 | AUUUCUGCGGGGGGUCUCU | 5363 | AGAGACCCCCCGCAGAAAU
S1RNA 2340 2340 | UUUCUGCGGGGGGUCUCUA | 5364 | UAGAGACCCCCCGCAGAAA
siRNA 2341 2341 | UUCUGCGGGGGGUCUCUAG | 5365 | CUAGAGACCCCCCGCAGAA
S1RNA 2342 2342 | UCUGCGGGGGGUCUCUAGU | 5366 | ACUAGAGACCCCCCGCAGA
S1iRNA 2343 2343 | CUGCGGGGGGUCUCUAGUG | 5367 | CACUAGAGACCCCCCGCAG
S1RNA 2344 2344 | UGCGGGGGGUCUCUAGUGA | 5368 | UCACUAGAGACCCCCCGCA
S1iRNA 2345 2345 | GCGGGGGGUCUCUAGUGAA | 5369 | UUCACUAGAGACCCCCCGC
siRNA 2346 | 2346| CGGGGGGUCUCUAGUGAAG [ 5370 | CUUCACUAGAGACCCCCCG
S1RNA 2347 2347 | GGGGGGUCUCUAGUGAAGG | 5371 | CCUUCACUAGAGACCCCCC
siRNA 2348 2348 | GGGGGUCUCUAGUGAAGGA | 5372 | UCCUUCACUAGAGACCCCC
siRNA 2349 2349 | GGGGUCUCUAGUGAAGGAG | 5373 | CUCCUUCACUAGAGACCCC
siRNA 2350 2350 | GGGUCUCUAGUGAAGGAGC | 5374 | GCUCCUUCACUAGAGACCC
siRNA 2351 2351 | GGUCUCUAGUGAAGGAGCA | 5375 | UGCUCCUUCACUAGAGACC
siRNA 2352 2352 | GUCUCUAGUGAAGGAGCAG | 5376 | CUGCUCCUUCACUAGAGAC
siRNA 2353 2353 | UCUCUAGUGAAGGAGCAGU | 5377 | ACUGCUCCUUCACUAGAGA
siRNA 2354 2354 | CUCUAGUGAAGGAGCAGUG | 5378 | CACUGCUCCUUCACUAGAG
siRNA 2355 2355 | UCUAGUGAAGGAGCAGUGG | 5379 | CCACUGCUCCUUCACUAGA
siRNA 2356 | 2356 | CUAGUGAAGGAGCAGUGGA | 5380 | UCCACUGCUCCUUCACUAG
siRNA 2357 2357 | UAGUGAAGGAGCAGUGGAU | 5381 | AUCCACUGCUCCUUCACUA
siRNA 2358 2358 | AGUGAAGGAGCAGUGGAUA | 5382 | UAUCCACUGCUCCUUCACU
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siRNA 2359 2359 | GUGAAGGAGCAGUGGAUAC | 5383 | GUAUCCACUGCUCCUUCAC
siRNA 2360 2360 | UGAAGGAGCAGUGGAUACU | 5384 | AGUAUCCACUGCUCCUUCA
siRNA 2361 2361 | GAAGGAGCAGUGGAUACUG | 5385 | CAGUAUCCACUGCUCCUUC
siRNA 2362 2362 | AAGGAGCAGUGGAUACUGA | 5386 | UCAGUAUCCACUGCUCCUU
siRNA 2363 2363 | AGGAGCAGUGGAUACUGAC | 5387 | GUCAGUAUCCACUGCUCCU
SiRNA 2364 2364 | GGAGCAGUGGAUACUGACU | 5388 | AGUCAGUAUCCACUGCUCC
siRNA 2365 2365 | GAGCAGUGGAUACUGACUG | 5389 | CAGUCAGUAUCCACUGCUC
S1iRNA 2366 | 2366 | AGCAGUGGAUACUGACUGC | 5390 | GCAGUCAGUAUCCACUGCU
siRNA 2367 2367 | GCAGUGGAUACUGACUGCC [ 5391 | GGCAGUCAGUAUCCACUGC
siRNA 2368 2368 | CAGUGGAUACUGACUGCCC [ 5392 | GGGCAGUCAGUAUCCACUG
SiRNA 2369 2369 | AGUGGAUACUGACUGCCCG | 5393 | CGGGCAGUCAGUAUCCACU
S1RNA 2370 2370 | GUGGAUACUGACUGCCCGG | 5394 | CCGGGCAGUCAGUAUCCAC
siRNA 2371 2371 | UGGAUACUGACUGCCCGGC | 5395 | GCCGGGCAGUCAGUAUCCA
siRNA 2372 2372 | GGAUACUGACUGCCCGGCA | 5396 | UGCCGGGCAGUCAGUAUCC
S1RNA 2373 2373 | GAUACUGACUGCCCGGCAG | 5397 | CUGCCGGGCAGUCAGUAUC
siRNA 2374 2374 | AUACUGACUGCCCGGCAGU [ 5398 | ACUGCCGGGCAGUCAGUAU
S1RNA 2375 2375 | UACUGACUGCCCGGCAGUG | 5399 | CACUGCCGGGCAGUCAGUA
siRNA 2376 | 2376 | ACUGACUGCCCGGCAGUGC | 5400 | GCACUGCCGGGCAGUCAGU
S1RNA 2377 2377 | CUGACUGCCCGGCAGUGCU | 5401 | AGCACUGCCGGGCAGUCAG
siRNA 2378 2378 | UGACUGCCCGGCAGUGCUU | 5402 | AAGCACUGCCGGGCAGUCA
siRNA 2379 2379 | GACUGCCCGGCAGUGCUUC | 5403 | GAAGCACUGCCGGGCAGUC
siRNA 2380 2380 | ACUGCCCGGCAGUGCUUCU | 5404 | AGAAGCACUGCCGGGCAGU
siRNA 2381 2381 | CUGCCCGGCAGUGCUUCUC | 5405 | GAGAAGCACUGCCGGGCAG
siRNA 2382 2382 | UGCCCGGCAGUGCUUCUCC | 5406 | GGAGAAGCACUGCCGGGCA
siRNA 2383 2383 | GCCCGGCAGUGCUUCUCCU | 5407 | AGGAGAAGCACUGCCGGGC
siRNA 2384 2384 | CCCGGCAGUGCUUCUCCUC [ 5408 | GAGGAGAAGCACUGCCGGG
siRNA 2385 2385 | CCGGCAGUGCUUCUCCUCC | 5409 | GGAGGAGAAGCACUGCCGG
siRNA 2386 | 2386 | CGGCAGUGCUUCUCCUCCU | 5410 | AGGAGGAGAAGCACUGCCG
siRNA 2387 2387 | GGCAGUGCUUCUCCUCCUG | 5411 | CAGGAGGAGAAGCACUGCC
siRNA 2388 2388 | GCAGUGCUUCUCCUCCUGC | 5412 | GCAGGAGGAGAAGCACUGC
siRNA 2389 2389 | CAGUGCUUCUCCUCCUGCC | 5413 | GGCAGGAGGAGAAGCACUG
siRNA 2390 2390 | AGUGCUUCUCCUCCUGCCA | 5414 | UGGCAGGAGGAGAAGCACU
SsiRNA 2391 2391 | GUGCUUCUCCUCCUGCCAU | 5415 | AUGGCAGGAGGAGAAGCAC
S1RNA 2392 2392 | UGCUUCUCCUCCUGCCAUA | 5416 | UAUGGCAGGAGGAGAAGCA
SiRNA 2393 2393 | GCUUCUCCUCCUGCCAUAU | 5417 | AUAUGGCAGGAGGAGAAGC
S1RNA 2394 2394 | CUUCUCCUCCUGCCAUAUG | 5418 | CAUAUGGCAGGAGGAGAAG
SiRNA 2395 2395 | UUCUCCUCCUGCCAUAUGC | 5419 | GCAUAUGGCAGGAGGAGAA
S1RNA 2396 | 2396 | UCUCCUCCUGCCAUAUGCC | 5420 | GGCAUAUGGCAGGAGGAGA
SiRNA 2397 2397 | CUCCUCCUGCCAUAUGCCU | 5421 | AGGCAUAUGGCAGGAGGAG
siRNA 2398 2398 | UCCUCCUGCCAUAUGCCUC | 5422 | GAGGCAUAUGGCAGGAGGA
S1RNA 2399 2399 | CCUCCUGCCAUAUGCCUCU | 5423 | AGAGGCAUAUGGCAGGAGG
siRNA 2400 2400 | CUCCUGCCAUAUGCCUCUC | 5424 | GAGAGGCAUAUGGCAGGAG
siRNA 2401 2401 | UCCUGCCAUAUGCCUCUCA | 5425 | UGAGAGGCAUAUGGCAGGA
siRNA 2402 2402 | CCUGCCAUAUGCCUCUCAC | 5426 | GUGAGAGGCAUAUGGCAGG
siRNA 2403 2403 | CUGCCAUAUGCCUCUCACG | 5427 | CGUGAGAGGCAUAUGGCAG
siRNA 2404 2404 | UGCCAUAUGCCUCUCACGG | 5428 | CCGUGAGAGGCAUAUGGCA
siRNA 2405 2405 | GCCAUAUGCCUCUCACGGG | 5429 | CCCGUGAGAGGCAUAUGGC
siRNA 2406 | 2406 | CCAUAUGCCUCUCACGGGC [ 5430 | GCCCGUGAGAGGCAUAUGG
siRNA 2407 2407 | CAUAUGCCUCUCACGGGCU | 5431 | AGCCCGUGAGAGGCAUAUG
siRNA 2408 2408 | AUAUGCCUCUCACGGGCUA [ 5432 | UAGCCCGUGAGAGGCAUAU
siRNA 2409 2409 | UAUGCCUCUCACGGGCUAU | 5433 | AUAGCCCGUGAGAGGCAUA
SiRNA 2410 2410 | AUGCCUCUCACGGGCUAUG | 5434 | CAUAGCCCGUGAGAGGCAU
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siRNA 2411 2411 | UGCCUCUCACGGGCUAUGA | 5435 | UCAUAGCCCGUGAGAGGCA
siRNA 2412 2412 | GCCUCUCACGGGCUAUGAG | 5436 | CUCAUAGCCCGUGAGAGGC
siRNA 2413 2413 | CCUCUCACGGGCUAUGAGG | 5437 | CCUCAUAGCCCGUGAGAGG
siRNA 2414 2414 | CUCUCACGGGCUAUGAGGU | 5438 | ACCUCAUAGCCCGUGAGAG
siRNA 2415 2415 | UCUCACGGGCUAUGAGGUA | 5439 | UACCUCAUAGCCCGUGAGA
SiRNA 2416 | 2416| CUCACGGGCUAUGAGGUAU | 5440 | AUACCUCAUAGCCCGUGAG
siRNA 2417 2417 | UCACGGGCUAUGAGGUAUG | 5441 | CAUACCUCAUAGCCCGUGA
siRNA 2418 2418 | CACGGGCUAUGAGGUAUGG | 5442 | CCAUACCUCAUAGCCCGUG
siRNA 2419 2419 | ACGGGCUAUGAGGUAUGGU | 5443 | ACCAUACCUCAUAGCCCGU
S1iRNA 2420 2420 | CGGGCUAUGAGGUAUGGUU | 5444 | AACCAUACCUCAUAGCCCG
SiRNA 2421 2421 | GGGCUAUGAGGUAUGGUUG | 5445 | CAACCAUACCUCAUAGCCC
S1RNA 2422 2422 | GGCUAUGAGGUAUGGUUGG | 5446 | CCAACCAUACCUCAUAGCC
SiRNA 2423 2423 | GCUAUGAGGUAUGGUUGGG | 5447 | CCCAACCAUACCUCAUAGC
siRNA 2424 2424 | CUAUGAGGUAUGGUUGGGC | 5448 | GCCCAACCAUACCUCAUAG
S1RNA 2425 2425 | UAUGAGGUAUGGUUGGGCA | 5449 | UGCCCAACCAUACCUCAUA
siRNA 2426 | 2426 | AUGAGGUAUGGUUGGGCAC | 5450 | GUGCCCAACCAUACCUCAU
S1RNA 2427 2427 | UGAGGUAUGGUUGGGCACC | 5451 | GGUGCCCAACCAUACCUCA
siRNA 2428 2428 | GAGGUAUGGUUGGGCACCC | 5452 | GGGUGCCCAACCAUACCUC
S1RNA 2429 2429 | AGGUAUGGUUGGGCACCCU | 5453 | AGGGUGCCCAACCAUACCU
siRNA 2430 2430 | GGUAUGGUUGGGCACCCUG | 5454 | CAGGGUGCCCAACCAUACC
siRNA 2431 2431 | GUAUGGUUGGGCACCCUGU | 5455 | ACAGGGUGCCCAACCAUAC
siRNA 2432 2432 | UAUGGUUGGGCACCCUGUU | 5456 | AACAGGGUGCCCAACCAUA
siRNA 2433 2433 | AUGGUUGGGCACCCUGUUC | 5457 | GAACAGGGUGCCCAACCAU
siRNA 2434 2434 | UGGUUGGGCACCCUGUUCC | 5458 | GGAACAGGGUGCCCAACCA
siRNA 2435 2435 | GGUUGGGCACCCUGUUCCA | 5459 | UGGAACAGGGUGCCCAACC
siRNA 2436 | 2436 | GUUGGGCACCCUGUUCCAG | 5460 | CUGGAACAGGGUGCCCAAC
siRNA 2437 2437 | UUGGGCACCCUGUUCCAGA | 5461 | UCUGGAACAGGGUGCCCAA
siRNA 2438 2438 | UGGGCACCCUGUUCCAGAA | 5462 | UUCUGGAACAGGGUGCCCA
siRNA 2439 2439 | GGGCACCCUGUUCCAGAAC | 5463 | GUUCUGGAACAGGGUGCCC
SiRNA 2440 2440 | GGCACCCUGUUCCAGAACC | 5464 | GGUUCUGGAACAGGGUGCC
siRNA 2441 2441 | GCACCCUGUUCCAGAACCC [ 5465 | GGGUUCUGGAACAGGGUGC
S1RNA 2442 2442 | CACCCUGUUCCAGAACCCA | 5466 | UGGGUUCUGGAACAGGGUG
S1RNA 2443 2443 | ACCCUGUUCCAGAACCCAC | 5467 | GUGGGUUCUGGAACAGGGU
S1RNA 2444 2444 | CCCUGUUCCAGAACCCACA | 5468 | UGUGGGUUCUGGAACAGGG
SiRNA 2445 2445 | CCUGUUCCAGAACCCACAG | 5469 | CUGUGGGUUCUGGAACAGG
S1RNA 2446 | 2446| CUGUUCCAGAACCCACAGC | 5470 | GCUGUGGGUUCUGGAACAG
