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(57) Abstract

Provided are methods and compositions, for treating
prostate cancer by administering to a patient in need thereof
a therapeutically effective amount of a PARP inhibitor, e.g.,
niraparib; a therapeutically effective amount of a CYP17
inhibitor, e.g., abiraterone acetate, and a therapeutically
effective amount of a glucocorticoid, e.g., prednisone.
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Methods of treating metabolic diseases and disorders using
an antigen binding protein specific for the GIPR
polypeptide are provided. In various embodiments the
metabolic disease or disorder is type 2 diabetes, obesity,
dyslipidemia, elevated glucose levels, elevated insulin
levels and diabetic nephropathy. In certain embodiments
the antigen binding protein is administered in combination
with a GLP-1 receptor agonist.
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RECEPTOR (GIPR) IN COMBINATION WITH GLP-1

AGONISTS
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The invention provides certain (phenyl)-(pyrazol)-3,4-
dihydroisoquinolin-2(1H)- yl)ethan-1-one compounds of
formula | as D1 positive allosteric modulators (PAMs), and
pharmaceutical compositions thereof. The invention further
provides methods of using a compound of formula I, or a
pharmaceutically acceptable salt thereof, to treat certain
symptoms of Parkinson’s disease, schizophrenia, ADHD or

Alzheimer’s disease.
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(57) Abstract

Described are compositions and methods for inhibition of
Hepatitis B virus gene expression. RNA interference (RNAI)
agents for inhibiting the expression of Hepatitis B virus gene
are described. The HBV RNAI agents disclosed herein may
be targeted to cells, such as hepatocytes, for example, by
using conjugated targeting ligands. Pharmaceutical
compositions comprising one or more HBV RNAI agents
optionally with one or more additional therapeutics are also
described. Delivery of the described HBV RNAI agents to
infected liver in vivo provides for inhibition of HBV gene
expression and treatment of diseases and conditions
associated with HBV infection.
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(57) Abstract

Synthetic avp6 integrin ligands of Formula I having serum
stability and affinity for integrin avp6, which is a receptor
expressed in a variety of cell types, are described. The
described ligands are usful for delivering cargo molecules,
such as RNAI agents or other oligonucleotide- based
compounds, to cells that express integrin avp6, and thereby
facilitating the uptake of the cargo molecules into these
cells. Compositions that include avf6 integrin ligands and
methods of use are also described
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(57) Abstract

vaccine is stable at -200C for at least 60 months

A buffer free, acid stable, low dose volume rotavirus vaccine
is disclosed. The vaccine is available in dose volume of less
than 1 ml per dose for oral administration and it is without
any buffer. The vaccine also does not require pre or post
administration of any antacid at the time of oral
administration of the vaccine to the subject to neutralize the
stomach acid. The vaccine exemplifies nominal drop in
vaccine titer at pH 2-4 for a time span of 30 minutes. The
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Provided are compounds of Formula (1), or pharmaceutically
acceptable salts thereof, and methods for their use and
production.
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(57) Abstract

This application relates to various crystalline forms of 5-
bromo-2,6-di(1H-pyrazol-1-yl)pyrimidin-4-amine and salt
thereof, as well as compositions and methods of using the
same. In some embodiments the crystalline forms also
contain water (“hydrates”). These materials are useful in the
treatment of various diseases, including carcinomas,
specifically lung cancer and more specifically non-small cell
lung cancer.
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(57) Abstract

An antitumor agent for treating a malignant tumor patient
expressing EGFR having at least one mutation selected from
the group consisting of G719X mutation of exon 18, E709X
mutation of exon 18, and L861X mutation of exon 21,
wherein X represents an arbitrary amino-acid residue, the
antitumor agent comprising (S)-N-(4-amino-6-methyl-5-
(quinolin-3-yl)-8,9-dihydropyrimido[5,4-b]indolizin-8-
yl)acrylamide or a salt thereof.
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(57) Abstract

Provided herein are compounds and compositions useful in
increasing PPARS activity. The compounds and
compositions provided herein are useful for the treatment of
PPARS related diseases (e.g., muscular diseases, vascular
disease, demyelinating disease, and metabolic diseases).
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(57) Abstract

The present invention is related to processes for preparing
chiral substituted pyrazolyl pyrrolo[2,3-d]pyrimidines of
Formula 111, and related synthetic intermediate compounds.
The chiral substituted pyrazolyl pyrrolo[2,3-d]pyrimidines
are useful as inhibitors of the Janus Kinase family of protein
tyrosine kinases (JAKSs) for treatment of inflammatory
diseases, myeloproliferative disorders, and other diseases.
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(57) Abstract

For the transport and handling of ammunition, the safety level
is determined according to the amount of explosive used.
Thereby, regulatory constraints are set for example for air
transports, which barely suffice for a trial of projectiles. By a
specific guidance of shockwaves resulting on impact on a
target multilateral, high compressions are evolving inside the
acting body (5°) which are initiating the same reliably without
additional means or support agents. The subject of the
invention aims at great savings of explosive without losses in
the effect and significantly increases the safety during
transport and handling.
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(57) Abstract

