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STABLE GLUCOKINASE ACTIVATOR COMPOSITIONS

FIELD OF THE INVENTION
The invention relates to stable pharmaceutical compositions comprising a glucokinase
(GK) activator suitable for oral administration. The invention also relates to methods of making

and using such pharmaceutical compositions.

BACKGROUND OF THE INVENTION

{2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic
acid (disclosed in, for example, U.S. Patent No. 7,851,636) is a GK activator that sensitizes the
glucokinase (GK) sensor system. GK is an enzyme that belongs to the family of hexokinases,
which catalyze the first step in the metabolism of glucose, i.e., conversion of glucose to glucose-
6-phosphate. GK may play a role in regulating carbohydrate metabolism by acting as a glucose
sensor and causing shifts in metabolism or cell function in response to fluctuating blood-glucose
levels. GK functions as a glucose sensor in the pancreas, liver, gut and brain. {2-[3-cyclohexyl-
3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid is a liver-selective GK

activator that does not increase insulin secretion by the pancreas in the presence of glucose.

Ideal drugs for oral administration have moderate to high water solubility and membrane
permeability, which quickly dissolve the drug in gastrointestinal fluids, as well as allow for quick
absorption into the bloodstream. However, a significant amount of drug candidates are poorly
soluble, and present a major hurdle for oral delivery. Poor solubility is often the reason for
incomplete or erratic absorption, poor bioavailability, slow-onset of action, patient-to-patient PK

variability, strong food effects and high dose requirements.

Formulation strategies have been explored to improve solubility of low solubility drugs,
including forming solid dispersions of amorphous drugs, liquid filled capsules, and particle size
reduction. Particle size reduction involves reducing larger drug particles to form smaller
nanoparticles. However, forming drug nanoparticles has its challenges. For example, stabilizing
nanoparticles from aggregation is difficult, particularly when formulating them into solid dosage
forms. Conditions created during conversion of particle suspensions into solid forms can lead to
particle aggregation, increases in particle size or induce crystallization of stabilizers, which

present a great challenge in maintaining nanoparticle size and stability. Further, formation of
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particle aggregates is typically irreversible where agglomerates cannot revert back to

individually dispersed particles once they are reconstituted in dispersing medium.

Certain GK activators are poorly soluble, including {2-[3-cyclohexyl-3-(trans-4-propoxy-
cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid, leading to high dose requirements, high
PK variability and strong food effects. Thus there is a need for stable formulations that improve
solubility and stability of pharmaceutical compositions containing such agents. Applicants have

now developed such soluble, stable and bioavailable formulations, which are disclosed herein.

SUMMARY OF THE INVENTION
The invention relates to stable pharmaceutical compositions comprising a glucokinase
(GK) activator suitable for oral administration. The invention also relates to methods of making

and using such pharmaceutical compositions.

In one aspect, the present invention relates to a pharmaceutical composition comprising
nanoparticles and one or more alkalizers, wherein the nanoparticles have a mean diameter
between about 0.5 nm to about 1000 nm, have a polydispersity index of about 0.001 to about
0.400 and comprise {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-

ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt thereof.

In some embodiments, the present invention relates to a pharmaceutical composition
comprising nanoparticles, one or more alkalizers and one or more redispersing agents, wherein
the nanoparticles have a mean diameter between about 0.5 nm to about 1000 nm and comprise
{2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a

pharmaceutically acceptable salt thereof.

In another aspect, the present invention relates to methods of treating various disorders by
administering a GK activator. In some embodiments, the present invention relates to treating
type 1l diabetes comprising administering to a patient in need thereof a pharmaceutical
composition comprising nanoparticles and one or more alkalizers, wherein the nanoparticles
have a mean diameter between about 0.5 nm to about 1000 nm, have a polydispersity index of
about 0.001 to about 0.400 and comprise a therapeutically effective amount of {2-[3-cyclohexyl-
3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically

acceptable salt thereof.
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In other embodiments, the present invention relates to a method of improving glycemic
control comprising administering to a patient in need thereof a pharmaceutical composition
comprising nanoparticles and one or more alkalizers, wherein the nanoparticles have a mean
diameter between about 0.5 nm to about 1000 nm, have a polydispersity index of about 0.001 to
about 0.400 and comprise a therapeutically effective amount of {2-[3-cyclohexyl-3-(trans-4-
propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable

salt thereof.