S1RNA 2447 2447 | UGUUCCAGAACCCACAGCA | 5471 | UGCUGUGGGUUCUGGAACA
S1RNA 2448 2448 | GUUCCAGAACCCACAGCAU | 5472 | AUGCUGUGGGUUCUGGAAC
S1RNA 2449 2449 | UUCCAGAACCCACAGCAUG | 5473 | CAUGCUGUGGGUUCUGGAA
siRNA 2450 2450 | UCCAGAACCCACAGCAUGG | 5474 | CCAUGCUGUGGGUUCUGGA
S1RNA 2451 2451 | CCAGAACCCACAGCAUGGA | 5475 | UCCAUGCUGUGGGUUCUGG
siRNA 2452 2452 | CAGAACCCACAGCAUGGAG | 5476 | CUCCAUGCUGUGGGUUCUG
siRNA 2453 2453 | AGAACCCACAGCAUGGAGA | 5477 | UCUCCAUGCUGUGGGUUCU
siRNA 2454 2454 | GAACCCACAGCAUGGAGAG | 5478 | CUCUCCAUGCUGUGGGUUC
siRNA 2455 2455 | AACCCACAGCAUGGAGAGC [ 5479 | GCUCUCCAUGCUGUGGGUU
siRNA 2456 | 2456 | ACCCACAGCAUGGAGAGCC | 5480 | GGCUCUCCAUGCUGUGGGU
siRNA 2457 2457 | CCCACAGCAUGGAGAGCCA | 5481 | UGGCUCUCCAUGCUGUGGG
siRNA 2458 2458 | CCACAGCAUGGAGAGCCAA | 5482 | UUGGCUCUCCAUGCUGUGG
siRNA 2459 2459 | CACAGCAUGGAGAGCCAAG | 5483 | CUUGGCUCUCCAUGCUGUG
siRNA 2460 2460 | ACAGCAUGGAGAGCCAAGC | 5484 | GCUUGGCUCUCCAUGCUGU
siRNA 2461 2461 | CAGCAUGGAGAGCCAAGCC | 5485 | GGCUUGGCUCUCCAUGCUG
SiRNA 2462 2462 | AGCAUGGAGAGCCAAGCCU | 5486 | AGGCUUGGCUCUCCAUGCU
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siRNA 2463 2463 | GCAUGGAGAGCCAAGCCUA | 5487 | UAGGCUUGGCUCUCCAUGC
siRNA 2464 2464 | CAUGGAGAGCCAAGCCUAC | 5488 | GUAGGCUUGGCUCUCCAUG
siRNA 2465 2465 | AUGGAGAGCCAAGCCUACA | 5489 | UGUAGGCUUGGCUCUCCAU
siRNA 2466 | 2466 | UGGAGAGCCAAGCCUACAG [ 5490 | CUGUAGGCUUGGCUCUCCA
siRNA 2467 2467 | GGAGAGCCAAGCCUACAGC [ 5491 | GCUGUAGGCUUGGCUCUCC
SiRNA 2468 2468 | GAGAGCCAAGCCUACAGCG | 5492 | CGCUGUAGGCUUGGCUCUC
siRNA 2469 2469 | AGAGCCAAGCCUACAGCGG [ 5493 | CCGCUGUAGGCUUGGCUCU
SiRNA 2470 2470 | GAGCCAAGCCUACAGCGGG | 5494 | CCCGCUGUAGGCUUGGCUC
siRNA 2471 2471 | AGCCAAGCCUACAGCGGGU [ 5495 | ACCCGCUGUAGGCUUGGCU
S1RNA 2472 2472 | GCCAAGCCUACAGCGGGUC [ 5496 | GACCCGCUGUAGGCUUGGC
SiRNA 2473 2473 | CCAAGCCUACAGCGGGUCC | 5497 | GGACCCGCUGUAGGCUUGG
S1RNA 2474 2474 | CAAGCCUACAGCGGGUCCC | 5498 | GGGACCCGCUGUAGGCUUG
SiRNA 2475 2475 | AAGCCUACAGCGGGUCCCA | 5499 | UGGGACCCGCUGUAGGCUU
siRNA 2476 | 2476 | AGCCUACAGCGGGUCCCAG | 5500 | CUGGGACCCGCUGUAGGCU
S1RNA 2477 2477 | GCCUACAGCGGGUCCCAGU | 5501 | ACUGGGACCCGCUGUAGGC
siRNA 2478 2478 | CCUACAGCGGGUCCCAGUA | 5502 | UACUGGGACCCGCUGUAGG
S1RNA 2479 2479 | CUACAGCGGGUCCCAGUAG | 5503 | CUACUGGGACCCGCUGUAG
siRNA 2480 2480 | UACAGCGGGUCCCAGUAGC | 5504 | GCUACUGGGACCCGCUGUA
S1RNA 2481 2481 | ACAGCGGGUCCCAGUAGCC | 5505 | GGCUACUGGGACCCGCUGU
siRNA 2482 2482 | CAGCGGGUCCCAGUAGCCA | 5506 | UGGCUACUGGGACCCGCUG
siRNA 2483 2483 | AGCGGGUCCCAGUAGCCAA | 5507 | UUGGCUACUGGGACCCGCU
siRNA 2484 2484 | GCGGGUCCCAGUAGCCAAG | 5508 | CUUGGCUACUGGGACCCGC
siRNA 2485 2485 | CGGGUCCCAGUAGCCAAGA | 5509 | UCUUGGCUACUGGGACCCG
siRNA 2486 | 2486 | GGGUCCCAGUAGCCAAGAU | 5510 | AUCUUGGCUACUGGGACCC
siRNA 2487 2487 | GGUCCCAGUAGCCAAGAUG | 5511 | CAUCUUGGCUACUGGGACC
siRNA 2488 2488 | GUCCCAGUAGCCAAGAUGG [ 5512 | CCAUCUUGGCUACUGGGAC
siRNA 2489 2489 | UCCCAGUAGCCAAGAUGGU | 5513 | ACCAUCUUGGCUACUGGGA
siRNA 2490 2490 | CCCAGUAGCCAAGAUGGUG | 5514 | CACCAUCUUGGCUACUGGG
siRNA 2491 2491 | CCAGUAGCCAAGAUGGUGU | 5515 | ACACCAUCUUGGCUACUGG
SiRNA 2492 2492 | CAGUAGCCAAGAUGGUGUG | 5516 | CACACCAUCUUGGCUACUG
siRNA 2493 2493 | AGUAGCCAAGAUGGUGUGU [ 5517 | ACACACCAUCUUGGCUACU
S1RNA 2494 2494 | GUAGCCAAGAUGGUGUGUG | 5518 | CACACACCAUCUUGGCUAC
SiRNA 2495 2495 | UAGCCAAGAUGGUGUGUGG | 5519 | CCACACACCAUCUUGGCUA
S1iRNA 2496 | 2496 AGCCRAGAUGGUGUGUGGG | 5520 | CCCACACACCAUCUUGGCU
SiRNA 2497 2497 | GCCAAGAUGGUGUGUGGGC | 5521 | GCCCACACACCAUCUUGGC
S1RNA 2498 2498 | CCAAGAUGGUGUGUGGGCC | 5522 | GGCCCACACACCAUCUUGG
SiRNA 2499 2499 | CAAGAUGGUGUGUGGGCCC | 5523 | GGGCCCACACACCAUCUUG
S1iRNA 2500 2500 | AAGAUGGUGUGUGGGCCCU | 5524 | AGGGCCCACACACCAUCUU
siRNA 2501 2501 | AGAUGGUGUGUGGGCCCUC [ 5525 | GAGGGCCCACACACCAUCU
siRNA 2502 2502 | GAUGGUGUGUGGGCCCUCA | 5526 | UGAGGGCCCACACACCAUC
S1iRNA 2503 2503 | AUGGUGUGUGGGCCCUCAG | 5527 | CUGAGGGCCCACACACCAU
siRNA 2504 2504 | UGGUGUGUGGGCCCUCAGG | 5528 | CCUGAGGGCCCACACACCA
siRNA 2505 2505 | GGUGUGUGGGCCCUCAGGC | 5529 | GCCUGAGGGCCCACACACC
siRNA 2506 | 2506 | GUGUGUGGGCCCUCAGGCU | 5530 | AGCCUGAGGGCCCACACAC
siRNA 2507 2507 | UGUGUGGGCCCUCAGGCUC | 5531 | GAGCCUGAGGGCCCACACA
siRNA 2508 2508 | GUGUGGGCCCUCAGGCUCC | 5532 | GGAGCCUGAGGGCCCACAC
siRNA 2509 2509 | UGUGGGCCCUCAGGCUCCC | 5533 | GGGAGCCUGAGGGCCCACA
siRNA 2510 2510 | GUGGGCCCUCAGGCUCCCA [ 5534 | UGGGAGCCUGAGGGCCCAC
siRNA 2511 2511 | UGGGCCCUCAGGCUCCCAG | 5535 | CUGGGAGCCUGAGGGCCCA
siRNA 2512 2512 | GGGCCCUCAGGCUCCCAGC [ 5536 | GCUGGGAGCCUGAGGGCCC
siRNA 2513 2513 | GGCCCUCAGGCUCCCAGCU | 5537 | AGCUGGGAGCCUGAGGGCC
SiRNA 2514 2514 | GCCCUCAGGCUCCCAGCUU | 5538 | AAGCUGGGAGCCUGAGGGC
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siRNA 2515 2515 | CCCUCAGGCUCCCAGCUUG | 5539 | CAAGCUGGGAGCCUGAGGG
siRNA 2516 | 2516| CCUCAGGCUCCCAGCUUGU [ 5540 [ ACAAGCUGGGAGCCUGAGG
siRNA 2517 2517 | CUCAGGCUCCCAGCUUGUC | 5541 | GACAAGCUGGGAGCCUGAG
siRNA 2518 2518 | UCAGGCUCCCAGCUUGUCC [ 5542 | GGACAAGCUGGGAGCCUGA
siRNA 2519 2519 | CAGGCUCCCAGCUUGUCCU | 5543 | AGGACAAGCUGGGAGCCUG
SiRNA 2520 2520 | AGGCUCCCAGCUUGUCCUG | 5544 | CAGGACAAGCUGGGAGCCU
siRNA 2521 2521 | GGCUCCCAGCUUGUCCUGC [ 5545 | GCAGGACAAGCUGGGAGCC
S1iRNA 2522 2522 | GCUCCCAGCUUGUCCUGCU | 5546 | AGCAGGACAAGCUGGGAGC
siRNA 2523 2523 | CUCCCAGCUUGUCCUGCUC [ 5547 | GAGCAGGACAAGCUGGGAG
SiRNA 2524 2524 | UCCCAGCUUGUCCUGCUCA | 5548 | UGAGCAGGACAAGCUGGGA
SiRNA 2525 2525 | CCCAGCUUGUCCUGCUCAA | 5549 | UUGAGCAGGACAAGCUGGG
SiRNA 2526 | 2526| CCAGCUUGUCCUGCUCAAG | 5550 | CUUGAGCAGGACAAGCUGG
SiRNA 2527 2527 | CAGCUUGUCCUGCUCAAGC | 5551 | GCUUGAGCAGGACAAGCUG
siRNA 2528 2528 | AGCUUGUCCUGCUCAAGCU | 5552 | AGCUUGAGCAGGACAAGCU
S1RNA 2529 2529 | GCUUGUCCUGCUCAAGCUG | 5553 | CAGCUUGAGCAGGACAAGC
siRNA 2530 2530 | CUUGUCCUGCUCAAGCUGG | 5554 | CCAGCUUGAGCAGGACAAG
S1RNA 2531 2531 | UUGUCCUGCUCAAGCUGGA | 5555 | UCCAGCUUGAGCAGGACAA
siRNA 2532 2532 | UGUCCUGCUCAAGCUGGAG | 5556 | CUCCAGCUUGAGCAGGACA
S1RNA 2533 2533 | GUCCUGCUCAAGCUGGAGA | 5557 | UCUCCAGCUUGAGCAGGAC
siRNA 2534 2534 | UCCUGCUCAAGCUGGAGAG | 5558 | CUCUCCAGCUUGAGCAGGA
siRNA 2535 2535 | CCUGCUCAAGCUGGAGAGA | 5559 | UCUCUCCAGCUUGAGCAGG
siRNA 2536 | 2536 | CUGCUCAAGCUGGAGAGAU [ 5560 | AUCUCUCCAGCUUGAGCAG
siRNA 2537 2537 | UGCUCAAGCUGGAGAGAUC | 5561 | GAUCUCUCCAGCUUGAGCA
siRNA 2538 2538 | GCUCAAGCUGGAGAGAUCU [ 5562 | AGAUCUCUCCAGCUUGAGC
siRNA 2539 2539 | CUCAAGCUGGAGAGAUCUG | 5563 | CAGAUCUCUCCAGCUUGAG
siRNA 2540 2540 | UCAAGCUGGAGAGAUCUGU | 5564 | ACAGAUCUCUCCAGCUUGA
siRNA 2541 2541 | CAAGCUGGAGAGAUCUGUG | 5565 | CACAGAUCUCUCCAGCUUG
siRNA 2542 2542 | AAGCUGGAGAGAUCUGUGA | 5566 | UCACAGAUCUCUCCAGCUU
siRNA 2543 2543 | AGCUGGAGAGAUCUGUGAC | 5567 | GUCACAGAUCUCUCCAGCU
SiRNA 2544 2544 | GCUGGAGAGAUCUGUGACC | 5568 | GGUCACAGAUCUCUCCAGC
siRNA 2545 2545 | CUGGAGAGAUCUGUGACCC [ 5569 | GGGUCACAGAUCUCUCCAG
SiRNA 2546 | 2546 | UGGAGAGAUCUGUGACCCU [ 5570 | AGGGUCACAGAUCUCUCCA
SiRNA 2547 2547 | GGAGAGAUCUGUGACCCUG | 5571 | CAGGGUCACAGAUCUCUCC
s1iRNA 2548 2548 | GAGAGAUCUGUGACCCUGA | 5572 | UCAGGGUCACAGAUCUCUC
SiRNA 2549 2549 | AGAGAUCUGUGACCCUGAA | 5573 | UUCAGGGUCACAGAUCUCU
S1RNA 2550 2550 | GAGAUCUGUGACCCUGAAC | 5574 | GUUCAGGGUCACAGAUCUC
SiRNA 2551 2551 | AGAUCUGUGACCCUGAACC | 5575 | GGUUCAGGGUCACAGAUCU
S1RNA 2552 2552 | GAUCUGUGACCCUGAACCA | 5576 | UGGUUCAGGGUCACAGAUC
SiRNA 2553 2553 | AUCUGUGACCCUGAACCAG | 5577 | CUGGUUCAGGGUCACAGAU
