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[EN] RNA INTERFERENCE AGENTS

[EN] Described are RNAi interference agents useful in modulating gene expression in a variety of applications,
including use in therapeutic, diagnostic, target validation, and genomic discovery applications. Specifically, the
invention relates to double stranded modified oligonucleotide molecules having blunt ends and a least one
ribonucleotide near the 5' end of a sense strand capable of mediating RNA interference (RNAi) against target
nucleic acid sequences. The RNAi agents are useful in the treatment of diseases or conditions that respond to
inhibition of gene expression or activity in a cell, tissue, or organism.
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[EN] NUCLEIC ACIDS FOR INHIBITING EXPRESSION OF LPA IN A CELL

[EN] The present invention relates to products and compositions and their uses. In particular the
invention relates to nucleic acid products that interfere with the LPA gene expression or inhibit its
expression for use as treatment, prevention or reduction of risk of suffering cardiovascular disease
such as coronary heart disease or aortic stenosis or stroke or any other disorder, pathology or
syndrome linked to elevated of Lp(a)-containing particles.
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[EN] LPA INHIBITORS AND USES THEREOF

[EN] The invention relates to an RNA inhibitor for inhibiting LPA gene expression or a
pharmaceutically acceptable salt thereof, the RNA inhibitor comprises a
complementary region of an antisense strand, the complementary region comprises at
least 12 consecutive nucleotides, and the antisense strand comprises the following
nucleotide sequences: any one of SEQ ID NO.414-418 or a sequence which is not more than 3 nucleotides different from the SEQ
ID NO.414-418. The RNA inhibitor directly degrades LPA mRNA, continuously and efficiently inhibits LPA gene expression, and can
be used for treating or/and preventing LPA gene-mediated related cardiovascular and cerebrovascular diseases.
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[EN] RNA COMPOSITIONS AND METHODS FOR INHIBITING LIPOPROTEIN(A)

[EN] The present disclosure relates to dsRNAs targeting LPA mRNA and modulating Lp(a)
plasma levels, and methods of treating one or more conditions associated with LPA gene
expression.
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[EN] METHODS FOR TREATING ATHEROSCLEROTIC CARDIOVASCULAR
DISEASE WITH LPA-TARGETED RNAI CONSTRUCTS

[EN] The present invention relates to methods for treating or preventing atherosclerotic
cardiovascular disease and other conditions associated with elevated levels of
lipoprotein (a) (Lp(a)) using RNAi constructs targeting the LPA gene, which encodes
apolipoprotein(a), a component of Lp(a) particles. In particular, the present invention
relates to methods for reducing serum Lp(a) levels and reducing the risk of
cardiovascular events in patients with elevated levels of Lp(a) comprising administering
an LPA-targeted RNAi construct according to specific dosage regimens.
Pharmaceutical compositions comprising the LPA-targeted RNAi constructs for use in the methods are also disclosed.
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[EN] RNAI CONSTRUCTS AND METHODS FOR INHIBITING LPA EXPRESSION

[EN] The present invention relates to RNAi constructs for reducing expression of the LPA gene,
which encodes apolipoprotein(a), a component of lipoprotein(a) (Lp(a)) particles. Methods of
using such RNAi constructs to treat or prevent cardiovascular disease, such as coronary artery
disease, peripheral artery disease, stroke, and myocardial infarction, and to reduce serum Lp(a)
levels are also described.
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[EN] METHODS AND COMPOSITIONS FOR MODULATING RHO-MEDIATED GENE
TRANSCRIPTION

[EN] The present invention is directed to methods and compositions methods and compositions
for determining and inhibiting gene transcription in mammalian cells. The invention relates to
novel inhibitors of rho-mediated gene transcription and to compounds that may be used as
therapeutic agents.
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[EN] MASS SPECTROMETRY SYSTEM AND METHOD FOR PROVIDING AN
INDICATION OF INTEGRITY OF A BIOLOGICAL SAMPLE

[EN] A mass spectrometry system comprises a mass spectrometry apparatus
configured to provide mass spectrometry data of a biological sample; and a computer
system configured to process the mass spectrometry data to determine a characteristic
of the biological sample as integrity data of the biological sample; and output an
indication of the similarity to a predetermined sample characteristic as integrity data of
the biological sample. A computerized method provides an indication of integrity of a
biological sample from mass spectrometry data, the computerized method comprising:
processing mass spectrometry data of a biological sample to determine a sample
characteristic of the biological sample; and outputting an indication of the similarity to a
predetermined sample characteristic as integrity data of the biological sample.
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[EN] NOVEL COMPOUNDS

[EN] The present invention provides compounds of formula (I) and pharmaceutically
acceptable salts thereof, wherein R1, X, m, R2, Y, R3, Z, n, R4, A and B are as defined
in the specification, processes for their preparation, pharmaceutical compositions
containing them and their use in therapy.
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