BRIEF DESCRIPTION OF THE DRAWINGS
Figure 1. X-Ray Powder Diffraction (XRPD) pattern of nanosized {2-[3-cyclohexyl-3-
(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid. "A" is the diffraction
pattern for lyophilized drug suspension prior to nanosizing. "B" is the diffraction pattern for

lyophilized drug suspension after nanosizing.

Figure 2. Differential scanning calorimetry (DSC) graph of {2-[3-cyclohexyl-3-(trans-4-
propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid obtained from lyophilizing the
drug suspension prior to nanosizing and after nanosizing by microfluidization. "A" is the DSC
graph for lyophilized drug suspension prior to nanosizing. "B" is the DSC graph for lyophilized

drug suspension after nanosizing.

Figure 3. XPRD pattern of spray-dried nanoparticles of {2-[3-cyclohexyl-3-(trans-4-
propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid. '

Figure 4. Dissolution of gelatin capsules of spray dried nanoparticles of {2-[3-
cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid and gelatin
capsules of nanograrulated {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-

ylsulfanyl} -acetic acid.

Figure 5. In vivo exposure in beagle dogs of i) spray dried nanoparticle capsules
containing {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic
acid and ii) capsules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid nanogranules, in comparison with iii) {2-[3-cyclohexyl-3-(trans-4-

propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid in aqueous solution and iv)
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capsule containing granules formulated with micronized {2-[3-cyclohexyl-3-(trans-4-propoxy-

cyclohexyl)-ureido]}-thiazol-5-ylsulfanyl} -acetic acid (reference capsule).

Figure 6. In vivo exposure (AUC) in humans of i) spray dried nanoparticle capsules
containing {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic
acid prepared in Example 39 and ii) capsules of {2-[3-cyclohexyl-3-(trans-4-propoxy-
cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid nanogranules prepared in Example 40, in
comparison a capsule containing granules formulated with micronized {2-[3-cyclohexyl-3-

(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid (reference capsule).

Figure 7. In vivo exposure (Cmax) in humans of i) spray dried nanoparticle capsules
containing {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic
acid prepared in Example 39 and ii) capsules of {2-[3-cyclohexyl-3-(trans-4-propoxy-
cyclohexyl)-ureido}-thiazol-5-ylsulfanyl}-acetic acid nanogranules prepared in Example 40, in
comparison a capsule containing granules formulated with micronized {2-[3-cyclohexyl-3-

(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid (reference capsule).

DETAILED DESCRIPTION OF THE INVENTION
Novel stable pharmaceutical compositions of {2-[3-cyclohexyl-3-(¢trans-4-propoxy-
cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt
thereof, methods of treatment using these pharmaceutical compositions, and methods for

preparing these pharmaceutical compositions are provided herein.

{2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic
acid is a Class IV drug under the Biopharmaceutics Classification System (BCS), having low
solubility and low permeability. As a result, Class IV drugs have poor bioavailability and are
usually not well-absorbed while having high variability. Preparing a stable, bioavailable
composition containing {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt thereof is, however, not straight
forward. Such compositions may exhibit enhanced stability, are highly bioavailable and readily
release the active ingredient in the stomach environment, e.g., at pH 1-4, with a desirable