siRNA 2554 2554 | UCUGUGACCCUGAACCAGC | 5578 | GCUGGUUCAGGGUCACAGA
S1RNA 2555 2555 | CUGUGACCCUGAACCAGCG | 5579 | CGCUGGUUCAGGGUCACAG
siRNA 2556 | 2556| UGUGACCCUGAACCAGCGU | 5580 | ACGCUGGUUCAGGGUCACA
siRNA 2557 2557 | GUGACCCUGAACCAGCGUG | 5581 | CACGCUGGUUCAGGGUCAC
siRNA 2558 2558 | UGACCCUGAACCAGCGUGU | 5582 | ACACGCUGGUUCAGGGUCA
siRNA 2559 2559 | GACCCUGAACCAGCGUGUG | 5583 | CACACGCUGGUUCAGGGUC
siRNA 2560 2560 | ACCCUGAACCAGCGUGUGG | 5584 | CCACACGCUGGUUCAGGGU
siRNA 2561 2561 | CCCUGAACCAGCGUGUGGC | 5585 | GCCACACGCUGGUUCAGGG
siRNA 2562 2562 | CCUGAACCAGCGUGUGGCC | 5586 | GGCCACACGCUGGUUCAGG
siRNA 2563 2563 | CUGAACCAGCGUGUGGCCC | 5587 | GGGCCACACGCUGGUUCAG
siRNA 2564 2564 | UGAACCAGCGUGUGGCCCU | 5588 | AGGGCCACACGCUGGUUCA
siRNA 2565 2565 | GAACCAGCGUGUGGCCCUG | 5589 | CAGGGCCACACGCUGGUUC
SiRNA 2566 | 2566 | AACCAGCGUGUGGCCCUGA | 5590 | UCAGGGCCACACGCUGGUU
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siRNA 2567 2567 | ACCAGCGUGUGGCCCUGAU | 5591 | AUCAGGGCCACACGCUGGU
siRNA 2568 2568 | CCAGCGUGUGGCCCUGAUC [ 5592 | GAUCAGGGCCACACGCUGG
siRNA 2569 2569 | CAGCGUGUGGCCCUGAUCU | 5593 | AGAUCAGGGCCACACGCUG
siRNA 2570 2570 | AGCGUGUGGCCCUGAUCUG [ 5594 | CAGAUCAGGGCCACACGCU
siRNA 2571 2571 | GCGUGUGGCCCUGAUCUGC [ 5595 | GCAGAUCAGGGCCACACGC
SiRNA 2572 2572 | CGUGUGGCCCUGAUCUGCC | 5596 | GGCAGAUCAGGGCCACACG
siRNA 2573 2573 | GUGUGGCCCUGAUCUGCCU [ 5597 | AGGCAGAUCAGGGCCACAC
SiRNA 2574 2574 | UGUGGCCCUGAUCUGCCUG | 5598 | CAGGCAGAUCAGGGCCACA
siRNA 2575 2575 | GUGGCCCUGAUCUGCCUGC [ 5599 | GCAGGCAGAUCAGGGCCAC
SsiRNA 2576 | 2576 | UGGCCCUGAUCUGCCUGCC [ 5600 | GGCAGGCAGAUCAGGGCCA
SiRNA 2577 2577 | GGCCCUGAUCUGCCUGCCC | 5601 | GGGCAGGCAGAUCAGGGCC
siRNA 2578 2578 | GCCCUGAUCUGCCUGCCCC [ 5602 | GGGGCAGGCAGAUCAGGGC
siRNA 2579 2579 | CCCUGAUCUGCCUGCCCCC [ 5603 | GGGGGCAGGCAGAUCAGGG
siRNA 2580 2580 | CCUGAUCUGCCUGCCCCCU | 5604 | AGGGGGCAGGCAGAUCAGG
SiRNA 2581 2581 | CUGAUCUGCCUGCCCCCUG | 5605 | CAGGGGGCAGGCAGAUCAG
siRNA 2582 2582 | UGAUCUGCCUGCCCCCUGA | 5606 | UCAGGGGGCAGGCAGAUCA
S1RNA 2583 2583 | GAUCUGCCUGCCCCCUGAA | 5607 | UUCAGGGGGCAGGCAGAUC
siRNA 2584 2584 | AUCUGCCUGCCCCCUGAAU | 5608 | AUUCAGGGGGCAGGCAGAU
S1RNA 2585 2585 | UCUGCCUGCCCCCUGAAUG | 5609 | CAUUCAGGGGGCAGGCAGA
siRNA 2586 | 2586| CUGCCUGCCCCCUGRAUGG [ 5610 | CCAUUCAGGGGGCAGGCAG
siRNA 2587 2587 | UGCCUGCCCCCUGAAUGGU | 5611 | ACCAUUCAGGGGGCAGGCA
siRNA 2588 2588 | GCCUGCCCCCUGAAUGGUA [ 5612 | UACCAUUCAGGGGGCAGGC
siRNA 2589 2589 | CCUGCCCCCUGAAUGGUAU | 5613 | AUACCAUUCAGGGGGCAGG
siRNA 2590 2590 | CUGCCCCCUGAAUGGUAUG | 5614 | CAUACCAUUCAGGGGGCAG
siRNA 2591 2591 | UGCCCCCUGAAUGGUAUGU | 5615 | ACAUACCAUUCAGGGGGCA
siRNA 2592 2592 | GCCCCCUGAAUGGUAUGUG [ 5616 | CACAUACCAUUCAGGGGGC
siRNA 2593 2593 | CCCCCUGAAUGGUAUGUGG | 5617 | CCACAUACCAUUCAGGGGG
siRNA 2594 2594 | CCCCUGAAUGGUAUGUGGU | 5618 | ACCACAUACCAUUCAGGGG
siRNA 2595 2595 | CCCUGAAUGGUAUGUGGUG | 5619 | CACCACAUACCAUUCAGGG
SiRNA 2596 | 2596 | CCUGAAUGGUAUGUGGUGC | 5620 | GCACCACAUACCAUUCAGG
siRNA 2597 2597 | CUGAAUGGUAUGUGGUGCC [ 5621 | GGCACCACAUACCAUUCAG
siRNA 2598 2598 | UGAAUGGUAUGUGGUGCCU | 5622 | AGGCACCACAUACCAUUCA
SiRNA 2599 2599 | GAAUGGUAUGUGGUGCCUC | 5623 | GAGGCACCACAUACCAUUC
S1RNA 2600 2600 | AAUGGUAUGUGGUGCCUCC | 5624 | GGAGGCACCACAUACCAUU
SiRNA 2601 2601 | AUGGUAUGUGGUGCCUCCA | 5625 | UGGAGGCACCACAUACCAU
S1RNA 2602 2602 | UGGUAUGUGGUGCCUCCAG | 5626 | CUGGAGGCACCACAUACCA
siRNA 2603 2603 | GGUAUGUGGUGCCUCCAGG | 5627 | CCUGGAGGCACCACAUACC
S1RNA 2604 2604 | GUAUGUGGUGCCUCCAGGG | 5628 | CCCUGGAGGCACCACAUAC
SiRNA 2605 2605 | UAUGUGGUGCCUCCAGGGA | 5629 | UCCCUGGAGGCACCACAUA
siRNA 2606 | 2606 | AUGUGGUGCCUCCAGGGAC | 5630 | GUCCCUGGAGGCACCACAU
S1RNA 2607 2607 | UGUGGUGCCUCCAGGGACC | 5631 | GGUCCCUGGAGGCACCACA
siRNA 2608 2608 | GUGGUGCCUCCAGGGACCA [ 5632 | UGGUCCCUGGAGGCACCAC
siRNA 2609 2609 | UGGUGCCUCCAGGGACCAA | 5633 | UUGGUCCCUGGAGGCACCA
siRNA 2610 2610 | GGUGCCUCCAGGGACCAAG | 5634 | CUUGGUCCCUGGAGGCACC
siRNA 2611 2611 | GUGCCUCCAGGGACCAAGU | 5635 | ACUUGGUCCCUGGAGGCAC
siRNA 2612 2612 | UGCCUCCAGGGACCAAGUG | 5636 | CACUUGGUCCCUGGAGGCA
siRNA 2613 2613 | GCCUCCAGGGACCAAGUGU | 5637 | ACACUUGGUCCCUGGAGGC
siRNA 2614 2614 | CCUCCAGGGACCAAGUGUG [ 5638 | CACACUUGGUCCCUGGAGG
siRNA 2615 2615 | CUCCAGGGACCAAGUGUGA | 5639 | UCACACUUGGUCCCUGGAG
siRNA 2616 | 2616 | UCCAGGGACCRAGUGUGAG | 5640 | CUCACACUUGGUCCCUGGA
siRNA 2617 2617 | CCAGGGACCAAGUGUGAGA | 5641 | UCUCACACUUGGUCCCUGG
SiRNA 2618 2618 | CAGGGACCAAGUGUGAGAU | 5642 | AUCUCACACUUGGUCCCUG
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siRNA 2619 2619 | AGGGACCAAGUGUGAGAUU | 5643 | AAUCUCACACUUGGUCCCU
siRNA 2620 2620 | GGGACCAAGUGUGAGAUUG | 5644 | CAAUCUCACACUUGGUCCC
siRNA 2621 2621 | GGACCAAGUGUGAGAUUGC | 5645 | GCAAUCUCACACUUGGUCC
siRNA 2622 2622 | GACCAAGUGUGAGAUUGCA | 5646 | UGCAAUCUCACACUUGGUC
siRNA 2623 2623 | ACCAAGUGUGAGAUUGCAG | 5647 | CUGCAAUCUCACACUUGGU
SiRNA 2624 2624 | CCAAGUGUGAGAUUGCAGG | 5648 | CCUGCAAUCUCACACUUGG
siRNA 2625 2625 | CAAGUGUGAGAUUGCAGGC | 5649 | GCCUGCAAUCUCACACUUG
SiRNA 2626 | 2626| AAGUGUGAGAUUGCAGGCU | 5650 | AGCCUGCAAUCUCACACUU
siRNA 2627 2627 | AGUGUGAGAUUGCAGGCUG [ 5651 | CAGCCUGCAAUCUCACACU
siRNA 2628 2628 | GUGUGAGAUUGCAGGCUGG | 5652 | CCAGCCUGCAAUCUCACAC
SiRNA 2629 2629 | UGUGAGAUUGCAGGCUGGG | 5653 | CCCAGCCUGCAAUCUCACA
S1RNA 2630 2630 | GUGAGAUUGCAGGCUGGGG | 5654 | CCCCAGCCUGCAAUCUCAC
siRNA 2631 2631 | UGAGAUUGCAGGCUGGGGU | 5655 | ACCCCAGCCUGCAAUCUCA
siRNA 2632 2632 | GAGAUUGCAGGCUGGGGUG | 5656 | CACCCCAGCCUGCAAUCUC
S1RNA 2633 2633 | AGAUUGCAGGCUGGGGUGA | 5657 | UCACCCCAGCCUGCAAUCU
siRNA 2634 2634 | GAUUGCAGGCUGGGGUGAG | 5658 | CUCACCCCAGCCUGCAAUC
S1RNA 2635 2635 | AUUGCAGGCUGGGGUGAGA | 5659 | UCUCACCCCAGCCUGCAAU
siRNA 2636 | 2636 | UUGCAGGCUGGGGUGAGAC [ 5660 | GUCUCACCCCAGCCUGCAA
S1RNA 2637 2637 | UGCAGGCUGGGGUGAGACC | 5661 | GGUCUCACCCCAGCCUGCA
siRNA 2638 2638 | GCAGGCUGGGGUGAGACCA | 5662 | UGGUCUCACCCCAGCCUGC
siRNA 2639 2639 | CAGGCUGGGGUGAGACCAA | 5663 | UUGGUCUCACCCCAGCCUG
siRNA 2640 2640 | AGGCUGGGGUGAGACCAAA | 5664 | UUUGGUCUCACCCCAGCCU
siRNA 2641 2641 | GGCUGGGGUGAGACCARAAG | 5665 | CUUUGGUCUCACCCCAGCC
siRNA 2642 2642 | GCUGGGGUGAGACCAAAGG | 5666 | CCUUUGGUCUCACCCCAGC
siRNA 2643 2643 | CUGGGGUGAGACCAAAGGU | 5667 | ACCUUUGGUCUCACCCCAG
siRNA 2644 2644 | UGGGGUGAGACCAAAGGUA | 5668 | UACCUUUGGUCUCACCCCA
siRNA 2645 2645 | GGGGUGAGACCARAGGUAC [ 5669 | GUACCUUUGGUCUCACCCC
siRNA 2646 | 2646 | GGGUGAGACCAAAGGUACG | 5670 | CGUACCUUUGGUCUCACCC
siRNA 2647 2647 | GGUGAGACCAAAGGUACGG [ 5671 | CCGUACCUUUGGUCUCACC
siRNA 2648 2648 | GUGAGACCAAAGGUACGGG | 5672 | CCCGUACCUUUGGUCUCAC
siRNA 2649 2649 | UGAGACCAAAGGUACGGGU | 5673 | ACCCGUACCUUUGGUCUCA
siRNA 2650 2650 | GAGACCAAAGGUACGGGUA | 5674 | UACCCGUACCUUUGGUCUC
siRNA 2651 2651 | AGACCAAAGGUACGGGUAA | 5675 | UUACCCGUACCUUUGGUCU
S1RNA 2652 2652 | GACCAAAGGUACGGGUAAU | 5676 | AUUACCCGUACCUUUGGUC
SiRNA 2653 2653 | ACCAAAGGUACGGGUAAUG | 5677 | CAUUACCCGUACCUUUGGU
S1RNA 2654 2654 | CCAAAGGUACGGGUAAUGA | 5678 | UCAUUACCCGUACCUUUGG
siRNA 2655 2655 | CAAAGGUACGGGUAAUGAC | 5679 | GUCAUUACCCGUACCUUUG
S1RNA 2656 | 2656 | AAAGGUACGGGUAAUGACA | 5680 | UGUCAUUACCCGUACCUUU
SiRNA 2657 2657 | AAGGUACGGGUAAUGACAC | 5681 | GUGUCAUUACCCGUACCUU
siRNA 2658 2658 | AGGUACGGGUAAUGACACA | 5682 | UGUGUCAUUACCCGUACCU
S1RNA 2659 2659 | GGUACGGGUAAUGACACAG | 5683 | CUGUGUCAUUACCCGUACC
siRNA 2660 2660 | GUACGGGUAAUGACACAGU | 5684 | ACUGUGUCAUUACCCGUAC
siRNA 2661 2661 | UACGGGUAAUGACACAGUC | 5685 | GACUGUGUCAUUACCCGUA