Methods of treating metabolic diseases and disorders using a
composition comprising an antigen binding protein specific
for the GIPR polypeptide conjugated to a GLP-1 receptor
agonist are provided. In various embodiments the metabolic
disease or disorder is type 2 diabetes, obesity, dyslipidemia,
elevated glucose levels, elevated insulin levels and diabetic
nephropathy. In certain embodiments the composition
comprises an antibody or functional fragment thereof
comprising a cysteine at one or more conjugation site(s)
wherein the GLP-1 receptor agonist is conjugated to the
antibody or functional fragment thereof through the side-
chain of the cysteine residue.
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Among other things, systems and methods are described for
scintillation mitigation in satellite communications systems
with geographically distributed access nodes. Some
embodiments operate in context of a bent-pipe satellite that
illuminates user and gateway coverage areas with spot beams.
Beamforming can be used, along with coordinated, phase-
synchronized communication by the distributed access nodes,
to generate signals that coherently combine via the satellite to
form desired spot beams. Scintillation and/or other
atmospheric irregularities can frustrate maintaining of the
phase synchronization at the access nodes. Accordingly,
embodiments can monitor phase tracking performance of the
access nodes to detect when an insufficiency of the phase
stability occurs in at least one of the access nodes. In response
to detecting the insufficiency of the phase stability,
embodiments can inhibit transmitting of forward uplink data
signals by at least that access node.
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(57) Abstract

The invention relates to a method for the industrial
preparation of phosphoric acid from an aqueous suspension
comprising water and particles of at least one phosphate
material dispersed in the presence of at least one additive of
the anionic polymer type. Phosphoric acid is obtained by
treating this suspension with at least one strong acid. The
polymer is obtained by polymerization reaction of at least one
acid selected from acrylic acid, methacrylic acid and salts
thereof. The invention relates to the use of this anionic
polymer as well as the method for improving the rheology of
the suspension and the hydrodynamics of the reaction
medium in which the reactions for the manufacture of
phosphoric acid take place.
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and methods of using the same. According to certain
embodiments, the antibodies of the invention bind human
CD3 with high affinity and induce human T cell proliferation.
The invention includes antibodies that bind CD3 and induce
T cell-mediated killing of tumor cells. According to certain
embodiments, the present invention provides bispecific
antigen-binding molecules comprising a first antigen-binding
domain that specifically binds human CD3, and a second
antigen-binding molecule that specifically binds human
CD20. In certain embodiments, the bispecific antigen-
binding molecules of the present invention are capable of
inhibiting the growth of B-cell tumors expressing CD20. The
antibodies and bispecific antigen-binding molecules of the
invention are useful for the treatment of diseases and
disorders in which an upregulated or induced targeted
immune response is desired and/or therapeutically beneficial.
For example, the antibodies of the invention are useful for the
treatment of various cancers as well as other CD20-related
diseases and disorders.
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(57) Abstract

Provided is a compound represented by formula (IV) or a
salt thereof, wherein the content of the compound
represented by formula (1) is 350 ppm by mass or less.
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(57) Abstract

A package for administration of fluid medicinal or nutritional
substances features an outer bag (1) with a sterile or sterilized
inner chamber (2) and houses inside said chamber (2) a bottle
(5) of medicinal or nutritional substance (6) with a neck (7)
and a pierceable cap (8) in an overturned position and a
device (9) for the withdrawal and/or reconstitution of the
medicinal or nutritional substance (6), which is placed below
the cap of the bottle and may be hooked to the neck (7) of the
bottle (5). Said device comprises a perforation needle (13)
configured to be axially movable with respect to the bottle (5)
and an outflow tube (15) extending out of the bag (1) and
equipped with an openable closure (17). The perforation
needle (13) is crossed longitudinally by a first channel (18)
connecting - after perforation of the cap (8) and with the
closure (17) set open - the inside of the bottle (5) to the
outflow tube (15), and a second channel (19) with a side
opening (20) equipped with a hydrophobic filter (21)
configured to allow, after perforation of the cap (8), only air
or other gaseous fluids to flow from inside the bottle (5) into
the inner chamber (2) of the bag (1) or vice versa (Figure 1).
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(57) Abstract

Provided herein are
triazacyclododecansulfonamide (“TCD”)-based protein
secretion inhibitors, such as inhibitors of Sec61, methods for
their preparation, related pharmaceutical compositions, and
methods for using the same. For example, provided herein
are compounds of Formula (1):
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2
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R* 1b
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R1a X\ 3
R 0)

and pharmaceutically acceptable salts and compositions
including the same. The compounds disclosed herein may
be used, for example, in the treatment of diseases including
inflammation and/or cancer.
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(57) Abstract

Abstract The invention relates to nuclear energy technology,
more particularly to systems for recuperating energy
discharge of nuclear power plants, and is aimed at providing
high productivity of the process of obtaining freshwater by
recuperating thermal energy of water of a discharge channel
of a nuclear power plant by recycling the wet high-
temperature vapor thereof, as well as at raising the
productivity factor of heat from nuclear power plants and
reducing the adverse effect of wastewater on the
environment. A condensation system for recuperating energy
discharge of a nuclear power plant comprises a nuclear power
unit, an air intake means, a compressor, a condenser, a water
chamber equipped with a sprinkler, an electrical current
generator, a pure water pump station, a cooling water pump
station, a secondary condensate pool and a turboexpander.
The air intake means is connected to a compressor, which is
connected to the condenser, which is connected to the
turboexpander, which is supplied with the electric current
generator and is connected to the water chamber, which is
connected to the secondary condensate pool, which is
connected to the pure water pump station, the condenser
being connected to the cooling water pump station, wherein
the air intake means is accommodated in the discharge water
channel, which is connected to the nuclear power unit and is
equipped with a sealing cover.
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Provided herein are KRAS G12C inhibitors, composition of
the same, and methods of using the same. These inhibitors are
useful for treating a number of disorders, including
pancreatic, colorectal, and lung cancers.
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(57) Abstract

A system, method and software for producing a virtual scene
(10) to be viewed on an electronic display (12). A virtual
reference plane (24) is defined. The reference plane (24) has
peripheral boundaries (27,28,29,30). A virtual object (20) is
positioned above the reference plane (24) in the virtual scene
(10). Stereoscopic camera viewpoints (25, 26) are calculated
that enable the virtual object (20) to be imaged with the
reference plane (24) within the peripheral boundaries
(27,28,29,30) of the reference plane (24). The virtual object
(20) is digitally altered before and/or after being
stereoscopically imaged. The altering includes bending,
tapering or tilting a portion of the virtual object (20), and/or
tilting a portion of the reference plane (24). A common set of
boundaries are set for a superimposed image to create a final
image (48).
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(57) Abstract

at least one additional therapy.