dissolution profile.
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In one aspect, the present invention provides a pharmaceutical composition comprising
solid stabilized particles and a pharmaceutically acceptable excipient, wherein the solid
stabilized particles comprise a therapeutically effective amount of {2-[3-cyclohexyl-3-(trans-4-
propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid or pharmaceutically acceptable
salt thereof. In some embodiments, the solid stabilized particles further comprise one or more
alkalizers. In other embodiments, the solid stabilized particles further comprise one or more
redispersing agents. In yet other embodiments, the solid stabilized particles further comprise
one or more redispersing agents and one or more alkalizers. In some embodiments, the present
invention relates to a pharmaceutical composition comprising nanoparticles and one or more
alkalizers, wherein the nanoparticles have a mean diameter between about 0.5 nm to about 1000
nm, have a polydispersity index of about 0.001 to about 0.400 and comprise {2-[3-cyclohexyl-3-
(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid or a pharmaceutically
acceptable salt thereof. In other embodiments, the present invention relates to a pharmaceutical
composition comprising nanoparticles, one or more alkalizers and one or more redispersing
agents, wherein the nanoparticles have a mean diameter between about 0.5 nm to about 1000 nm
and comprise {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-
acetic acid or a pharmaceutically acceptable salt thereof The solid stabilized particles comprise
{2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid or a
pharmaceutically acceptable salt thereof in an amount from about 1 % to about 80 % w/w. In
some embodiments, {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt is present in an amount from about
2.5 % to about 65 % w/w. In other embodiments, {2-[3-cyclohexyl-3-(trans-4-propoxy-
cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt is

present in an amount from about 5 % to about 60 % w/w.

Suitable alkalizers include any basic compound that is suitable for oral administration,
including, for example, meglumine, sodium carbonate, potassium carbonate, calcium carbonate,
magnesium oxide, calcium hydroxide, sodium hydroxide, potassium hydroxide, diethanolamine,
potassium bicarbonate, potassium citrate, sodium borate, sodium citrate, triethanolamine, or

combinations thereof. Alkalizers can be present in amounts of about 0.1 % to about 90 % w/w.

In some embodiments, the ratio of alkalizer to active ingredient is between about 2:1 to

about 1:50. In other embodiments, the ratio of alkalizer to active ingredient is between about 2:1

S
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to about 1:2. In certain embodiments, the microenvironmental pH of the pharmaceutical

composition is more than about 6, for example, more than about 8, more than about 9, more than
about 10 or more than about 11. Without wishing to be bound by theory, Applicants believe that
microenvironmental pH of the pharmaceutical composition enhances stability of the active agent

toward degradation, as well as enhances the dissolution of the active ingredient.

Suitable redispersing agents are agents having good aqueous solubility, are non-
hygroscopic and can easily form hydrogen bonds with drug particles. In some embodiments, the
redispersing agent is a sugar alcohol. Redispersing agents include, for example, mannitol,
trehalose, xylitol, lactose, sucrose, sorbitol, dextran, lactitol, maltitol, erythritol, threitol, arabitol,
ribitol, galactitol, fucitol, iditol, inocitol, velomitol, isomalt, inulin or mixtures thereof. Without
being bound to any theory, redispersing agents can stabilize microparticles and/or nanoparticles
by a mechanism where during the drying process redispersing agent molecules (e.g., sugar
alcohols) replace water molecules surrounding the particles, forming hydrogen bonds between
redispersing agent molecules and particles, thereby immobilizing particles and limiting particle-

particle interaction that leads to aggregation.

Preparation of Solid Stable Particles

Stable pharmaceutical compositions of the invention comprise stable solid particles.
Stable solid particles can be prepared starting with a particle suspension comprising {2-[3-
cyclohexyl-3-(¢trans-4-propoxy-cyclohexyl)-ureido}-thiazol-5-ylsulfanyl} -acetic acid or a
pharmaceutically acceptable salt thereof and a solvent, and then removing solvent from the
suspension to form stable solid particles. Particle suspensions include microsuspensions, i.e.,
suspensions comprising particles in the micrometer size range of about 1 um to about 100 pm, or
nanosuspensions, i.e., suspensions comprising particles in the nanometer size range from about
0.5 nm to about 1000 nm, or mixtures thereof. In exemplary embodiments, particle suspensions

comprise nanoparticles.