siRNA 2662 2662 | ACGGGUAAUGACACAGUCC | 5686 | GGACUGUGUCAUUACCCGU
siRNA 2663 2663 | CGGGUAAUGACACAGUCCU | 5687 | AGGACUGUGUCAUUACCCG
siRNA 2664 2664 | GGGUAAUGACACAGUCCUA | 5688 | UAGGACUGUGUCAUUACCC
siRNA 2665 2665 | GGUAAUGACACAGUCCUAA | 5689 | UUAGGACUGUGUCAUUACC
siRNA 2666 | 2666 | GUAAUGACACAGUCCUAAA | 5690 | UUUAGGACUGUGUCAUUAC
siRNA 2667 2667 | UAAUGACACAGUCCUARAU | 5691 | AUUUAGGACUGUGUCAUUA
siRNA 2668 2668 | AAUGACACAGUCCUAAAUG [ 5692 | CAUUUAGGACUGUGUCAUU
siRNA 2669 2669 | AUGACACAGUCCUAAAUGU | 5693 | ACAUUUAGGACUGUGUCAU
SiRNA 2670 2670 | UGACACAGUCCUAAAUGUG | 5694 | CACAUUUAGGACUGUGUCA
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siRNA 2671 2671 | GACACAGUCCUARAUGUGG | 5695 | CCACAUUUAGGACUGUGUC
siRNA 2672 2672 | ACACAGUCCUAAAUGUGGC [ 5696 | GCCACAUUUAGGACUGUGU
siRNA 2673 2673 | CACAGUCCUARAUGUGGCC [ 5697 | GGCCACAUUUAGGACUGUG
siRNA 2674 2674 | ACAGUCCUAAAUGUGGCCU [ 5698 | AGGCCACAUUUAGGACUGU
siRNA 2675 2675 | CAGUCCUAAAUGUGGCCUU | 5699 | AAGGCCACAUUUAGGACUG
SiRNA 2676 | 2676| AGUCCUAAAUGUGGCCUUG | 5700 | CAAGGCCACAUUUAGGACU
siRNA 2677 2677 | GUCCUAAAUGUGGCCUUGC [ 5701 | GCAAGGCCACAUUUAGGAC
siRNA 2678 2678 | UCCURAAUGUGGCCUUGCU | 5702 | AGCAAGGCCACAUUUAGGA
siRNA 2679 2679 | CCUAAAUGUGGCCUUGCUG [ 5703 | CAGCAAGGCCACAUUUAGG
SiRNA 2680 2680 | CUAAAUGUGGCCUUGCUGA | 5704 | UCAGCAAGGCCACAUUUAG
siRNA 2681 2681 | UAAAUGUGGCCUUGCUGAA | 5705 | UUCAGCAAGGCCACAUUUA
S1RNA 2682 2682 | AAAUGUGGCCUUGCUGAAU | 5706 | AUUCAGCAAGGCCACAUUU
siRNA 2683 2683 | AAUGUGGCCUUGCUGAAUG | 5707 | CAUUCAGCAAGGCCACAUU
siRNA 2684 2684 | AUGUGGCCUUGCUGAAUGU | 5708 | ACAUUCAGCAAGGCCACAU
S1RNA 2685 2685 | UGUGGCCUUGCUGAAUGUC [ 5709 | GACAUUCAGCAAGGCCACA
siRNA 2686 | 2686 | GUGGCCUUGCUGAAUGUCA | 5710 | UGACAUUCAGCAAGGCCAC
S1RNA 2687 2687 | UGGCCUUGCUGAAUGUCAU | 5711 | AUGACAUUCAGCAAGGCCA
siRNA 2688 2688 | GGCCUUGCUGAAUGUCAUC [ 5712 | GAUGACAUUCAGCAAGGCC
S1RNA 2689 2689 | GCCUUGCUGAAUGUCAUCU | 5713 | AGAUGACAUUCAGCAAGGC
siRNA 2690 2690 | CCUUGCUGAAUGUCAUCUC | 5714 | GAGAUGACAUUCAGCAAGG
siRNA 2691 2691 | CUUGCUGAAUGUCAUCUCC | 5715 | GGAGAUGACAUUCAGCAAG
siRNA 2692 2692 | UUGCUGAAUGUCAUCUCCA | 5716 | UGGAGAUGACAUUCAGCAA
siRNA 2693 2693 | UGCUGAAUGUCAUCUCCAA | 5717 | UUGGAGAUGACAUUCAGCA
siRNA 2694 2694 | GCUGAAUGUCAUCUCCAAC [ 5718 | GUUGGAGAUGACAUUCAGC
siRNA 2695 2695 | CUGAAUGUCAUCUCCAACC | 5719 | GGUUGGAGAUGACAUUCAG
siRNA 2696 | 2696 | UGAAUGUCAUCUCCAACCA | 5720 | UGGUUGGAGAUGACAUUCA
siRNA 2697 2697 | GAAUGUCAUCUCCAACCAG | 5721 | CUGGUUGGAGAUGACAUUC
siRNA 2698 2698 | AAUGUCAUCUCCAACCAGG | 5722 | CCUGGUUGGAGAUGACAUU
siRNA 2699 2699 | AUGUCAUCUCCAACCAGGA | 5723 | UCCUGGUUGGAGAUGACAU
siRNA 2700 2700 | UGUCAUCUCCAACCAGGAG | 5724 | CUCCUGGUUGGAGAUGACA
siRNA 2701 2701 | GUCAUCUCCAACCAGGAGU [ 5725 | ACUCCUGGUUGGAGAUGAC
SiRNA 2702 2702 | UCAUCUCCAACCAGGAGUG | 5726 | CACUCCUGGUUGGAGAUGA
SiRNA 2703 2703 | CAUCUCCAACCAGGAGUGU | 5727 | ACACUCCUGGUUGGAGAUG
S1RNA 2704 2704 | AUCUCCAACCAGGAGUGUA | 5728 | UACACUCCUGGUUGGAGAU
siRNA 2705 2705 | UCUCCAACCAGGAGUGUAA | 5729 | UUACACUCCUGGUUGGAGA
S1RNA 2706 | 2706| CUCCAACCAGGAGUGUAAC | 5730 | GUUACACUCCUGGUUGGAG
SiRNA 2707 2707 | UCCAACCAGGAGUGUAACA | 5731 | UGUUACACUCCUGGUUGGA
S1iRNA 2708 2708 | CCAACCAGGAGUGUAACAU | 5732 | AUGUUACACUCCUGGUUGG
SiRNA 2709 2709 | CAACCAGGAGUGUAACAUC | 5733 | GAUGUUACACUCCUGGUUG
siRNA 2710 2710 | AACCAGGAGUGUAACAUCA | 5734 | UGAUGUUACACUCCUGGUU
S1RNA 2711 2711 | ACCAGGAGUGUAACAUCAA | 5735 | UUGAUGUUACACUCCUGGU
siRNA 2712 2712 | CCAGGAGUGUAACAUCAAG | 5736 | CUUGAUGUUACACUCCUGG
siRNA 2713 | 2713 | CAGGAGUGUAACAUCAAGC [ 5737 | GCUUGAUGUUACACUCCUG
siRNA 2714 2714 | AGGAGUGUAACAUCAAGCA | 5738 | UGCUUGAUGUUACACUCCU
siRNA 2715 2715 | GGAGUGUAACAUCAAGCAC | 5739 | GUGCUUGAUGUUACACUCC
siRNA 2716 | 2716 | GAGUGUAACAUCAAGCACC | 5740 | GGUGCUUGAUGUUACACUC
siRNA 2717 2717 | AGUGUAACAUCAAGCACCG | 5741 | CGGUGCUUGAUGUUACACU
siRNA 2718 2718 | GUGUAACAUCAAGCACCGA | 5742 | UCGGUGCUUGAUGUUACAC
siRNA 2719 2719 | UGUAACAUCAAGCACCGAG | 5743 | CUCGGUGCUUGAUGUUACA
siRNA 2720 2720 | GUAACAUCAAGCACCGAGG | 5744 | CCUCGGUGCUUGAUGUUAC
siRNA 2721 2721 | UAACAUCAAGCACCGAGGA | 5745 | UCCUCGGUGCUUGAUGUUA
SiRNA 2722 2722 | AACAUCAAGCACCGAGGAC | 5746 | GUCCUCGGUGCUUGAUGUU
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siRNA 2723 2723 | ACAUCAAGCACCGAGGACG | 5747 | CGUCCUCGGUGCUUGAUGU
siRNA 2724 2724 | CAUCAAGCACCGAGGACGU | 5748 | ACGUCCUCGGUGCUUGAUG
siRNA 2725 2725 | AUCAAGCACCGAGGACGUG [ 5749 | CACGUCCUCGGUGCUUGAU
siRNA 2726 | 2726 | UCAAGCACCGAGGACGUGU [ 5750 [ ACACGUCCUCGGUGCUUGA
siRNA 2727 2727 | CAAGCACCGAGGACGUGUG [ 5751 | CACACGUCCUCGGUGCUUG
siRNA 2728 2728 | AAGCACCGAGGACGUGUGC | 5752 | GCACACGUCCUCGGUGCUU
siRNA 2729 2729 | AGCACCGAGGACGUGUGCG [ 5753 | CGCACACGUCCUCGGUGCU
siRNA 2730 2730 | GCACCGAGGACGUGUGCGG | 5754 | CCGCACACGUCCUCGGUGC
siRNA 2731 2731 | CACCGAGGACGUGUGCGGG | 5755 | CCCGCACACGUCCUCGGUG
SiRNA 2732 2732 | ACCGAGGACGUGUGCGGGA | 5756 | UCCCGCACACGUCCUCGGU
SiRNA 2733 2733 | CCGAGGACGUGUGCGGGAG | 5757 | CUCCCGCACACGUCCUCGG
S1RNA 2734 2734 | CGAGGACGUGUGCGGGAGA | 5758 | UCUCCCGCACACGUCCUCG
siRNA 2735 2735 | GAGGACGUGUGCGGGAGAG | 5759 | CUCUCCCGCACACGUCCUC
siRNA 2736 | 2736 | AGGACGUGUGCGGGAGAGU | 5760 | ACUCUCCCGCACACGUCCU
S1RNA 2737 2737 | GGACGUGUGCGGGAGAGUG | 5761 | CACUCUCCCGCACACGUCC
siRNA 2738 2738 | GACGUGUGCGGGAGAGUGA | 5762 | UCACUCUCCCGCACACGUC
S1RNA 2739 2739 | ACGUGUGCGGGAGAGUGAG | 5763 | CUCACUCUCCCGCACACGU
siRNA 2740 2740 | CGUGUGCGGGAGAGUGAGA | 5764 | UCUCACUCUCCCGCACACG
S1RNA 2741 2741 | GUGUGCGGGAGAGUGAGAU | 5765 | AUCUCACUCUCCCGCACAC
siRNA 2742 2742 | UGUGCGGGAGAGUGAGAUG | 5766 | CAUCUCACUCUCCCGCACA
siRNA 2743 2743 | GUGCGGGAGAGUGAGAUGU | 5767 | ACAUCUCACUCUCCCGCAC
siRNA 2744 2744 | UGCGGGAGAGUGAGAUGUG | 5768 | CACAUCUCACUCUCCCGCA
siRNA 2745 2745 | GCGGGAGAGUGAGAUGUGC [ 5769 | GCACAUCUCACUCUCCCGC
siRNA 2746 | 2746 | CGGGAGAGUGAGAUGUGCA [ 5770 | UGCACAUCUCACUCUCCCG
siRNA 2747 2747 | GGGAGAGUGAGAUGUGCAC [ 5771 | GUGCACAUCUCACUCUCCC
siRNA 2748 2748 | GGAGAGUGAGAUGUGCACU [ 5772 | AGUGCACAUCUCACUCUCC
siRNA 2749 2749 | GAGAGUGAGAUGUGCACUG | 5773 | CAGUGCACAUCUCACUCUC
siRNA 2750 2750 | AGAGUGAGAUGUGCACUGA | 5774 | UCAGUGCACAUCUCACUCU
siRNA 2751 2751 | GAGUGAGAUGUGCACUGAG [ 5775 | CUCAGUGCACAUCUCACUC
SiRNA 2752 2752 | AGUGAGAUGUGCACUGAGG | 5776 | CCUCAGUGCACAUCUCACU
siRNA 2753 2753 | GUGAGAUGUGCACUGAGGG [ 5777 | CCCUCAGUGCACAUCUCAC
SiRNA 2754 2754 | UGAGAUGUGCACUGAGGGA | 5778 | UCCCUCAGUGCACAUCUCA
siRNA 2755 2755 | GAGAUGUGCACUGAGGGAC | 5779 | GUCCCUCAGUGCACAUCUC
SiRNA 2756 | 2756 | AGAUGUGCACUGAGGGACU | 5780 | AGUCCCUCAGUGCACAUCU
siRNA 2757 2757 | GAUGUGCACUGAGGGACUG | 5781 | CAGUCCCUCAGUGCACAUC
S1RNA 2758 2758 | AUGUGCACUGAGGGACUGU [ 5782 | ACAGUCCCUCAGUGCACAU
siRNA 2759 2759 | UGUGCACUGAGGGACUGUU | 5783 | AACAGUCCCUCAGUGCACA
S1RNA 2760 2760 | GUGCACUGAGGGACUGUUG | 5784 | CAACAGUCCCUCAGUGCAC
SiRNA 2761 2761 | UGCACUGAGGGACUGUUGG | 5785 | CCAACAGUCCCUCAGUGCA
siRNA 2762 2762 | GCACUGAGGGACUGUUGGC | 5786 | GCCAACAGUCCCUCAGUGC
S1RNA 2763 2763 | CACUGAGGGACUGUUGGCC | 5787 | GGCCAACAGUCCCUCAGUG
siRNA 2764 2764 | ACUGAGGGACUGUUGGCCC [ 5788 | GGGCCAACAGUCCCUCAGU
siRNA 2765 2765 | CUGAGGGACUGUUGGCCCC | 5789 | GGGGCCAACAGUCCCUCAG
siRNA 2766 | 2766 | UGAGGGACUGUUGGCCCCU [ 5790 | AGGGGCCAACAGUCCCUCA
siRNA 2767 2767 | GAGGGACUGUUGGCCCCUG [ 5791 | CAGGGGCCAACAGUCCCUC
siRNA 2768 2768 | AGGGACUGUUGGCCCCUGU | 5792 | ACAGGGGCCAACAGUCCCU
siRNA 2769 2769 | GGGACUGUUGGCCCCUGUG [ 5793 | CACAGGGGCCAACAGUCCC