The present disclosure provides novel pladienolide
compounds, pharmaceutical compositions containing such
compounds, and methods for using the compounds as
therapeutic agents. These compounds may be useful in the
treatment of cancer, particularly cancers in which agents that
target the spliceosome and mutations therein are known to be
useful. Also provided herein are methods of treating cancers
by administering at least one compound disclosed herein and
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(57) Abstract
In one aspect, compounds of Formula AA, or a
pharmaceutically acceptable salt thereof, are featured:
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R )J\

(R%)q
Formula AA
or a pharmaceutically acceptable salt thereof, wherein the
variables shown in Formula A can be as defined anywhere
herein.
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The invention is related basically to at least one reservoir (2),
at least one base (21) which forms the bottom surface of the
reservoir (2), at least one rear wall (22) placed on the base
(21) so as to be perpendicular to the base (21), at least one
side wall (23) placed on the base (21) perpendicularly to the
base (21) and the rear wall (22), at least one top base (24)
placed on the rear wall (22) and the side wall (23) such that it
is parallel to the base (21), at least one side enclosure piece
(25) which closes the open surface of the reservoir (2) and
which is placed perpendicularly to the base (21), at least one
main axis piece (26) placed on the base (21), at least one main
axis shaft (3) placed on the reservoir (2), at least one axis
carrier (4) placed on the main axis shaft (3), at least one
support arm (5) placed on the axis carrier (4), at least one
carrier plate (6) placed on the axis carrier (4) located between
another reservoir (2) and the support arm (5), at least one
motion mechanism (7) placed in the reservoir (2), which
enables the positioning of the optical devices precisely and
with high precision in particular positions in order for them
to be tested with respect to the opposite target.
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(57) Abstract
The present invention provides a compound of formula (1)
or a pharmaceutically acceptable salt thereof;

0]

R4a 9
R4b I}I’R
R1a Ro

R1b R3

(M
or a pharmaceutically acceptable salt, tautomer, or
stereoisomer thereof, wherein the variables are as defined
herein. The present invention further provides
pharmaceutical compositions comprising such compounds;
and methods of using such compounds for treating joint
damage or injury in a mammal, for inducing hyaline
cartilage production or for inducing differentiation of
chondrogenic progenitor cells into mature chondrocytes.
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(57) Abstract

A device witch containe one or more stickers that can
activates the eye muscle in the eye lid to close in patient
with 7th nerve palsy
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To provide a power generation system and a power
generation method that can use thermal energy in a natural
world as a thermal source, and can perform power
generation while suppressing loss of thermal energy as far as
possible. A first heat exchanger 1A, a first thermal engine
2A, and a first power generator 3A are included on a first
working medium line L1 that circulates a first working
medium W1, a second heat exchanger 1B, a third working
medium supply means 5 that supplies a third working
medium W3, a mixing means 6 that mixes a second working
medium W2 and the third working medium W3, a second
thermal engine 2B, and a second power generator 3B are
included on a second working medium line L2 that
circulates the second working medium W2, and on both of a
downstream side of the first thermal engine 2A on the first
working medium line L1 and a downstream side of the
second thermal engine 2B on the second working medium
line L2, a third heat exchanger 1C is included, and a third
working medium discharge means 10 for discharging the
third working medium W3 to the third heat exchanger 1C is
included. Figure 1

Generation System And Working Medium Characteristic Aaladiuly
Difference Power Generation Method In Which Said Power

Generation System Is Used
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The invention is related to multivalent immunogenic
compositions comprising more than one S. pneumoniae
polysaccharide protein conjugates, wherein each of the
conjugates comprises a polysaccharide from an S.
pneumoniae serotype conjugated to a carrier protein, wherein
the serotypes of S. pneumoniae are as defined herein. In some
embodiments, at least one of the polysaccharide protein
conjugates is formed by a conjugation reaction comprising an
aprotic solvent. In further embodiments, each of the
polysaccharide protein conjugates is formed by a conjugation
reaction comprising an aprotic solvent. Also provided are
methods for inducing a protective immune response in a
human patient comprising administering the multivalent
immunogenic compositions of the invention to the patient.
The multivalent immunogenic compositions are useful for
providing protection against S. pneumoniae infection and
diseases caused by S. pneumoniae. The compositions of the
invention are also useful as part of treatment regimes that
provide complementary protection for patieints that have
been vaccinated with a multivalent vaccine indicated for the
prevention of pneumococcal disease
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NOVEL COMPOUND EXHIBITING
ENTEROPEPTIDASE INHIBITORY ACTIVITY
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(57) Abstract