Suitable processes for removing solvent from particle suspensions include for example,
granulation, lyophilization, vacuum drying, oven drying, desiccant drying and spray drying.
Suitable solvents for particle suspensions include any solvent that is generally recognized as safe

(GRAS) by a regulatory authority, e.g., the U.S. Food & Drug Administration, and should be
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compatible with the drug substance and provide minimal solubility to the drug product. Such
solvents include aqueous and organic solvents, for example, water, methanol, heptane, propanol,
isopropanol, acetic acid, acetone, ethyl acetate, ethanol, and mixtures thereof. Exemplary

particle suspensions comprise water.

Particle suspensions can be prepared by various methods, which can be classified into
two categories: top-down methods and bottom-up methods. The top-down method start with bulk
materials and break them down to micro- or nano-sized particles by using mechanical, chemical
or electrical energy. In certain embodiments, the size reduction method allows for particle size
reduction with little or no impact on maintaining crystallinity/polymorphism and stability of a
drug substance. Resulting particle suspensions allow for flexibility in formulation. In some
embodiments, particle suspensions can be used directly for oral administration, or can be further
processed into solid forms (for example by spray drying, granulation or lyphophilization), as
well as manufactured into solid dosage forms, for example, tablets and capsules and the like.
Oral administration of such formulations described herein can effectively improve drug
solubility, reduce dosing amounts, increase dissolution velocity, improve bioavailability, reduce

PK variability and alleviate food effects.

Particle suspensions described herein also exhibit chemical stability and show little or no

degradation of the drug product into degradation products, even under accelerated conditions.

In top-down methods, larger particles are broken apart to form smaller microsized or
nanosized particles. Top-down methods include, for example, microfluidization, wet milling,
media milling, rotation-revolution, jet milling, ball milling, micronization or homogenization
(e.g., high shear homogenization). Milling methods can utilize various ceramic media, such as
ceramic grinding beads (e.g., zirconium milling beads having bead size of about 5 pm to about
500 pm).

Bottom-up methods, on the other hand, synthesize micro- or nano-particle from the
atomic or molecular level through chemical reactions or physical processes under strictly
selected conditions. Bottom-up methods include, for example, fast evaporation, desolvation,

spray drying, lyophilization, precipitation, chemical methods or supercritical fluid processing.

Particle suspensions can comprise one or more stabilizers. In some embodiments, the

stabilizers comprise at least one polymeric stabilizer, at least one surfactant stabilizer or a
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combination thereof. Polymeric stabilizers include, for example, hydroxypropyl cellullose,
microcrystalline cellulose, hydroxypropylmethyl cellulose, polyvinyl pyrrolidone, polyvinyl
alcohol, polyviny! sulfate, poloxamer (e.g., poloxamer-188, poloxamer-237, poloxamer-338,
poloxamer-407 and other suitable grades of poloxamer can be used), polyethylene glycol,
polyethylene glycol-polylactic acid (PEG-PLA), polyethylene oxide, polyoxyethylene alkyl
ether, polyoxypropylene glycol alkyl ethers, glucoside alkyl ethers, polyoxyethylene glycol
octylphenol ethers, polyoxyethylene glycol alkylphenol ethers, glycerol alkyl ethers,
polyoxyethylene glycol sorbitan alkyl esters, sorbitan alkyl esters, cocamide monoethanolamine,
cocamide diethanolamine, dodecyldimethylamine oxide, polyethoxylated tallow amine, gelatin,
albumin, guar gum, agar or copolymers thereof. In some embodiments, particle suspensions
comprise one or more polymeric stabilizers in an amount of about 0.01 % w/v to about 40 %

w/v.

Surfactant stabilizers include, for example, sulfuric acid alkyl ester salts (e.g., sodium
lauryl sulfate), dioctyl sulfosuccinate salts (e.g., sodium docusate), sodium deoxycholate,
polyoxylene caster oils, polysorbates, polyoxylene stearates, polyoxylglycerides, phospholipids,
tocopherol derivatives, bile acid salts, propylene glycol fatty acid mono- or diesters,
polyethylene glycol fatty acid esters, polysorbates, polyoxyethylene derivatives of natural oils
and waxes, and sorbitan fatty acid esters or mixtures thereof. In other embodiments, particle

suspensions comprise from about 0.01 % w/v to about 80 % w/v surfactant stabilizer.