siRNA 2770 2770 | GGACUGUUGGCCCCUGUGG | 5794 | CCACAGGGGCCAACAGUCC
siRNA 2771 2771 | GACUGUUGGCCCCUGUGGG [ 5795 | CCCACAGGGGCCAACAGUC
siRNA 2772 2772 | ACUGUUGGCCCCUGUGGGG | 5796 | CCCCACAGGGGCCAACAGU
siRNA 2773 2773 | CUGUUGGCCCCUGUGGGGG | 5797 | CCCCCACAGGGGCCAACAG
SiRNA 2774 2774 | UGUUGGCCCCUGUGGGGGC | 5798 | GCCCCCACAGGGGCCAACA
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siRNA 2775 2775 | GUUGGCCCCUGUGGGGGCC | 5799 | GGCCCCCACAGGGGCCAAC
siRNA 2776 | 2776 | UUGGCCCCUGUGGGGGCCU [ 5800 [ AGGCCCCCACAGGGGCCAA
siRNA 2777 2777 | UGGCCCCUGUGGGGGCCUG | 5801 | CAGGCCCCCACAGGGGCCA
siRNA 2778 2778 | GGCCCCUGUGGGGGCCUGU | 5802 | ACAGGCCCCCACAGGGGCC
siRNA 2779 2779 | GCCCCUGUGGGGGCCUGUG [ 5803 | CACAGGCCCCCACAGGGGC
siRNA 2780 2780 | CCCCUGUGGGGGCCUGUGA | 5804 | UCACAGGCCCCCACAGGGG
siRNA 2781 2781 | CCCUGUGGGGGCCUGUGAG | 5805 | CUCACAGGCCCCCACAGGG
SiRNA 2782 2782 | CCUGUGGGGGCCUGUGAGG | 5806 | CCUCACAGGCCCCCACAGG
siRNA 2783 2783 | CUGUGGGGGCCUGUGAGGG | 5807 | CCCUCACAGGCCCCCACAG
SiRNA 2784 2784 | UGUGGGGGCCUGUGAGGGU | 5808 | ACCCUCACAGGCCCCCACA
siRNA 2785 2785 | GUGGGGGCCUGUGAGGGUG | 5809 | CACCCUCACAGGCCCCCAC
S1RNA 2786 | 2786 | UGGGGGCCUGUGAGGGUGA | 5810 | UCACCCUCACAGGCCCCCA
siRNA 2787 2787 | GGGGGCCUGUGAGGGUGAC | 5811 | GUCACCCUCACAGGCCCCC
siRNA 2788 2788 | GGGGCCUGUGAGGGUGACU | 5812 | AGUCACCCUCACAGGCCCC
S1RNA 2789 2789 | GGGCCUGUGAGGGUGACUA | 5813 | UAGUCACCCUCACAGGCCC
siRNA 2790 2790 | GGCCUGUGAGGGUGACUAC | 5814 | GUAGUCACCCUCACAGGCC
S1RNA 2791 2791 | GCCUGUGAGGGUGACUACG | 5815 | CGUAGUCACCCUCACAGGC
siRNA 2792 2792 | CCUGUGAGGGUGACUACGG | 5816 | CCGUAGUCACCCUCACAGG
S1RNA 2793 2793 | CUGUGAGGGUGACUACGGG | 5817 | CCCGUAGUCACCCUCACAG
siRNA 2794 2794 | UGUGAGGGUGACUACGGGG | 5818 | CCCCGUAGUCACCCUCACA
siRNA 2795 2795 | GUGAGGGUGACUACGGGGG | 5819 | CCCCCGUAGUCACCCUCAC
siRNA 2796 | 2796 | UGAGGGUGACUACGGGGGC | 5820 | GCCCCCGUAGUCACCCUCA
siRNA 2797 2797 | GAGGGUGACUACGGGGGCC | 5821 | GGCCCCCGUAGUCACCCUC
siRNA 2798 2798 | AGGGUGACUACGGGGGCCC [ 5822 | GGGCCCCCGUAGUCACCCU
siRNA 2799 2799 | GGGUGACUACGGGGGCCCA | 5823 | UGGGCCCCCGUAGUCACCC
siRNA 2800 2800 | GGUGACUACGGGGGCCCAC [ 5824 | GUGGGCCCCCGUAGUCACC
siRNA 2801 2801 | GUGACUACGGGGGCCCACU | 5825 | AGUGGGCCCCCGUAGUCAC
siRNA 2802 2802 | UGACUACGGGGGCCCACUU | 5826 | AAGUGGGCCCCCGUAGUCA
siRNA 2803 2803 | GACUACGGGGGCCCACUUG | 5827 | CAAGUGGGCCCCCGUAGUC
siRNA 2804 2804 | ACUACGGGGGCCCACUUGC | 5828 | GCAAGUGGGCCCCCGUAGU
siRNA 2805 2805 | CUACGGGGGCCCACUUGCC | 5829 | GGCAAGUGGGCCCCCGUAG
siRNA 2806 | 2806 | UACGGGGGCCCACUUGCCU [ 5830 | AGGCAAGUGGGCCCCCGUA
siRNA 2807 2807 | ACGGGGGCCCACUUGCCUG | 5831 | CAGGCAAGUGGGCCCCCGU
siRNA 2808 2808 | CGGGGGCCCACUUGCCUGC | 5832 | GCAGGCAAGUGGGCCCCCG
siRNA 2809 2809 | GGGGGCCCACUUGCCUGCU | 5833 | AGCAGGCAAGUGGGCCCCC
S1RNA 2810 2810 | GGGGCCCACUUGCCUGCUU | 5834 | AAGCAGGCAAGUGGGCCCC
siRNA 2811 2811 | GGGCCCACUUGCCUGCUUU | 5835 | AAAGCAGGCAAGUGGGCCC
S1RNA 2812 2812 | GGCCCACUUGCCUGCUUUA | 5836 | UAAAGCAGGCAAGUGGGCC
SiRNA 2813 2813 | GCCCACUUGCCUGCUUUAC | 5837 | GUAAAGCAGGCAAGUGGGC
siRNA 2814 2814 | CCCACUUGCCUGCUUUACC | 5838 | GGUAAAGCAGGCAAGUGGG
S1iRNA 2815 2815 | CCACUUGCCUGCUUUACCC | 5839 | GGGUAAAGCAGGCAAGUGG
siRNA 2816 | 2816 | CACUUGCCUGCUUUACCCA | 5840 | UGGGUAAAGCAGGCAAGUG
siRNA 2817 2817 | ACUUGCCUGCUUUACCCAC | 5841 | GUGGGUAAAGCAGGCAAGU
siRNA 2818 2818 | CUUGCCUGCUUUACCCACA | 5842 | UGUGGGUAAAGCAGGCAAG
siRNA 2819 2819 | UUGCCUGCUUUACCCACAA | 5843 | UUGUGGGUAAAGCAGGCAA
siRNA 2820 2820 | UGCCUGCUUUACCCACAAC | 5844 | GUUGUGGGUAAAGCAGGCA
siRNA 2821 2821 | GCCUGCUUUACCCACAACU | 5845 | AGUUGUGGGUAAAGCAGGC
siRNA 2822 2822 | CCUGCUUUACCCACAACUG | 5846 | CAGUUGUGGGUAAAGCAGG
siRNA 2823 2823 | CUGCUUUACCCACAACUGC | 5847 | GCAGUUGUGGGUAAAGCAG
siRNA 2824 2824 | UGCUUUACCCACAACUGCU | 5848 | AGCAGUUGUGGGUAAAGCA
siRNA 2825 2825 | GCUUUACCCACAACUGCUG | 5849 | CAGCAGUUGUGGGUAAAGC
SiRNA 2826 | 2826 CUUUACCCACAACUGCUGG | 5850 | CCAGCAGUUGUGGGUARAG
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siRNA 2827 2827 | UUUACCCACAACUGCUGGG | 5851 | CCCAGCAGUUGUGGGUAAA
siRNA 2828 2828 | UUACCCACAACUGCUGGGU | 5852 | ACCCAGCAGUUGUGGGUAA
siRNA 2829 2829 | UACCCACAACUGCUGGGUC | 5853 | GACCCAGCAGUUGUGGGUA
siRNA 2830 2830 | ACCCACAACUGCUGGGUCC [ 5854 | GGACCCAGCAGUUGUGGGU
siRNA 2831 2831 | CCCACAACUGCUGGGUCCU | 5855 | AGGACCCAGCAGUUGUGGG
SiRNA 2832 2832 | CCACAACUGCUGGGUCCUG | 5856 | CAGGACCCAGCAGUUGUGG
siRNA 2833 2833 | CACAACUGCUGGGUCCUGG | 5857 | CCAGGACCCAGCAGUUGUG
siRNA 2834 2834 | ACAACUGCUGGGUCCUGGA | 5858 | UCCAGGACCCAGCAGUUGU
siRNA 2835 2835 | CAACUGCUGGGUCCUGGAA | 5859 | UUCCAGGACCCAGCAGUUG
SsiRNA 2836 | 2836 AACUGCUGGGUCCUGGAAG | 5860 | CUUCCAGGACCCAGCAGUU
siRNA 2837 2837 | ACUGCUGGGUCCUGGAAGG | 5861 | CCUUCCAGGACCCAGCAGU
siRNA 2838 2838 | CUGCUGGGUCCUGGAAGGA | 5862 | UCCUUCCAGGACCCAGCAG
siRNA 2839 2839 | UGCUGGGUCCUGGAAGGAA | 5863 | UUCCUUCCAGGACCCAGCA
siRNA 2840 2840 | GCUGGGUCCUGGAAGGAAU | 5864 | AUUCCUUCCAGGACCCAGC
S1RNA 2841 2841 | CUGGGUCCUGGAAGGAAUU | 5865 | AAUUCCUUCCAGGACCCAG
siRNA 2842 2842 | UGGGUCCUGGAAGGAAUUA | 5866 | UAAUUCCUUCCAGGACCCA
S1RNA 2843 2843 | GGGUCCUGGAAGGAAUUAU | 5867 | AUAAUUCCUUCCAGGACCC
siRNA 2844 2844 | GGUCCUGGAAGGAAUUAUA | 5868 | UAUAAUUCCUUCCAGGACC
S1RNA 2845 2845 | GUCCUGGAAGGAAUUAUAA | 5869 | UUAUAAUUCCUUCCAGGAC
siRNA 2846 | 2846 | UCCUGGAAGGAAUUAUAAU [ 5870 | AUUAUAAUUCCUUCCAGGA
siRNA 2847 2847 | CCUGGAAGGAAUUAUAAUC | 5871 | GAUUAUAAUUCCUUCCAGG
siRNA 2848 2848 | CUGGAAGGAAUUAUAAUCC | 5872 | GGAUUAUAAUUCCUUCCAG
siRNA 2849 2849 | UGGAAGGAAUUAUAAUCCC | 5873 | GGGAUUAUAAUUCCUUCCA
siRNA 2850 2850 | GGAAGGAAUUAUAAUCCCC | 5874 | GGGGAUUAUAAUUCCUUCC
siRNA 2851 2851 | GAAGGAAUUAUAAUCCCCA [ 5875 | UGGGGAUUAUAAUUCCUUC
siRNA 2852 2852 | AAGGAAUUAUAAUCCCCAA | 5876 | UUGGGGAUUAUAAUUCCUU
siRNA 2853 2853 | AGGAAUUAUAAUCCCCAAC [ 5877 | GUUGGGGAUUAUAAUUCCU
siRNA 2854 2854 | GGAAUUAUAAUCCCCAACC [ 5878 | GGUUGGGGAUUAUAAUUCC
siRNA 2855 2855 | GAAUUAUAAUCCCCAACCG | 5879 | CGGUUGGGGAUUAUAAUUC
siRNA 2856 | 2856 AAUUAUAAUCCCCAACCGA | 5880 | UCGGUUGGGGAUUAUAAUU
siRNA 2857 2857 | AUUAUAAUCCCCAACCGAG | 5881 | CUCGGUUGGGGAUUAUAAU
siRNA 2858 2858 | UUAUAAUCCCCAACCGAGU | 5882 | ACUCGGUUGGGGAUUAUAA
SsiRNA 2859 2859 | UAUAAUCCCCAACCGAGUA | 5883 | UACUCGGUUGGGGAUUAUA
S1RNA 2860 2860 | AUAAUCCCCAACCGAGUAU | 5884 | AUACUCGGUUGGGGAUUAU
siRNA 2861 2861 | UAAUCCCCAACCGAGUAUG | 5885 | CAUACUCGGUUGGGGAUUA
S1RNA 2862 2862 | AAUCCCCAACCGAGUAUGC | 5886 | GCAUACUCGGUUGGGGAUU
siRNA 2863 2863 | AUCCCCAACCGAGUAUGCG | 5887 | CGCAUACUCGGUUGGGGAU
S1RNA 2864 2864 | UCCCCAACCGAGUAUGCGC | 5888 | GCGCAUACUCGGUUGGGGA
S1iRNA 2865 2865 | CCCCAACCGAGUAUGCGCA | 5889 | UGCGCAUACUCGGUUGGGG
siRNA 2866 | 2866 | CCCAACCGAGUAUGCGCAA [ 5890 | UUGCGCAUACUCGGUUGGG
S1RNA 2867 2867 | CCAACCGAGUAUGCGCAAG | 5891 | CUUGCGCAUACUCGGUUGG
siRNA 2868 2868 | CAACCGAGUAUGCGCAAGG | 5892 | CCUUGCGCAUACUCGGUUG
siRNA 2869 2869 | AACCGAGUAUGCGCAAGGU | 5893 | ACCUUGCGCAUACUCGGUU
siRNA 2870 2870 | ACCGAGUAUGCGCAAGGUC [ 5894 | GACCUUGCGCAUACUCGGU
siRNA 2871 2871 | CCGAGUAUGCGCAAGGUCC | 5895 | GGACCUUGCGCAUACUCGG
siRNA 2872 2872 | CGAGUAUGCGCAAGGUCCC | 5896 | GGGACCUUGCGCAUACUCG
siRNA 2873 2873 | GAGUAUGCGCAAGGUCCCG | 5897 | CGGGACCUUGCGCAUACUC
siRNA 2874 2874 | AGUAUGCGCAAGGUCCCGC [ 5898 | GCGGGACCUUGCGCAUACU
siRNA 2875 2875 | GUAUGCGCAAGGUCCCGCU | 5899 | AGCGGGACCUUGCGCAUAC
siRNA 2876 | 2876 | UAUGCGCAAGGUCCCGCUG [ 5900 [ CAGCGGGACCUUGCGCAUA