The present invention relates to a novel compound exhibiting
enteropeptidase-inhibiting activity, a pharmaceutically
acceptable salt thereof, a pharmaceutical composition for
preventing and treating metabolic diseases such as obesity,
diabetes mellitus or hyperlipidemia, etc. comprising the
compound or pharmaceutically acceptable salt, and a method
for preventing or treating metabolic disease using the above
novel compound. The compound of the present invention has
excellent inhibitory activity against enteropeptidase, and thus
is not absorbed into the body, but are excreted outside the
body. However, since not only fat but also protein are
discharged together, it has few side effects such as fat stools
and acts only in the gastrointestinal tract, so it has few side
effects such as depression, and is very useful as a therapeutic
or prophylactic drug for various metabolic diseases such as
obesity, diabetes mellitus, and hyperlipidemia.
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Broiler Pan Feeder
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(57) Abstract

An adjustable feeder pan system for feeding poultry and a
related method is provided. The feeder pan system includes
a cone portion, an excluder portion that includes a number of
anti-rake and radially disposed fins, a skirt, a feed pan, a cap,
and optionally a feed shut-off component. The cone includes
a pair of stops that may selectively engage with one of a
number of pairs of corresponding slots of varying depths on
the excluder portion so as to provide multiple feed levels as
desired and depending upon the size and age of the poultry
being fed.
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Disclosed is an ecological building with an organic
agricultural aquaculture function and an internal circulation
treatment function. The ecological building comprises a
production maintenance passage (20) arranged on the
building and located on an elevation of an external wall of
each storey. Replaceable planting boxes (3) are arranged on
an external wall of the building, each kitchen in the building
is provided with a garbage crusher, and each toilet in the
building is provided with a vacuum toilet system. A biogas
digester (7) is in communication with a vacuum base station
(8), the vacuum base station (8) is connected to the vacuum
toilet system via a vacuum pipeline (10), the biogas digester
(7) is in communication with a biogas slurry storage pool via
a biogas slurry pipeline (11), and an inlet end of the biogas
digester (7) is connected to a discharge port of the garbage
crusher via a black water delivery pipeline (12). The
ecological building realizes ecological environmental
protection and zero discharge of household garbage, and has
an organic agriculture production function and an internal
circulation treatment function.
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(57) Abstract

Incretin analogs are provided that have activity at each of the
GIP, GLP-1 and glucagon receptors. The incretin analogs
have structural features resulting in balanced activity and
extended duration of action at each of these receptors.
Methods also are provided for treating diseases such as
diabetes mellitus, dyslipidemia, fatty liver disease, metabolic
syndrome, non-alcoholic steatohepatitis and obesity.
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(57) Abstract

The present invention relates to methods of using new doses
of dulaglutide and compositions containing such higher
doses of dulaglutide.
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(57) Abstract

Disclosed are compounds of Formula (1), methods of using
the compounds as immunomodulators, and pharmaceutical
compositions comprising such compounds. The compounds
are useful in treating, preventing or ameliorating diseases or
disorders such as cancer or infections.
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(57) Abstract

The present invention generally relates to novel
pharmaceutical formulations containing 2-[3,5-
Bis(trifluoromethyl)phenyl]-N-{4-(4-fluoro-2-
methylphenyl)-6-[(7S,9aS)-7-
(hydroxymethyl)hexahydropyrazino[2,1-c][1,4]oxazin-

of preparation thereof and their use in medical therapy.

Figure 1.
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SOILING DETECTION APPARATUS AND METHOD
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(57) Abstract

A soiling detection apparatus operable to detect a soiling level
of a photovoltaic panel. The apparatus comprising a
photovoltaic panel operable to generate an electrical outputin
response to light being incident on the panel and in
dependence upon a soiling level of the photovoltaic panel.
The apparatus comprises a pyranometer operable to generate
an irradiance signal which relates to an irradiance level of
light incident on the pyranometer. The pyranometer is
positioned with respect to the photovoltaic panel such that the
photovoltaic panel and the pyranometer can receive
substantially the same solar radiation level as each other. The
apparatus comprises calculating means operable to calculate
a reference output value from the irradiance signal which
relates to an ideal electrical output of the photovoltaic panel
at a predetermined operating condition. The apparatus further
comprises measuring means operable to measure the
electrical output of the photovoltaic panel at the
predetermined operating condition, and comparing means
operable to compare the measured electrical output of the
photovoltaic panel at the predetermined operating condition
with the reference output value so as to generate a comparison
value. The apparatus comprises outputting means operable to
output a cleaning signal when the comparison value is greater
than a cleaning threshold value.
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(57) Abstract
The specification generally relates to compounds of Formula

n:

O 1
/R 3A
A

\\ N A
e 1
—~~ SN

(1) and pharmaceutically acceptable salts thereof, where R1,
Al, A2 and A3 have any of the meanings defined herein.
The specification also relates to the use of such compounds
and salts thereof to treat or prevent DNA-PK mediated
disease, including cancer. The specification further relates to
pharmaceutical compositions comprising such compounds
and salts; kits comprising such compounds and salts;
methods of manufacture of such compounds and salts...
continued
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(57) Abstract

The present invention relates to solid oral fixed dose
compositions of metformin, atorvastatin, and valsartan, or
their pharmaceutically acceptable salts, processes for the

certain diseases.

preparation thereof, and the use of the composition to treat
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(57) Abstract

The present invention provides antibody drug conjugates,
wherein an antibody or antibody fragment that specifically
binds to human cKIT is linked to a drug moiety, optionally
through a linker. The present invention further provides
pharmaceutical compositions comprising the antibody drug
conjugates; and methods of making and using such
pharmaceutical compositions for ablating hematopoietic stem
cells in a patient in need thereof.
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(57) Abstract
The present disclosure provides a compound of Formula (I'):
O O
X1 NH
R N O
1 \O Rx

X
or a pharmaceutically acceptable salt, hydrate, solvate,
prodrug, stereoisomer, or tautomer thereof, wherein Rx, X1,
X2, and R1 are as defined herein, and its use in the
treatment of IKAROS Family Zinc Finger 2 (IKZF2)-
dependent diseases.
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(57) Abstract