Particle suspensions described herein have well-controlled and relatively narrow/uniform
mean particle size distribution, which can be characterized by measuring polydispersity index
(PDI). Polydispersity index is a dimensionless parameter to define the particle size distribution
of micro- or nanoparticles obtained from dynamic light scattering analysis. In general, lower PDI
values indicate greater particle size uniformity. In some embodiments, particle suspensions
comprise particles (i.e., microparticles or nanoparticles) having a PDI of below 0.400. In other
embodiments, particle suspensions comprise particles having a PDI of about 0.001 to about
0.400, about 0.001 to about 0.300, 0.001 to about 0.250, about 0.001 to about 0.200, about 0.001
to about 0.190, about 0.001 to about 0.180, about 0.001 to about 0.170, about 0.001 to about
0.160, and about 0.001 to about 0.150.
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Particle suspensions can also be characterized by measuring zeta potentials. Zeta
potentials reflect the difference in potential between a dispersion medium and stationary layer of
fluid attached to the dispersed particle. Zeta potential further indicates the degree of repulsion
between adjacent, similarly charged particles in dispersion and is a useful indicator of colloidal
stability, i.e., resistance to particle aggregation. In some embodiments, particle suspensions
described herein have a zeta potential with an absolute value of greater than 30, for example
greater than about 30 mV or less than about -30 mV. In other embodiments, the particle
suspensions have a zeta potential of greater than about 50 mV or less than about -50 mV. In yet
other embodiments, the particle suspensions have a zeta potential of greater than about 60 mV or
less than about -60 mV. In other embodiments, the particle suspensions have a zeta potential of
greater than about 80 mV or less than about -80 mV. In other embodiments, the particle
suspensions have a zeta potential of greater than about 100 mV or less than about -100 mV. In
yet other embodiments, the particle suspensions have a zeta potential of between about -30 mV

and -100 mV or between about 30 mV to about 100 mV.,

In some embodiments, particle suspensions described herein have a solid concentration of
about 0.5 % to about 80 % w/v. In other embodiments, particle suspensions have a viscosity of

about 0.5 cps to about 600 cps.

Top-down and bottom-up techniques can form drug microparticles and/or nanoparticles
in suspension having uncompromised physical stability, e.g., little or negligible particle size
change over time, little or negligible degradation of the drug product, little or negligible change
in crystallinity/polymorphism. However, challenges arise when converting particle suspensions
into solid forms where it is difficult to maintain stability, such as avoiding particle aggregation
while maintaining particle size, and avoiding interconversion among polymorph forms. Stable
solid microparticles and/or nanoparticles are provided by admixing one or more redispersing

agents with a particle suspension prior to converting the particle suspension into a solid form.

In some embodiments, particle suspensions comprise one or more redispersing agents in
an amount of about 0.1 % to about 90 % w/w. In other embodiments, redispersing agents can be
present from about 1 % to about 80 % w/w or about 5 % to about 70 % w/w. In some
embodiments, redispersing agents can be present from about 2.5 % to about 10 % w/w. In other

embodiments, redispersing agents can be present from about 25 % to about 40 % w/w.
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Solid stabilized particles can be formed from the particle suspensions described herein
using various known methods including, for example, spray drying, wet granulation, dry
granulation, steam granulation techniques, melt granulation techniques, moisture-activated dry
granulation techniques (MADG), moist granulation techniques (MGT), thermal adhesion
granulation processes (TAGP), foam granulation techniques, lyophilization, vacuum drying,

oven drying, desiccant drying and the like.

In some embodiments, the mean solid particle size is between about 1 pm to about 100
um. In other embodiments, the mean solid particle size is between about 2 um to about 90 pm.
In yet other embodiments, the mean solid particle size is between about 5 um to about 80 pm. In

other embodiments, the mean solid particle size is between about 10 um and about 70 pm.

In further embodiments, the mean solid particle size is between about 0.5 nm to about
1000 nm. In other embodiments, the mean solid nanoparticle size is less than about 900 nm. In
other embodiments, the mean solid nanoparticle size is between about 0.5 nm to about 800 nm.