siRNA 2877 2877 | AUGCGCAAGGUCCCGCUGG | 5901 | CCAGCGGGACCUUGCGCAU
siRNA 2878 2878 | UGCGCAAGGUCCCGCUGGC | 5902 | GCCAGCGGGACCUUGCGCA
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siRNA 2879 2879 | GCGCAAGGUCCCGCUGGCC [ 5903 | GGCCAGCGGGACCUUGCGC
siRNA 2880 2880 | CGCAAGGUCCCGCUGGCCA | 5904 | UGGCCAGCGGGACCUUGCG
siRNA 2881 2881 | GCAAGGUCCCGCUGGCCAG [ 5905 | CUGGCCAGCGGGACCUUGC
siRNA 2882 2882 | CAAGGUCCCGCUGGCCAGC [ 5906 | GCUGGCCAGCGGGACCUUG
siRNA 2883 2883 | AAGGUCCCGCUGGCCAGCU [ 5907 | AGCUGGCCAGCGGGACCUU
siRNA 2884 2884 | AGGUCCCGCUGGCCAGCUG | 5908 | CAGCUGGCCAGCGGGACCU
siRNA 2885 2885 | GGUCCCGCUGGCCAGCUGU [ 5909 | ACAGCUGGCCAGCGGGACC
SsiRNA 2886 | 2886 GUCCCGCUGGCCAGCUGUC | 5910 | GACAGCUGGCCAGCGGGAC
siRNA 2887 2887 | UCCCGCUGGCCAGCUGUCU | 5911 | AGACAGCUGGCCAGCGGGA
siRNA 2888 2888 | CCCGCUGGCCAGCUGUCUU | 5912 | AAGACAGCUGGCCAGCGGG
siRNA 2889 2889 | CCGCUGGCCAGCUGUCUUC | 5913 | GAAGACAGCUGGCCAGCGG
S1RNA 2890 2890 | CGCUGGCCAGCUGUCUUCA | 5914 | UGAAGACAGCUGGCCAGCG
siRNA 2891 2891 | GCUGGCCAGCUGUCUUCAC [ 5915 | GUGAAGACAGCUGGCCAGC
siRNA 2892 2892 | CUGGCCAGCUGUCUUCACG | 5916 | CGUGAAGACAGCUGGCCAG
S1RNA 2893 2893 | UGGCCAGCUGUCUUCACGC [ 5917 | GCGUGAAGACAGCUGGCCA
siRNA 2894 2894 | GGCCAGCUGUCUUCACGCG | 5918 | CGCGUGAAGACAGCUGGCC
S1RNA 2895 2895 | GCCAGCUGUCUUCACGCGU | 5919 | ACGCGUGAAGACAGCUGGC
siRNA 2896 | 2896 | CCAGCUGUCUUCACGCGUG [ 5920 | CACGCGUGAAGACAGCUGG
S1RNA 2897 2897 | CAGCUGUCUUCACGCGUGU | 5921 | ACACGCGUGAAGACAGCUG
siRNA 2898 2898 | AGCUGUCUUCACGCGUGUC | 5922 | GACACGCGUGAAGACAGCU
siRNA 2899 2899 | GCUGUCUUCACGCGUGUCU | 5923 | AGACACGCGUGAAGACAGC
siRNA 2900 2900 | CUGUCUUCACGCGUGUCUC | 5924 | GAGACACGCGUGAAGACAG
siRNA 2901 2901 | UGUCUUCACGCGUGUCUCU | 5925 | AGAGACACGCGUGAAGACA
siRNA 2902 2902 | GUCUUCACGCGUGUCUCUG [ 5926 | CAGAGACACGCGUGAAGAC
siRNA 2903 2903 | UCUUCACGCGUGUCUCUGU | 5927 | ACAGAGACACGCGUGAAGA
siRNA 2904 2904 | CUUCACGCGUGUCUCUGUG | 5928 | CACAGAGACACGCGUGAAG
siRNA 2905 2905 | UUCACGCGUGUCUCUGUGU | 5929 | ACACAGAGACACGCGUGAA
siRNA 2906 | 2906 | UCACGCGUGUCUCUGUGUU | 5930 | AACACAGAGACACGCGUGA
siRNA 2907 2907 | CACGCGUGUCUCUGUGUUU | 5931 | AAACACAGAGACACGCGUG
siRNA 2908 2908 | ACGCGUGUCUCUGUGUUUG | 5932 | CAAACACAGAGACACGCGU
siRNA 2909 2909 | CGCGUGUCUCUGUGUUUGU | 5933 | ACAAACACAGAGACACGCG
siRNA 2910 2910 | GCGUGUCUCUGUGUUUGUG | 5934 | CACAAACACAGAGACACGC
SsiRNA 2911 2911 | CGUGUCUCUGUGUUUGUGG | 5935 | CCACAAACACAGAGACACG
SiRNA 2912 2912 | GUGUCUCUGUGUUUGUGGA | 5936 | UCCACAAACACAGAGACAC
SiRNA 2913 2913 | UGUCUCUGUGUUUGUGGAC | 5937 | GUCCACAAACACAGAGACA
S1RNA 2914 2914 | GUCUCUGUGUUUGUGGACU | 5938 | AGUCCACAAACACAGAGAC
siRNA 2915 2915 | UCUCUGUGUUUGUGGACUG | 5939 | CAGUCCACAAACACAGAGA
S1RNA 2916 | 2916| CUCUGUGUUUGUGGACUGG | 5940 | CCAGUCCACAAACACAGAG
siRNA 2917 2917 | UCUGUGUUUGUGGACUGGA | 5941 | UCCAGUCCACAAACACAGA
siRNA 2918 2918 | CUGUGUUUGUGGACUGGAU | 5942 | AUCCAGUCCACAAACACAG
SiRNA 2919 2919 | UGUGUUUGUGGACUGGAUU | 5943 | AAUCCAGUCCACAAACACA
siRNA 2920 2920 | GUGUUUGUGGACUGGAUUC | 5944 | GAAUCCAGUCCACAAACAC
siRNA 2921 2921 | UGUUUGUGGACUGGAUUCA | 5945 | UGAAUCCAGUCCACAAACA
siRNA 2922 2922 | GUUUGUGGACUGGAUUCAC | 5946 | GUGAAUCCAGUCCACAAAC
siRNA 2923 2923 | UUUGUGGACUGGAUUCACA | 5947 | UGUGAAUCCAGUCCACAAA
siRNA 2924 2924 | UUGUGGACUGGAUUCACAA | 5948 | UUGUGAAUCCAGUCCACAA
siRNA 2925 2925 | UGUGGACUGGAUUCACAAG | 5949 | CUUGUGAAUCCAGUCCACA
siRNA 2926 | 2926 | GUGGACUGGAUUCACAAGG | 5950 | CCUUGUGAAUCCAGUCCAC
siRNA 2927 2927 | UGGACUGGAUUCACAAGGU | 5951 | ACCUUGUGAAUCCAGUCCA
siRNA 2928 2928 | GGACUGGAUUCACAAGGUC [ 5952 | GACCUUGUGAAUCCAGUCC
siRNA 2929 2929 | GACUGGAUUCACAAGGUCA | 5953 | UGACCUUGUGAAUCCAGUC
SiRNA 2930 2930 | ACUGGAUUCACAAGGUCAU | 5954 | AUGACCUUGUGAAUCCAGU
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siRNA 2931 2931 | CUGGAUUCACAAGGUCAUG | 5955 | CAUGACCUUGUGAAUCCAG
siRNA 2932 2932 | UGGAUUCACAAGGUCAUGA | 5956 | UCAUGACCUUGUGAAUCCA
siRNA 2933 2933 | GGAUUCACAAGGUCAUGAG | 5957 | CUCAUGACCUUGUGAAUCC
siRNA 2934 2934 | GAUUCACAAGGUCAUGAGA | 5958 | UCUCAUGACCUUGUGAAUC
siRNA 2935 2935 | AUUCACAAGGUCAUGAGAC [ 5959 | GUCUCAUGACCUUGUGAAU
SiRNA 2936 | 2936 | UUCACAAGGUCAUGAGACU [ 5960 | AGUCUCAUGACCUUGUGAA
siRNA 2937 2937 | UCACAAGGUCAUGAGACUG | 5961 | CAGUCUCAUGACCUUGUGA
siRNA 2938 2938 | CACAAGGUCAUGAGACUGG | 5962 | CCAGUCUCAUGACCUUGUG
siRNA 2939 2939 | ACAAGGUCAUGAGACUGGG [ 5963 | CCCAGUCUCAUGACCUUGU
siRNA 2940 2940 | CAAGGUCAUGAGACUGGGU | 5964 | ACCCAGUCUCAUGACCUUG
SiRNA 2941 2941 | AAGGUCAUGAGACUGGGUU | 5965 | AACCCAGUCUCAUGACCUU
S1RNA 2942 2942 | AGGUCAUGAGACUGGGUUA | 5966 | UAACCCAGUCUCAUGACCU
SiRNA 2943 2943 | GGUCAUGAGACUGGGUUAG | 5967 | CUAACCCAGUCUCAUGACC
siRNA 2944 2944 | GUCAUGAGACUGGGUUAGG | 5968 | CCUAACCCAGUCUCAUGAC
S1RNA 2945 2945 | UCAUGAGACUGGGUUAGGC | 5969 | GCCUAACCCAGUCUCAUGA
siRNA 2946 | 2946 | CAUGAGACUGGGUUAGGCC [ 5970 | GGCCUAACCCAGUCUCAUG
S1RNA 2947 2947 | AUGAGACUGGGUUAGGCCC [ 5971 | GGGCCUAACCCAGUCUCAU
siRNA 2948 2948 | UGAGACUGGGUUAGGCCCA | 5972 | UGGGCCUAACCCAGUCUCA
S1RNA 2949 2949 | GAGACUGGGUUAGGCCCAG [ 5973 | CUGGGCCUAACCCAGUCUC
siRNA 2950 2950 | AGACUGGGUUAGGCCCAGC [ 5974 | GCUGGGCCUAACCCAGUCU
siRNA 2951 2951 | GACUGGGUUAGGCCCAGCC [ 5975 | GGCUGGGCCUAACCCAGUC
siRNA 2952 2952 | ACUGGGUUAGGCCCAGCCU [ 5976 | AGGCUGGGCCUAACCCAGU
siRNA 2953 2953 | CUGGGUUAGGCCCAGCCUU | 5977 | AAGGCUGGGCCUAACCCAG
siRNA 2954 2954 | UGGGUUAGGCCCAGCCUUG | 5978 | CAAGGCUGGGCCUAACCCA
siRNA 2955 2955 | GGGUUAGGCCCAGCCUUGA [ 5979 | UCAAGGCUGGGCCUAACCC
siRNA 2956 | 2956 | GGUUAGGCCCAGCCUUGAU [ 5980 [ AUCAAGGCUGGGCCUAACC
siRNA 2957 2957 | GUUAGGCCCAGCCUUGAUG | 5981 | CAUCAAGGCUGGGCCUAAC
siRNA 2958 2958 | UUAGGCCCAGCCUUGAUGC | 5982 | GCAUCAAGGCUGGGCCUAA
siRNA 2959 2959 | UAGGCCCAGCCUUGAUGCC [ 5983 | GGCAUCAAGGCUGGGCCUA
SiRNA 2960 2960 | AGGCCCAGCCUUGAUGCCA | 5984 | UGGCAUCAAGGCUGGGCCU
siRNA 2961 2961 | GGCCCAGCCUUGAUGCCAU | 5985 | AUGGCAUCAAGGCUGGGCC
SiRNA 2962 2962 | GCCCAGCCUUGAUGCCAUA | 5986 | UAUGGCAUCAAGGCUGGGC
SiRNA 2963 2963 | CCCAGCCUUGAUGCCAUAU | 5987 | AUAUGGCAUCAAGGCUGGG
S1RNA 2964 2964 | CCAGCCUUGAUGCCAUAUG | 5988 | CAUAUGGCAUCAAGGCUGG
SiRNA 2965 2965 | CAGCCUUGAUGCCAUAUGC | 5989 | GCAUAUGGCAUCAAGGCUG
S1RNA 2966 | 2966 | AGCCUUGAUGCCAUAUGCC | 5990 | GGCAUAUGGCAUCAAGGCU
SiRNA 2967 2967 | GCCUUGAUGCCAUAUGCCU | 5991 | AGGCAUAUGGCAUCAAGGC
S1RNA 2968 2968 | CCUUGAUGCCAUAUGCCUU [ 5992 | AAGGCAUAUGGCAUCAAGG
S1iRNA 2969 | 2969 | CUUGAUGCCAUAUGCCUUG | 5993 | CAAGGCAUAUGGCAUCAAG
siRNA 2970 2970 | UUGAUGCCAUAUGCCUUGG | 5994 | CCAAGGCAUAUGGCAUCAA
S1RNA 2971 2971 | UGAUGCCAUAUGCCUUGGG | 5995 | CCCAAGGCAUAUGGCAUCA
siRNA 2972 2972 | GAUGCCAUAUGCCUUGGGG | 5996 | CCCCAAGGCAUAUGGCAUC
siRNA 2973 2973 | AUGCCAUAUGCCUUGGGGA | 5997 | UCCCCAAGGCAUAUGGCAU
siRNA 2974 2974 | UGCCAUAUGCCUUGGGGAG | 5998 | CUCCCCAAGGCAUAUGGCA
siRNA 2975 2975 | GCCAUAUGCCUUGGGGAGG [ 5999 | CCUCCCCAAGGCAUAUGGC
siRNA 2976 | 2976 | CCAUAUGCCUUGGGGAGGA | 6000 [ UCCUCCCCAAGGCAUAUGG
siRNA 2977 2977 | CAUAUGCCUUGGGGAGGAC | 6001 | GUCCUCCCCAAGGCAUAUG
siRNA 2978 2978 | AUAUGCCUUGGGGAGGACA | 6002 | UGUCCUCCCCAAGGCAUAU
siRNA 2979 2979 | UAUGCCUUGGGGAGGACAA | 6003 | UUGUCCUCCCCAAGGCAUA
siRNA 2980 2980 | AUGCCUUGGGGAGGACAAA | 6004 | UUUGUCCUCCCCAAGGCAU
siRNA 2981 2981 | UGCCUUGGGGAGGACAAAA | 6005 | UUUUGUCCUCCCCAAGGCA
siRNA 2982 2982 | GCCUUGGGGAGGACAAAAC | 6006 | GUUUUGUCCUCCCCAAGGC
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siRNA 2983 2983 | CCUUGGGGAGGACAAAACU | 6007 | AGUUUUGUCCUCCCCAAGG