Methods for preparing micro-particles using a double
emulsion technique combining a membrane and a micro-
sieve are provided. Particularly the present invention relates
to method for preparing micro-particles comprising:
preparing a first phase comprising an active agent; preparing
a second phase comprising a carrier and a solvent; passing the
first phase and the second phase through a membrane to form
a primary emulsion; passing the primary emulsion through a
micro-sieve in a continuous phase to form a secondary
emulsion; and removing the solvent to form the micro-
particles. Fig. 4

Figure 4
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(57) Abstract

MONOCLONAL ANTIBODIES AND METHODS FOR
USING SAME Abstract The invention relates to monoclonal
antibodies which specifically bind to the TRBV9 family of
human T-cell receptors. The invention also relates to a
nucleic acid which codes for said antibody or for an antigen-
binding fragment thereof, to an expression vector, to a
method for producing the antibody, and to the use of said
antibody for treating diseases or disorders associated with the
family of human T-cell receptors. The invention is directed
towards producing antibodies that can be used for eliminating
T-cells carrying T-cell receptors of the TRBV9 family, in
particular for treating ankylosing spondylitis, coeliac disease,
and blood cancers, in the pathogenesis of which T-cell
receptors of the TRBV9 family are involved.
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A composition of tirzepatide, comprising an agent selected
from NaCl and propylene glycol; and dibasic sodium
phosphate is provided.
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(57) Abstract

The invention relates to metallurgic engineering, to nickel-based
alloys intended for use in aggressive oxidizing environments.

The technical result of the invention is to obtain an alloy with a high
level of plastic properties for the operation in the temperature range
550°C to 625°C and increased corrosion cracking resistance in
chlorides KCI, AICI3 + (ZrCl4 HfCl4) molten metal, at temperatures
up to 650°C.The specified technical result is achieved in that the alloy
containing carbon, silicon, manganese, chromium, molybdenum,
phosphorus, sulphur, iron, nickel and unavoidable impu-rities,
according to the invention additionally contains titanium, aluminium,
niobium, ma}gnesi—um with the following components ratio, wt.% :

ikl i

while the content of chromiufn, molybdenum and iron is related by
[cr]+[i 1]
—————=>46,4

the ratio: [Fe]
and the content of niobium and carbon is related by the ratio:

[Nb]

[€]

3 head paragraph of the claim, 3 tables

>1,66
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(57) Abstract

The present invention relates to a composition for eradicating
Helicobacter pylori and a use thereof. The composition of the
present invention maintains an intragastric pH at a certain
level or more for a certain period of time or longer, thereby
maximizing an action of amoxicillin and clarithromycin to
show an excellent effect on eradicating Helicobacter pylori.
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The present invention relates to an electrical device having
function especially for heating liquids, and where the
temperature measurement is done sensitively. The inventive
electrical device (1) is characterized by at least one latch (4)
suitable to be rotated such that it enters at least partially inside
an inner volume of a cooking chamber as a result of a force
exerted on it, and at least one sensing means (7) which is
present at the sensing part (41) of the latch (4).
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The present invention encompasses compounds of formula
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wherein the groups R1 to R4, A and p have the meanings
given in the claims and specification, their use as inhibitors
of SOS1, pharmaceutical compositions which contain
compounds of this kind and their use as medicaments/medical
uses, especially as agents for treatment and/or prevention of
oncological diseases.
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An article, such as a hardfaced wearpart, includes a substrate,
a sheet metal shell connected to the substrate to define a
cavity between the surface of the substrate and the shell, and
a composite material filling the cavity and forming a coating
on at least a portion of the surface of the substrate, the
composite material including a hard particulate material
infiltrated with a metallic brazing material. The shell may be
connected to the substrate by welding or brazing to the
substrate, and may wear away during use. The shell and the
substrate may be used as part of an assembly for producing
the article, where the shell is used as a mold for forming the
composite material by filling the shell with the hard
particulate material and subsequently infiltrating with the
brazing material.
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(57) Abstract

The present disclosure pertains to novel Glucagon like
Peptide-1 (GLP-1) (7-37) analogs having an amino acid
sequence with Leu or lle at the C-terminal. The new analogs
are potent GLP-1 agonists with reduced adverse effect and
improved duration of action. The present disclosure further
relates to acylated derivatives of the new analogs which have
further improved potency and duration of action and are
suitable for oral administration. The analogs of present
disclosure may be useful in treatment of diabetes and obesity.
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(57) Abstract

Disclosed herein are kinase inhibitory compounds, such as a
receptor-interacting protein-1 (RIP1) kinase inhibitor
compounds, as well as pharmaceutical compositions and
combinations comprising such inhibitory compounds. The
disclosed compounds, pharmaceutical compositions, and/or
combinations may be used to inhibit a RIP1 kinase in vivo or
ex vivo, and also may treat or prevent a kinase-associated
disease or condition, particularly a RIP1-associated disease
or condition.
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(57) Abstract
This application relates to quinazoline derivatives of formula