In yet other embodiments, the mean solid nanoparticle size is between about 200 nm to about

400 nm.

Solid stabilized particles formed from the particle suspensions described herein also have
well-controlled and relatively narrow mean particle size distribution. Without being bound to
any theory, narrow mean particle size distribution can provide highly bioavailable
pharmaceutical compositions having consistent drug delivery with less PK variability. In some
embodiments, solid stabilized particles formed from the particle suspensions described herein
have a polydispersity index (PDI) of below 0.400. In other embodiments, solid stabilized
particles formed from the particle suspensions described herein have a PDI of about 0.001 to
about 0.400, 0.001 to about 0.300, 0.001 to about 0.250, about 0.001 to about 0.200, about 0.001
to about 0.190, about 0.001 to about 0.180, about 0.001 to about 0.170, about 0.001 to about
0.160, and about 0.001 to about 0.150.

In some embodiments, spray drying is used to make solid stabilized particles comprising
{2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid or a
pharmaceutically acceptable salt thereof. In other embodiments, spray dried solid stabilized
particles can be used directly as a solid dosage form or further formulated into a solid dosage

form, such as a tablet and the like.

10
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In other embodiments, wet granulation is used to make solid stabilized particles
comprising {2-[3-cyclohexyl-3-(¢rans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -
acetic acid or a pharmaceutically acceptable salt thereof. Wet granulation methods include, for
example, standard wet granulation techniques and specialized wet granulation techniques, such
as high-shear mixture granulation, fluid-bed granulation, extrusion, spheronization
lyophilization, spray dry granulation and the like. In certain embodiments, fluid-bed granulation
or spray dry granulation is used to make solid stabilized particles comprising {2-[3-cyclohexyl-
3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically
acceptable salt thereof. Dry granulation methods include standard dry granulation and
specialized dry granulation techniques, such as slugging, roller compaction, and the like. Melt

granulation methods include thermoplastic melt granulation and the like.

Wet granulation methods involve the use of a liquid binder solution comprising one or
more binders. Liquid binder solutions can be mixed with a powder to cause the powder to
agglomerate lightly, thereby forming granules. In some embodiments, one or more redispersing
agents are added to the liquid binder solution, which is then added to a particle suspension of the
present invention prior to granulation. Following granule formation, the granules are typically
dried and sized (using, e.g., mesh screens). In some embodiments, the granules can be milled to

achieve a desired particle size. Both low-shear and high-shear mixing equipment can be utilized.

Suitable binders include cellulose derivatives (e.g., hydroxypropylmethyl cellulose,
hydroxypropylmethyl cellulose acetate, hydroxypropylmethyl cellulose phthalate, hydroxypropyl
cellulose, methylcellulose, hydroxyethyl cellulose, hydroxethyl cellulose acetate, and the like),
monosaccharides (e.g., dextrose and the like), polysaccharides/oligosaccharides (e.g., dextrin,
maltodextrin, pectin, maltose, polydextrose, starch and the like), polyvinyl pyrrolidone,
polyvinyl alcohol, polyvinyl caprolactam, carbomer, povidone, copovidone, gelatin, natural
gums (e.g., guar gum, acacia, carrageenan, agar, alginic écid, gum arabic, and the like),
poloxamer, polycarbophil or mixtures thereof. Binders can be present in amounts from about

0.01 % to about 20 % w/w dry weight.

Binder solutions can also include one or more fillers, diluents, disintegrants or mixtures
thereof. Suitable filler/diluents include, for example, microcrystalline cellulose, dicalcium

phosphate, lactose, starch, calcium carbonate, calcium lactate, calcium phosphate, calcium
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silicate, calcium sulfate, hypromellose, pregelatinzed starch, dextrin, magnesium carbonate,
magnesium oxide, maltodextrin, maltose, polydextrose, polymethacrylate, simethicone, sodium
alginate, sodium carbonate, mannitol, trehalose, xylitol, lactose, sucrose, sorbitol, lactitol,
maltitol, erythritol, threitol, arabitol, ribitol, galactitol, fucitol, iditol, inocitol, velomitol, isomalt
or mixtures thereof. Fillers/diluents can be present in amounts from about 0.1 % to about 99 %

w/w dry weight.