siRNA 2984 2984 | CUUGGGGAGGACAAAACUU | 6008 | AAGUUUUGUCCUCCCCAAG

siRNA 2985 2985 | UUGGGGAGGACAAAACUUC | 6009 | GAAGUUUUGUCCUCCCCAA

siRNA 2986 | 2986 | UGGGGAGGACAAAACUUCU [ 6010 [ AGAAGUUUUGUCCUCCCCA

siRNA 2987 2987 | GGGGAGGACAAAACUUCUU | 6011 | AAGAAGUUUUGUCCUCCCC

siRNA 2988 2988 | GGGAGGACAAAACUUCUUG | 6012 | CAAGAAGUUUUGUCCUCCC

siRNA 2989 | 2989 | GGAGGACAAAACUUCUUGU [ 6013 | ACAAGAAGUUUUGUCCUCC

siRNA 2990 2990 | GAGGACAAAACUUCUUGUC | 6014 | GACAAGAAGUUUUGUCCUC

siRNA 2991 | 2991 | AGGACAAAACUUCUUGUCA | 6015 | UGACAAGAAGUUUUGUCCU

SiRNA 2992 2992 | GGACAAAACUUCUUGUCAG | 6016 | CUGACAAGAAGUUUUGUCC

SiRNA 2993 2993 | GACAAAACUUCUUGUCAGA | 6017 | UCUGACAAGAAGUUUUGUC

S1RNA 2994 2994 | ACAAAACUUCUUGUCAGAC | 6018 | GUCUGACAAGAAGUUUUGU

SiRNA 2995 2995 | CAAAACUUCUUGUCAGACA | 6019 | UGUCUGACAAGAAGUUUUG

siRNA 2996 | 2996 | AAAACUUCUUGUCAGACAU | 6020 | AUGUCUGACAAGAAGUUUU

S1RNA 2997 2997 | AAACUUCUUGUCAGACAUA | 6021 | UAUGUCUGACAAGAAGUUU

siRNA 2998 2998 | AACUUCUUGUCAGACAUAA | 6022 | UUAUGUCUGACAAGAAGUU

S1RNA 2999 2999 | ACUUCUUGUCAGACAUAAA | 6023 | UUUAUGUCUGACAAGAAGU

siRNA 3000 3000 | CUUCUUGUCAGACAUAAAG | 6024 | CUUUAUGUCUGACAAGAAG

S1iRNA 3001 3001 | UUCUUGUCAGACAUARAAGC | 6025 | GCUUUAUGUCUGACAAGAA

siRNA 3002 3002 | UCUUGUCAGACAUARAGCC | 6026 | GGCUUUAUGUCUGACAAGA

siRNA 3003 3003 | CUUGUCAGACAUAAAGCCA | 6027 | UGGCUUUAUGUCUGACAAG

siRNA 3004 3004 | UUGUCAGACAUAAAGCCAU | 6028 | AUGGCUUUAUGUCUGACAA

siRNA 3005 3005 | UGUCAGACAUAAAGCCAUG | 6029 | CAUGGCUUUAUGUCUGACA

siRNA 3006 3006 | GUCAGACAUAAAGCCAUGU | 6030 | ACAUGGCUUUAUGUCUGAC

siRNA 3007 3007 | UCAGACAUAAAGCCAUGUU | 6031 | AACAUGGCUUUAUGUCUGA

siRNA 3008 | 3008 | CAGACAUAAAGCCAUGUUU | 6032 | AAACAUGGCUUUAUGUCUG

siRNA 3009 3009 | AGACAUAAAGCCAUGUUUC | 6033 | GAAACAUGGCUUUAUGUCU

siRNA 3010 | 3010 | GACAUAAAGCCAUGUUUCC | 6034 | GGAAACAUGGCUUUAUGUC

siRNA 3011 3011 | ACAUAAAGCCAUGUUUCCU | 6035 | AGGAAACAUGGCUUUAUGU

siRNA 3012 3012 | CAUAAAGCCAUGUUUCCUC [ 6036 | GAGGAAACAUGGCUUUAUG

siRNA 3013 | 3013 | AUAAAGCCAUGUUUCCUCU | 6037 | AGAGGAAACAUGGCUUUAU

siRNA 3014 3014 | UAAAGCCAUGUUUCCUCUU | 6038 | AAGAGGAAACAUGGCUUUA

siRNA 3015 3015 | AAAGCCAUGUUUCCUCUUU | 6039 | AAAGAGGAAACAUGGCUUU

SiRNA 3016 3016 | AAGCCAUGUUUCCUCUUUA | 6040 | UAAAGAGGAAACAUGGCUU

siRNA 3017 3017 | AGCCAUGUUUCCUCUUUAU | 6041 | AUAAAGAGGAAACAUGGCU

siRNA 3018 3018 | GCCAUGUUUCCUCUUUAUG | 6042 | CAUAAAGAGGAAACAUGGC

siRNA 3019 3019 | CCAUGUUUCCUCUUUAUGC | 6043 | GCAUAAAGAGGAAACAUGG

S1RNA 3020 3020 | CAUGUUUCCUCUUUAUGCC | 6044 | GGCAUAAAGAGGAAACAUG

siRNA 3021 3021 | AUGUUUCCUCUUUAUGCCU | 6045 | AGGCAUAAAGAGGAAACAU

siRNA 3022 3022 | UGUUUCCUCUUUAUGCCUG | 6046 | CAGGCAUAAAGAGGAAACA

S1iRNA 3023 3023 | GUUUCCUCUUUAUGCCUGU | 6047 | ACAGGCAUAAAGAGGAAAC

siRNA 3024 3024 | UUUCCUCUUUAUGCCUGUA | 6048 | UACAGGCAUAAAGAGGAAA

Table 33C. Additional Sequences

SEQID
N%' 5’ to 3’ Sequence
6163 GAAGCTGGGGCAAGTAATTITCCCCAATTTACAGGGAAAAACCGAAATTCAGAAAAGITTAATGTCACCCAGGGGCT

GGAGCCCAGACCTCTGGCAGCTCTCACTTTCACAATGCCCTTGGGCTGACTAGGCTGCAGAGGGGTTTCACCCCAACC
CCAGGGCACCTCAAGTGTCCCCACCAAACCTTCCTAACACCTGTCCACTAAGCTGTACTAGGCCCTTGCAACTGACCT
ATGGGACCTGAGGCCTGGCCCCTCATGGCTCCTGTCACCAGGTCTCAGGTCAGGGTCCAGCAGGCCCTGAGCTGACG
TGTGGAGCCAGAGCCACCCAATCCCGTAGGGACAGGTTTCACAACTTCCCGGATGGGGCTGTGGTGGGTCACAGTGC
AGCCTCCAGCCAGAAGGATGGGGTGGCTCCCACTCCTGCTGCTTCTGACTCAATGCTTAGGGGTCCCTGGGCAGCGCT
CGCCATTGAATGACTTCCAAGTGCTCCGGGGCACAGAGCTACAGCACCTGCTACATGCGGTGGTGCCCGGGCCTTGG
CAGGAGGATGTGGCAGATGCTGAAGAGTGTGCTGGTCGCTGTGGGCCCTTAATGGACTGCCGGGCCTTCCACTACAA
CGTGAGCAGCCATGGTTGCCAACTGCTGCCATGGACTCAACACTCGCCCCACACGAGGCTGCGGCGTTCTGGGCGCT
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SEQID
NO:

5’ to 3’ Sequence

GIGACCTCTITCCAGAAGAAAGACTACGTACGGACCTGCATCATGAACAATGGGGTTGGGTACCGGGGCACCATGGCC

ACGACCGTGGGTGGCCTGCCCTGCCAGGCTTGGAGCCACAAGTTCC CAAATGATCACAAGTACACGCCCACTCTCCG
GAATGGCCTGGAAGAGAACTTCTGCCGTAACCCTGATGGCGACCCCGGAGGTCCTTGGTGCTACACAACAGACCCTG

CTGTGCGCTTCCAGAGCTGCGGCATCAAATCCTGCCGGGAGGCCGCGTGTGTCTGGTGCAATGGCGAGGAATACCGC

GGCGCGGTAGACCGCACGGAGTCAGGGCGCGAGTGCCAGCGCTGGGATCTTCAGCACCCGCACCAGCACCCCTTCGA
GCCGGGCAAGTTCCTCGACCAAGGTCTGGACGACAACTATTGCCGGAATCCTGACGGCTCCGAGCGGCCATGGTGCT

ACACTACGGATCCGCAGATCGAGCGAGAGTTCTGTGACCTCCCCCGCTGCGGGTCCGAGGCACAGCCCCGCCAAGAG
GCCACAACTGTCAGCTGCTTCCGCGGGAAGGGTGAGGGCTACCGGGGCACAGCCAATACCACCACTGCGGGCGTACC
TTGCCAGCGTTGGGACGCGCAAATCCCGCATCAGCACCGATTTACGCCAGAAAAATACGCGTGCAAAGACCTTCGGG
AGAACTTCTGCCGGAACCCCGACGGCTCAGAGGCGCCCTGGTGCTTCACACTGCGGCCCGGCATGCGCGCGGCCTTTT
GCTACCAGATCCGGCGTTGTACAGACGACGTGCGGCCCCAGGACTGCTACCACGGCGCAGGGGAGCAGTACCGCGGC
ACGGTCAGCAAGACCCGCAAGGGTGTCCAGTGCCAGCGCTGGTCCGCTGAGACGCCGCACAAGCCGCAGTTCACGTT
TACCTCCGAACCGCATGCACAACTGGAGGAGAACTTCTGCCGGAACCCAGATGGGGATAGCCATGGGCCCTGGTGCT
ACACGATGGACCCAAGGACCCCATTCGACTACTGTGCCCTGCGACGCTGCGCTGATGACCAGCCGCCATCAATCCTG
GACCCCCCAGACCAGGTGCAGTTTGAGAAGTGTGGCAAGAGGGTGGATCGGCTGGATCAGCGGCGTTC CAAGCTGCG
CGTGGTTGGGGGCCATCCGGGCAACTCACCCTGGACAGTCAGCTTGCGGAATCGGCAGGGCCAGCATTTCTGCGGGG

GGTCTCTAGTGAAGGAGCAGTGGATACTGACTGCCCGGCAGTGCTTCTCCTCCTGCCATATGCCTCTCACGGGCTATG
AGGTATGGTTGGGCACCCTGTTCCAGAACCCACAGCATGGAGAGCCAAGCCTACAGCGGGTCCCAGTAGCCAAGATG
GTGTGTGGGCCCTCAGGCTCCCAGCTTGTCCTGCTCAAGCTGGAGAGATCTGTGACCCTGAACCAGCGTGTGGCCCTG
ATCTGCCTGCCCCCTGAATGGTATGTGGTGCCTCCAGGGACCAAGTGTGAGATTGCAGGCTGGGGTGAGACCAAAGG

TACGGGTAATGACACAGTCCTAAATGTGGCCTTGCTGAATGTCATCTCCAACCAGGAGTGTAACATCAAGCACCGAG

GACGTGTGCGGGAGAGTGAGATGTGCACTGAGGGACTGTTGGCCCCTGTGGGGGCCTGTGAGG GTGACTACGGGGGC
CCACTTGCCTGCTTTACCCACAACTGCTGGGTCCTGGAAGGAATTATAATCCCCAACCGAGTATGCGCAAGGTCCCGC
TGGCCAGCTGTCTTCACGCGTGTCTCTGTGTTTGTGGACTGGATTCACAAGGTCATGAGACTGGGTTAGGCCCAGCCT

TGATGCCATATGCCTTGGGGAGGACAAAACTTCTTGTCAGACATAAAGCCATGTTTCCTCTTTATGCCTGTA

6185

CAGCCTCCGCTAGGGGACCCCCTCCATGGCTTCCCACCGGGTTGTTCCAGGCCTCAGCTTCGCCGAAAGGCCTCACCA
CCTCCGACCTCCGCCTGCTCTGGGGATGCTCCCAGCCCTGCTGCGGCAGAACGCGACATGCTAACCGGAATCCCTAGG
CCGCCTGTCTCCTACCCATACTTAGAGGCCCCGCTCAGACGGTCCTTAAAACGTCTGAAAGGCCGTTCCTGCCAGAGT
CCCTGCTACCTGTTACCTCCACCCCTATTTAGTCCTAGTGGACAGCCTCGCTCACCTTCCCTGGGATGACACTTCTGGC
GGCTGAGATGAGCGAGCCTCTCTGGGCTCTGCCGCCGGGTGTGGGCTGACCTGCCTACAGCTGGGGCCTGATAAGGC
AGCAGCAAAAGGGTGGAGGGGAGGCAGTGTTGAA GCTGGGGCAAGTAATTTTCCCCAATTTACAGGGAAAAACCGA
AATTCAGAAAAGTTTAATGTCACCCAGGGGCTGGAGCCCAGACCTCTGGCAGCTCTCACTTTCACAATGCCCTTGGGC
TGACTAGGCTGCAGAGGGGTTTCACCCCAACCCCAGGGCACCTCAAGTGTCCCCACCAAACCTTCCTAACACCTGTCC
ACTAAGCTGTACTAGGCCCTTGCAACTGACCTATGGGACCTGAGGCCTGGCCCCTCATGGCTCCTGTCACCAGGTCTC
AGGTCAGGGTCCAGCAGGCCCTGAGCTGACGTGTGGAGCCAGAGCCACCCAATCCCGTAGGGACAGGTTTCACAACT
TCCCGGATGGGGCTGTGGTGGGTCACAGTGCAGCCTCCAGCCAGAAGGATGGGGTGGCTCCCACTCCTGCTGCTTCTG
ACTCAATGCTTAGGGGTCCCTGGGCAGCGCTCGCCATTGAATGACTTCCAAGTGCTCCGGGGCACAGAGCTACAGCA
CCTGCTACATGCGGTGGTGCCCGGGCCTTGGCAGGAGGATGTGGCAGATGCTGAAGAGTGTGCTGGTCGCTGT GGGC
CCTTAATGGACTGCCGGGCCTTCCACTACAACGTGAGCAGCCATGGTTGCCAACTGCTGCCATGGACTCAACACTCGC
CCCACACGAGGCTGCGGCGTTCTGGGCGCTGTGACCTCTTCCAGAAGAAAGACTACGTACGGACCTGCATCATGAAC
AATGGGGTTGGGTACCGGGGCACCATGGCCACGACCGTGGGTGGCCTGCCCTGCCAGGCTTGGAGCCACAAGTTCCC
AAATGATCACAAGTACACGCCCACTCTCCGGAATGGCCTGGAAGAGAACTTCTGCCGTAACCCTGATGGCGACCCCG
GAGGTCCTTGGTGCTACACAACAGACCCTGCTGTGCGCTTCCAGAGCTGCGGCATCAAATCCTGCCGGGAGGCCGCG
TGTGTCTGGTGCAATGGCGAGGAATACCGCGGCGCGGTAGACCGCACGGAGTCAGGGCGCGAGTGCCAGCGCTGGG
ATCTTCAGCACCCGCACCAGCACCCCTTCGAGCCGGGCAAGTTCCTCGACCAAGGTCTGGACGACAACTATTGCCGG
AATCCTGACGGCTCCGAGCGGCCATGGTGCTACACTACGGATCCGCAGATCGAGCGAGAGTTCTGTGACCTCCCCCG
CTGCGGGTCCGAGGCACAGCCCCGCCAAGAGGCCACAACTGTCAGCTGCTTCCGCGGGAAGGGTGAGGGCTACCGG
GGCACAGCCAATACCACCACTGCGGGCGTACCTTGCCAGCGTTGGGACGCGCAAATCCCGCATCAGCACCGATTTAC
GCCAGAAAAATACGCGTGCAAAGACCTTCGGGAGAACTTCTGCCGGAACCCCGACGGCTCAGAGGCGCCCTGGTGCT
TCACACTGCGGCCCGGCATGCGCGCGGCCTTTTGCTACCAGATCCGGCGTTGTACAGACGACGTGCGGCCCCAGGAC
TGCTACCACGGCGCAGGGGAGCAGTACCGCGGCACGGTCAGCAAGACCCGCAAGGGTGTCCAGTGCCAGCGCTGGT
CCGCTGAGACGCCGCACAAGCCGCAGTTCACGTTTACCTCCGAACCGCATGCACAACTGGAGGAGAACTTCTGCCGG
AACCCAGATGGGGATAGCCATGGGCCCTGGTGCTACACGATGGACCCAAGGACCCCATTCGACTACTGTGCCCTGCG
ACGCTGCGCTGATGACCAGCCGCCATCAATCCTGGACCCCCCAGACCAGGTGCAGTTTGAGAAGTGTGGCAAGAGGG
TGGATCGGCTGGATCAGCGGCGTTCCAAGCTGCGCGTGGTTGGGGGCCATCCGGGCAACTCACCCTGGACAGTCAGC
TTGCGGAATCGGCAGGGCCAGCATTTCTGCGGGGGGTCTCTAGTGAAGGAGCAGTGGATACTGACTGCCCGGCAGTG
CTTCTCCTCCTGCCATATGCCTCTCACGGGCTATGAGGTATGGTTGGGCACCCTGTTCCAGAACCCACAGCATGGAGA
GCCAAGCCTACAGCGGGTCCCAGTAGCCAAGATGGTGTGTGGGCCCTCAGGCTCCCAGCTTGTCCTGCTCAAGCTGG
AGAGATCTGTGACCCTGAACCAGCGTGTGGCCCTGATCTGCCTGCCCCCTGAATGGTATGTGGTGCCTCCAGGGACCA
AGTGTGAGATTGCAGGCTGGGGTGAGACCAAAGGTACGGGT AATGACACAGTCCTAAATGTGGCCTTGCTGAATGTC
ATCTCCAACCAGGAGTGTAACATCAAGCACCGAGGACGTGTGCGGGAGAGTGAGATGTGCACTGAGGGACTGT TGGC
CCCTGTGGGGGCCTGTGAGGGTGACTACGGGGGCCCACTTGCCTGCTTTACCCACAACTGCTGGGTCCTGGAAGGAA
TTATAATCCCCAACCGAGTATGCGCAAGGTCCCGCTGGCCAGCTGTCTTCACGCGTGTCTCTGTGTTTGTGGACTGGA
TTCACAAGGTCATGAGACTGGGTTAGGCCCAGCCTTGATGCCATATGCCTTGGGGAGGACAAAACTTCTTGTCAGAC
ATAAAGCCATGTTTCCTCTTTATGCCTGTA