OF

R
R T NH

Ra =y
R N&]\NHQ

Rs (O]

pharmaceutical compositions comprising the compounds of
formula (1), and the use of the compounds of formula (1) in
the treatment or prevention of a viral infection, of a virus-
induced disease, of cancer or of an allergy. In formula (1), R1
is a C3-8alkyl, optionally substituted by one or more
substituents independently selected from fluorine, hydroxyl,
amino, nitrile, ester, amide, C1-3 alkyl, or C1-3 alkoxy, the
carbon of R1 bonded to the amine in the 4-position of the
quinazoline is in (R)-configuration, R2 is hydrogen,
deuterium, fluorine, chlorine, methyl, methoxy, cyclopropyl,
trifluoromethyl, or carboxylic amide, wherein each of methyl,
methoxy and cyclopropyl is optionally substituted by one or
more substituents independently selected from fluorine and
nitrile, R3 is hydrogen or deuterium, R4 is hydrogen,
deuterium, fluorine, methyl, carboxylic ester, carboxylic
amide, nitrile, cyclopropyl, C4-7 heterocycle, or 5-membered
heteroaryl group, wherein each of methyl, cyclopropyl, C4-7
heterocycle and 5-membered heteroaryl group is optionally
substituted by one or more substituents independently
selected from fluorine, hydroxyl, or methyl, R5 is hydrogen,
deuterium, fluorine, chlorine, methyl, or methoxy, provided
that at least one of R2, R3, R4 and R5 is not hydrogen.
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citrate-coated amorphous calcium phosphate nanoparticle
which comprises the following steps:1) providing a first
solution of a salt of calcium and a citrate salt wherein the
molar ratio of citrate ion to calcium ion is in the range from
1 to 2 thus obtaining a clear first solution; 2) providing a
second solution of a salt capable to give phosphate anion
and a carbonate salt; 3) mixing together the first and the
second solution at a pH in the range from 8 to 11; 4)
precipitating the nanoparticle; and 5) drying the nanoparticle
obtained from step 4). Preferably and advantageously the
invention provides for the addition of a fluoride compound
in step 2) for obtaining a fluorine-doped citrate-coated
calcium phosphate nanoparticle or a nanoparticle
agglomerate. The nanoparticle/nanoparticle agglomerate of
the invention has a peculiar superficial area and a diameter
that allow to use it as a biomaterial for dentistry application.

DOPED WITH FLUORIDE IONS AND A PROCESS FOR lealiy
PRODUCING THE SAME

(57) Abstract

The invention relates to a process for the preparation of a saildl (57)
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(57) Abstract

An object of the present invention is to provide a storage-
stable injectable preparation comprising a composition
comprising a poorly soluble drug as an active ingredient and
further comprising a dispersion medium. Another object of
the present invention is to provide a compact, lightweight
prefilled syringe by prefilling a syringe with the injectable
preparation. The present invention provides an injectable
preparation comprising a composition comprising a poorly
soluble drug, a dispersion medium, and a specific suspending
agent, the composition having a viscosity of 40 Pa .s or more
in at least one point in the shear rate range of 0.01 to 0.02 s-1
and having a viscosity of 0.2 Pa .s or less in at least one point
in the shear rate range of 900 to 1,000 s-1, as measured.
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(57) Abstract

In an embodiment, the present invention provides a
compound of the formula: or a pharmaceutically acceptable
salt thereof, and methods of using this compound for
treating type Il diabetes mellitus.
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(57) Abstract

Pharmaceutical compositions containing anti-beta amyloid
(AP) antibodies or AB-binding fragments thereof are
provided. These pharmaceutical compositions find use in
the treatment of abnormal accumulation or deposition of AB
in the central nervous system, mild cognitive impairment,
and Ap-associated disorders such as Alzheimer’s disease.
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(57) Abstract

The present invention provides compounds of formula (1)
that are prodrugs of catecholamine for use in treatment of
neurodegenerative diseases and disorders. The present
invention also provides pharmaceutical compositions
comprising compounds of the invention and methods of
treating neurodegenerative or neuropsychiatric diseases and
disorders using the compounds of the invention, in
particular Parkinson’s disease.

Accordingly, the present invention relates to
compounds of formula (1d)

re—0 (|d)
wherein
R1 is H and R2 is selected from one of the substituents (i)
and (ii) below; or
R1 is selected from one of the substituents (i) and (ii) below
and R2 is H; or

R1 and R2 are both represented by substituent (i) below; or
R1 and R2 are both represented by substituent (ii) below; or
R1 is substituent (i) and R2 is substituent (ii); or

R1 is substituent (ii) and R2 is substituent (i);

[o]

o\\s*
Ho” N\

(6]
(i)
wherein * indicates the attachment point; and
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(57) Abstract
The present invention provides a compound of Formula |
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I
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N
(\Q\/COZH
n

or a pharmaceutically acceptable salt thereof, and the use of
compounds of Formula | for treating metabolic conditions,
such as type 2 diabetes mellitus, heart failure, diabetic
kidney disease, and non-alcoholic steatohepatitis.
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(57) Abstract

A cock for filling cisterns wherein a free edge (1a) of the
hollow head (1) and the free and lower edge (11a) of the
vertical tube (11) are configured to receive indistinctly
coupling means (4, 7) with an external water inlet and means
for closing (10) said free edges (1a, 11a) in such a way that a
means for closing (10) is inserted into the free edge (1a, 11a)
opposite the free edge (1a, 11a) where one of the coupling
means (4, 7) is inserted; and because it also comprises a
means for blocking (15, 16) configured to fix the position of
the coupling means (4, 7) and the means for closure (10),
blocking their axial movement in the free edge (1a) of the
hollow head (1) and in the free lower edge (11a) of the
vertical tube (11) respectively
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(57) Abstract

Disclosed herein are kinase inhibitory compounds, such as a
receptor-interacting protein-1 (RIP1) kinase inhibitor
compounds, as well as pharmaceutical compositions and
combinations comprising such inhibitory compounds. The
disclosed compounds, pharmaceutical compositions, and/or
combinations may be used to treat or prevent a kinase-
associated disease or condition, particularly a RIP1-
associated disease or condition.
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(57) Abstract

The present invention relates to chronic nightly use of
lasmiditan for the prevention of migraine, particularly
therapy resistant migraine which is defined herein as
migraine refractory to two or more prior monotherapy and/or
dual therapy treatment or prevention regimens.
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The present invention relates to a chemical phosphoric acid
production unit comprising: a reactor for the production of
phosphoric acid, a device (2) for receiving phosphogypsum
obtained following filtration of the phosphoric acid produced
in the reactor, and a system (1) for discharging
phosphogypsum from the receiving device (2). The chemical
unit is mainly characterised in that the discharge system (1)
comprises: a chute (3) of which the inlet (4) is located inside
the receiving device (2) and arranged such as to communicate
with the receiving device (2); and a flap (6) movable about an
axis of rotation (7), which flap (6) can open to a given angle
(?) corresponding to a given flow section (13) for a fraction
of phosphogypsum through the inlet (4) of the channel (3),
and which can close in order to prevent the flow of
phosphogypsum into the channel.

COMPRISING A PHOSPHOGYPSUM DISCHARGE BT T
SYSTEM
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(57) Abstract

A compound of general formula I, wherein X, R1-R4 take
various meanings, for use in the treatment of cancer.
formula |

1 R1 &ndash; R4 X ol S o] alall diuall ad S
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(57) Abstract
The present invention relates to monobactam
compounds of Formula I:

(R®). L
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, () and pharmaceutically acceptable salts thereof. The
present invention also relates to compositions which
comprise a monobactam compound of the invention or
a pharmaceutically acceptable salt therof, and a
pharmaceutically acceptable carrier. The invention
further relates to methods for treating a bacterial
infection comprising administering to the patient a
therapeutically effective amount of a compound of the
invention, either alone or in combination with a
therapeutically effective amount of a second beta-
lactam antibiotic.
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(57) Abstract
The present invention covers 2-heteroaryl-3-0x0-2,3-
dihydropyridazine-4-carboxamide compounds of general
formula (1):

R> X “R’

O]

in which X, R1, R2, R3, R4 and R5 are as defined herein,
methods of preparing said compounds, intermediate
compounds useful for preparing said compounds,
pharmaceutical compositions and combinations comprising
said compounds and the use of said compounds for
manufacturing  pharmaceutical compositions for the
treatment or prophylaxis of diseases, in particular of cancer
or conditions with dysregulated immune responses or other
disorders associated with aberrant AHR signaling, as a sole
agent or in combination with other active ingredients.
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(57) Abstract
Novel selective estrogen receptor degraders (SERDs)
according to the formula: Fig(1) pharmaceutically

methods of use thereof are provided.

acceptable salts, pharmaceutical compositions, uses, and
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Renewable energy power station system works in a very low
consumption of electricity to generate an enormous number
of energy and will be the 1st step to build new power stations
free of environmental impact with a very low cost of
installation and requires a small lands compared to the other
sources of renewable energy it is easy to connect to the grid
as we can build it anywhere around the world unlike other
sources since they are governed by different variables.
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(57) Abstract

Presented herein are methods for treating bile acid diarrhea,
short bowel syndrome (SBS), and cholecystectomy-
associated diarrhea by administering to a patient in need
thereof, an inhibitor of chloride-ion transport in an amount
sufficient to treat diarrhea. In particular embodiments,
infants, and juveniles with SBS are treated with an inhibitor
of chloride-ion transport in an amount sufficient to treat
diarrhea. Treatment of diarrhea includes the treatment of the
diarrhea as well as the pain, abdominal discomfort and other
symptoms associated with diarrhea. In one embodiment, the
inhibitor of chloride-ion transport is crofelemer.
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(57) Abstract

The present application provides salt forms of N-(4-(4-
Amino-7-(1-isobutyrylpiperidin-4-yl)pyrrolo[1,2-
f1[1,2,4]triazin-5-yl)phenyl)-1-isopropyl-2,4-dioxo-3-
(pyridin-2-yl)-1,2,3,4-tetrahydropyrimidine-5-carboxamide
and N-(4-(4-Amino-7-(1-isobutyrylpiperidin-4-
yl)pyrrolo[1,2-f][1,2,4]triazin-5-yl)phenyl)-1-isopropyl-2,4-
dioxo-3-phenyl-1,2,3,4-tetrahydropyrimidine-5-
carboxamide, which are useful as inhibitors of TAM
kinases, as well as processes and intermediates related
thereto.
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A weldable spun-bonded nonwoven, in particular a weldable
packaging spun-bonded nonwoven, as a component of
packaging or packaging bags, the spun-bonded nonwoven
comprising endless filaments of thermoplastic material. The
endless filaments have at least 3% by weight of at least one
filler to emprove the weldability of the spun -bonded
nonwoven.
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(57) Abstract
SYSTEM FOR COLLECTING RADIANT ENERGY WITH
A NON-IMAGING SOLAR

CONCENTRATORAbstractimplementations of a system for
collecting radiant energy with a non-imaging solar
concentrator are provided. In some implementations, the
system may be configured to focus radiant energy striking a
plurality of concentric, conical ring-like reflective elements
of the non-imaging concentrator onto a receiver positioned
thereunder and to rotate and/ or pivot the receiver so that at
least a portion thereof is always kept within the focal point
(or area) of the non-imaging concentrator. In this way, the
non-imaging concentrator is able to focus radiant energy from
the sun onto the receiver. In some implementations, the
system for collecting radiant energy with a non-imaging solar
concentrator may comprise a tracking apparatus configured
to support the non-imaging concentrator and position it so
that the sun is normal thereto, and a piping system that is
configured to transfer concentrated solar energy from the
receiver to an absorbing system where the energy is finally
utilized.
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(57) Abstract