6358

AAAAGUUUAAUGUCACCCAUU

6359

AACUUCUUGUCAGACAUAAUU

6360

UAAUGACACAGUCCUAAAAUU

6361

GUAAUGACACAGUCCUAAAUU

6362

CAACCAGGAGUGUAACAUAUU

6363

CCUGAAUGGUAUGUGGUGAUU

6364

CACAGUCCUAAAUGUGGCAUU
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SEQID
NO:

5’ to 3’ Sequence

6365

CAAGCCGCAGUUCACGUUAUU

6366

UCUUCACGCGUGUCUCUGAUU

6367

ACUAUUGCCGGAAUCCUGAUU

6368

AUUCGACUACUGUGCCCUAUU

6369

AGUUUGAGAAGUGUGGCAAUU

6370

AUGACACAGUCCUAAAUGAUU

6371

ACAAAACUUCUUGUCAGAAUU

6372

CUUCUUGUCAGACAUAAAUUU

6373

CUUCUUGUCAGACAUAAAAUU

6374

CUUCUUGUCAGACAUAAAGUU

6375

GGUCCUGGAAGGAAUUAUAUU

6376

GGUCCUGGAAGGAAUUAUUUU

6377

GACAACUAUUGCCGGAAUAUU

6378

UGACACAGUCCUAAAUGUAUU

6379

AGUCCUAAAUGUGGCCUUAUU

6380

GAGUGUAACAUCAAGCACAUU

6381

GUGUAACAUCAAGCACCGAUU

6382

AUUAUAAUCCCCAACCGAAUU

6383

UAUAAUCCCCAACCGAGUAUU

6384

ACUUCUUGUCAGACAUAAUUU

6385

ACUUCUUGUCAGACAUAAAUU

6386

UCUUGUCAGACAUAAAGCAUU

6387

UUGUCAGACAUAAAGCCAAUU

6388

UGGGUGACAUUAAACUUUUUU

6389

UUAUGUCUGACAAGAAGUUUU

6390

UUUUAGGACUGUGUCAUUAUU

6391

UUUAGGACUGUGUCAUUACUU

6392

UAUGUUACACUCCUGGUUGUU

6393

UCACCACAUACCAUUCAGGUU

6394

UGCCACAUUUAGGACUGUGUU

6395

UAACGUGAACUGCGGCUUGUU

6396

UCAGAGACACGCGUGAAGAUU

6397

UCAGGAUUCCGGCAAUAGUUU

6398

UAGGGCACAGUAGUCGAAUUU

6399

UUGCCACACUUCUCAAACUUU

6400

UCAUUUAGGACUGUGUCAUUU

6401

UUCUGACAAGAAGUUUUGUUU

6402

AUUUAUGUCUGACAAGAAGUU

6403

UUUUAUGUCUGACAAGAAGUU

6404

CUUUAUGUCUGACAAGAAGUU

6405

UAUAAUUCCUUCCAGGACCUU

6406

AAUAAUUCCUUCCAGGACCUU

6407

UAUUCCGGCAAUAGUUGUCUU

6408

UACAUUUAGGACUGUGUCAUU

6409

UAAGGCCACAUUUAGGACUUU

6410

UGUGCUUGAUGUUACACUCUU

6411

UCGGUGCUUGAUGUUACACUU

6412

UUCGGUUGGGGAUUAUAAUUU

6413

UACUCGGUUGGGGAUUAUAUU

6414

AUUAUGUCUGACAAGAAGUUU

6415

UUUAUGUCUGACAAGAAGUUU

6416

UGCUUUAUGUCUGACAAGAUU

6417

UUGGCUUUAUGUCUGACAAUU
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CLAIMS

What is claimed is:

1. A composition comprising an oligonucleotide that targets MS7'/ and when administered to a
subject in an effective amount increases a lung function measurement.

2. The composition of claim 1, wherein the lung function measurement comprises a forced
expiratory volume in 1 second (FEV 1) measurement, a forced expiratory volume in 1 second percent
predicted (FEV 1pp) measurement, a forced vital capacity (FVC) measurement, a FEV1/FVC ratio
measurement, a forced expiratory volume, or a peak expiratory flow measurement.

3. The composition of claim 1, wherein the lung function measurement is increased by about
10% or more, as compared to prior to administration.

4. A composition comprising an oligonucleotide that targets AMS7'/ and when administered to a
subject in an effective amount decreases a leukocyte measurement.

5. The composition of claim 4, wherein the leukocyte measurement comprises a lung leukocyte
measurement.

6. The composition of claim 4, wherein the leukocyte measurement comprises a circulating
leukocyte measurement.

7. The composition of claim 4, wherein the leukocyte measurement comprises a neutrophil
measurement, eosinophil measurement, basophil measurement, monocyte measurement, or lymphocyte
measurement, or a combination thereof.

8. The composition of claim 4, wherein the leukocyte measurement is decreased by about 10%
or more, as compared to prior to administration.

9. A composition comprising an oligonucleotide that targets MS7/ and when administered to a
subject in an effective amount decreases a chronic obstructive pulmonary disease (COPD) or asthma
exacerbation measurement.

10. The composition of claim 9, wherein the COPD or asthma exacerbation measurement is
decreased by about 10% or more, as compared to prior to administration.

11. The composition of any one of claims 1, 4 or 9, wherein the oligonucleotide comprises a
modified internucleoside linkage.

12. The composition of claim 11, wherein the modified internucleoside linkage comprises
alkylphosphonate, phosphorothioate, methylphosphonate, phosphorodithioate, alkyl phosphonothioate,
phosphoramidate, carbamate, carbonate, phosphate triester, acetamidate, or carboxymethyl ester, or a
combination thereof.

13. The composition of claim 11, wherein the modified internucleoside linkage comprises one or
more phosphorothioate linkages.

14. The composition of any one of claims 1, 4 or 9, wherein the oligonucleotide comprises 1, 2, 3,
4,5,6,7,8,9,10, 11, 12, 13, 14,15, 16, 17, 18, 19, or 20 modified internucleoside linkages.

15. The composition of any one of claims 1, 4 or 9, wherein the oligonucleotide comprises a

modified nucleoside.
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16. The composition of claim 15, wherein the modified nucleoside comprises a locked nucleic

acid (LNA), hexitol nucleic acid (HLA), cyclohexene nucleic acid (CeNA), 2'-methoxyethyl, 2'-O-alkyl,
2'-0-allyl, 2'-O-allyl, 2'-fluoro, or 2'-deoxy, or a combination thereof.

17. The composition of claim 15, wherein the modified nucleoside comprises a LNA.

18. The composition of claim 15, wherein the modified nucleoside comprises a2’,4” constrained
ethyl nucleic acid.

19. The composition of claim 15, wherein the modified nucleoside comprises a 2'-O-methyl
nucleoside, 2'-deoxyfluoro nucleoside, 2'-O-N-methylacetamido (2-O-NMA) nucleoside, a 2'-O-
dimethylaminoethoxyethyl (2'-0O-DMAEOE) nucleoside, 2'-O-aminopropyl (2'-0O-AP)nucleoside, or 2'-
ara-F, or a combination thereof.

20. The composition of claim 15, wherein the modified nucleoside comprises one or more
2’fluoro modified nucleosides.

21. The composition of claim 15, wherein the modified nucleoside comprises a 2' O-alkyl
modified nucleoside.

22. The composition of any one of claims 1, 4 or 9, wherein the oligonucleotide comprises 1, 2, 3
4,5,6,7,8.9,10, 11,12, 13, 14,15, 16,17, 18, 19, 20, or 21 modified nucleosides.

>

23. The composition of any one of claims 1, 4 or 9, wherein the oligonucleotide comprises a lipid
attached at a3’ or 5” terminus of the oligonucleotide.

24. The composition of claim 23, wherein the lipid comprises cholesterol, myristoyl, palmitoyl,
stearoyl, lithocholoyl, docosanoyl, docosahexaenoyl, myristyl, palmityl stearyl, or a-tocopherol, or a
combination thereof.

25. The composition of any one of claims 1, 4 or 9, wherein the oligonucleotide comprises a
sugar moiety attached at a 3° or 5 terminus of the oligonucleotide.

26. The composition of claim 25, wherein the sugar comprises N-acetylgalactosamine (GalNAc),
N-acetylglucosamine (GIcNAc), or mannose.

27. The composition of any one of claims 1, 4 or 9, wherein the oligonucleotide comprises an
integrin targeting ligand attached at a3” or 5° terminus of the oligonucleotide.

28. The composition of claim 27, wherein the integrin comprises integrin alpha-v-beta-6.

29. The composition of claim 27, wherein the integrin targeting ligand comprises an arginine-
glycine-aspartic acid (RGD) peptide.

30. The composition of any one of claims 1, 4 or 9, wherein the oligonucleotide comprises a
small interfering RNA (siRNA) comprising a sense strand and an antisense strand.

31. The composition of claim 30, wherein the sense strand is 12-30 nucleosides in length.

32. The composition of claim 30, wherein the antisense strand is 12-30 nucleosides in length.

33. A composition comprising an oligonucleotide that inhibits the expression of MS7/, wherein
the oligonucleotide comprises an siIRNA comprising a sense strand and an antisense strand, each strand is

independently about 12-30 nucleosides in length, and at least one of the sense strand and the antisense
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strand comprises a nucleoside sequence comprising about 12-30 contiguous nucleosides of SEQ ID NO:

6185.
34. The composition of any one of claims 1, 4, 9 or 33, wherein any one of the following is true
with regard to the sense strand:

all purines comprise 2” fluoro modified purines, and all pyrimidines comprise a mixture
of 2’ fluoro and 2° methyl modified pyrimidines;

all purines comprise 2 methyl modified purines, and all pyrimidines comprise a mixture
of 2’ fluoro and 2’ methyl modified pyrimidines;

all purines comprise 2” fluoro modified purines, and all pyrimidines comprise 2° methyl
modified pyrimidines;

all pyrimidines comprise 2° fluoro modified pyrimidines, and all purines comprise a
mixture of 2° fluoro and 2° methyl modified purines;

all pyrimidines comprise 2 methyl modified pyrimidines, and all purines comprise a
mixture of 2° fluoro and 2” methyl modified purines; or

all pyrimidines comprise 2” fluoro modified pyrimidines, and all purines comprise 2’
methyl modified purines.

35. The composition of claim 30, wherein any one of the following is true with regard to the
antisense strand:

all purines comprise 2” fluoro modified purines, and all pyrimidines comprise a mixture
of 2’ fluoro and 2’ methyl modified pyrimidines;

all purines comprise 2’ methyl modified purines, and all pyrimidines comprise a mixture
of 2’ fluoro and 2° methyl modified pyrimidines;

all purines comprise 2’ methyl modified purines, and all pyrimidines comprise 2” fluoro
modified pyrimidines;

all pyrimidines comprise 2° fluoro modified pyrimidines, and all purines comprise a
mixture of 2° fluoro and 2° methyl modified purines;

all pyrimidines comprise 2” methyl modified pyrimidines, and all purines comprise a
mixture of 2° fluoro and 2” methyl modified purines; or

all pyrimidines comprise 2° methyl modified pyrimidines, and all purines comprise 2
fluoro modified purines.

36. The composition of any one of claims 1, 4, or 9, wherein the oligonucleotide comprises an
antisense oligonucleotide (ASO).

37. The composition of claim 36, wherein the ASO is 12-30 nucleosides in length.

38. A composition comprising an oligonucleotide that inhibits the expression of MST/, wherein
the oligonucleotide comprises an ASO about 12-30 nucleosides in length and a nucleoside sequence
complementary to about 12-30 contiguous nucleosides of SEQ ID NO: 6185.

39. The composition of any one of claims 1, 4, 9, 33 or 38, further comprising a pharmaceutically

acceptable carrier.
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40. A method of treating a subject having a lung disorder, comprising administering an effective

amount of the composition of claim 39 to the subject.
41. The method of claim 40, wherein the lung disorder comprises COPD, acute exacerbation of
COPD, emphysema, chronic bronchitis, asthma, status asthmaticus, asthma-COPD overlap syndrome

(ACOS), cough, lung cancer, interstitial lung disease, or pulmonary fibrosis.
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