The present invention is related to processes for preparing
chiral substituted pyrazolyl pyrrolo[2,3-d]pyrimidines of
Formula 11, and related synthetic intermediate compounds.
The chiral substituted pyrazolyl pyrrolo[2,3-d]pyrimidines
are useful as inhibitors of the Janus Kinase family of protein
tyrosine kinases (JAKSs) for treatment of inflammatory
diseases, myeloproliferative disorders, and other diseases.
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(57) Abstract

Provided are compounds, methods, and pharmaceutical
compositions for reducing the amount or activity of Tau
mRNA in a cell or animal, and in certain instances reducing
the amount of Tau protein in a cell or animal. Such
compounds, methods, and pharmaceutical compositions are
useful to ameliorate at least one symptom of a
neurodegenerative disease. Such symptoms include loss of
memory, loss of motor function, and increase in the number
and/or volume of neurofibrillary inclusions. Such
neurodegenerative diseases include tauopathies, Alzheimer’s
Disease, Fronto-temporal Dementia (FTD), FTDP-17,
Progressive Supranuclear Palsy (PSP), Chronic Traumatic
Encephalopathy ~ (CTE), Corticobasal Ganglionic
Degeneration (CBD), Epilepsy, and Dravet’s Syndrome.
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(57) Abstract

Incretin analogs are provided that have activity at each of the
GIP, GLP-1 and glucagon receptors. The incretin analogs
have structural features resulting in balanced activity and
extended duration of action at each of these receptors.
Methods also are provided for treating diseases such as
diabetes mellitus, dyslipidemia, fatty liver disease, metabolic
syndrome, non-alcoholic steatohepatitis and obesity.
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(57) Abstract

This application relates to compounds of Formula (1): (1) or
pharmaceutically acceptable salts thereof, which are
inhibitors of PI3K-? which are useful for the treatment of
disorders such as autoimmune diseases, cancer,
cardiovascular diseases, and neurodegenerative diseases.
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(57) Abstract

Provided herein are compounds and compositions
useful in increasing PPAR 3 activity. The compounds
and compositions provided herein are useful for the
treatment of PPAR & related diseases (e.g., muscular
diseases, vascular disease, demyelinating disease, and
metabolic diseases).

il (57)

PPAR & LaLisaly) 8 sabe a5 QLS jo b 6 Ui
7l Bk 485 M1 030 8 Aediall ()l g S pall e,

oAl (JEal) dis ePPAR 8 (—— Ak e 2 el

‘uM al..g)a ua\).nb M,UAAM 4.\:5\2“ U‘\)“‘j (CaO_anl)

() () a1

80




2024/04/18

Hashemite Kingdom of Jordan
Ministry of Industry and Trade
Directorate of Industrial Property

Taaile) da LY A<l
s oladll g deluall s ) g
Gaeliall Al dlea 45 pe

(11) Patent No. 4211

4211 55,0 2, (11)

(21) Appl. No. 2019/287

287/2019 : L &, (21)

(22) Filed: 12/16/2019

2019/16/12 : bl &3, (22)

(23) Priority Data:

Ayl Gl (30)

(31) No. : 250 (31)
EP17189550.1;US62/523,389 EP17189550.1;US62/523,389
(32) Date: U (32)
2017-09-06;2017-06-22 2017-09-06;2017-06-22
(33) Country: ALl (33)
European Patent Office (EPO);United States LS palcle ) yull g 99 GiiSa
(71) Applicant: 08I (71)
LES LABORATOIRES SERVIER;NOVARTIS AG > A B gitdad g il jrida
(72) Inventors: ‘ ;Q};){‘Mn (72)
GENESTE, Olivier;MARAGNO, Ana Leticia;POMILIO, el 5atlild san ¢ galia st Lo Bl Ul ¢ giad jlat il ) ey
Giovanna;MOUJALLED, Donia;WEI, Andrew 53 ¢ g stkaia

(74) Agent : Abu-Ghazaleh Intellectual Property

LS ALl Al e ol ¢ SV (74)

(51) INT.CL.:

sl el (51)

(54) Invention Title:
COMBINATION OF A MCL-1 INHIBITOR AND A

1Y Ol e (54)
el lilla jud B dle ) 23l s MCL-1 b (1 43l 8

STANDARD OF CARE TREATMENT FOR e A ana LS 5 Lgialadi
HEMATOLOGIC CANCERS, USES AND

PHARMACEUTICAL COMPOSITIONS THEREOF

(57) Abstract wasldl (57)

A combination comprising a Mcl-1 inhibitor and a second
anticancer agent, wherein the second anticancer agent is
selected from anthracyclines, cytarabine and
hypomethylating agents, and compositions and uses thereof.
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(57) Abstract

Disclosed are dendrimers of formula (I): and
pharmaceutically acceptable salts thereof. Also disclosed are
pharmaceutical compositions comprising the dendrimer of
formula (1) and methods of using the same for treating cancer.
Fig. 1
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(57) Abstract

ANTIBODIES SPECIFIC TO CD47 AND PD-
L1AbstractThe present invention relates to the field of
bioengineering, specifically to antibodies or their antigen-
binding fragments, and to the use thereof. More particularly,
the present invention relates to antibodies that bind
specifically to CD47 and PD-L1. The invention also relates
to a nucleic acid that codes for the given antibody or for the
antigen-binding fragment thereof, to an expression vector, to
a method of producing the antibody, and to a use of the
aforementioned antibodies and compositions in cancer
treatment.
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