Suitable disintegrants include, for example, croscarmellose sodium, sodium starch
glycolate, microcrystal cellulose, crospovidone, pregelatinized starch, sodium alginate, chitosan,
magnesium aluminum silicate; methyl cellulose, guar gum or mixtures thereof. Disintegrants

can be present in amounts from about 0.01 % to about 30 % w/w dry weight.

Dosage Forms

The invention further provides pharmaceutical compositions in forms for oral
administration. Such pharmaceutical compositions exhibit chemical stability and show little or
no degradation of the drug product into degradation products. Pharmaceutical compositions can
be in solid or liquid form. In one embodiment, the pharmaceutical composition is a solid

composition. Pharmaceutical compositions comprise solid stabilized particles described herein.

In one aspect, pharmaceutical compositions of the present invention may be prepared by
controlling microenvironmental pH of the composition. Thus, in one embodiment, the present
invention relates to pharmaceutical compositions (e.g., solid oral dosage forms) comprising solid
stabilized particles and a compound that modulates the pH environment of the composition (e.g.,
an alkalizer), wherein the solid stabilized particles comprise a therapeutically effective amount of
{2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid or a

pharmaceutically acceptable salt thereof.

In some embodiments, pharmaceutical compositions comprise about 0.5 mg to about
1200 mg of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-
acetic acid or a pharmaceutically acceptable salt thereof. In other embodiments, pharmaceutical
compositions comprise about 50 mg, about 100 mg, about 200 mg, about 250 mg, about 300 mg,
about 350 mg, about 400 mg, about 450 mg, about S00 mg, about 550 mg, about 600 mg, about
650 mg, about 700 mg, about 750 mg, about 800 mg, about 850 mg, about 900 mg, about 950
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mg, about 1000 mg, about 1050 mg, about 1100 mg, about 1150 mg or about 1200 mg of {2-[3-
cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a

pharmaceutically acceptable salt thereof.

Solid oral compositions of the present invention can be formulated to have an immediate
release profile as referenced by FDA guidelines ("Dissolution Testing of Immediate Release
Solid Oral Dosage Forms", issued 8/1997, Section IV-A). In the dissolution testing guideline for
immediate release profiles, materials which dissolve at least 80 % in the first 30 to 60 minutes in
solution qualify as immediate release profiles. Therefore, in one embodiment, solid oral
compositions release of most or all the active ingredient over a short period of time, such as 60
minutes or less, and make rapid absorption of the drug possible. In other embodiments, solid

oral compositions release about 80 % of the drug over about 15 minutes.

In some embodiments of the invention, the solid composition further comprises at least
one additional pharmaceutical ingredient. Additional pharmaceutical ingredients include any
component or excipient other than powdered pharmaceutically acceptable carriers, so long as the
material is not generally deleterious to a human subject when the solid composition is
administered at dosing quantities. Non-limiting examples of additional ingredients include:
glidants and lubricants, such as colloidal silica, talc, magnesium stearate, calcium stearate,
stearic acid, solid polyethylene glycol, sodium oleate, sodium stearate, sodium benzoate, sodium
acetate, sodium chloride, sodium stearyl furamate, and sodium lauryl sulfate; solubilizing agents,
such as agar-agar, éalcium carbonate, sodium carbonate, croscarmellose sodium, starches,
pregelatinized starches, sodium starch glycolate, crospovidone, methyl cellulose, agar, bentonite,
xanthan gum, alginic acid, and certain silicates; solution retarding agents, such as polymers, for
example biodegradable polymers such as polylactic acid, polyepsilon caprolactone, polyhydroxy
butyric acid, polyorthoesters, polyacetals, polydihydropyrans, polycyanoacrylates, and cross-
linked or amphipathic block copolymers of hydrogelsparaffin, and wax, for example, paraffin;
resorption accelerating agents, such as quaternary ammonium compounds; absorption agents,

such as quaternary ammonium compounds, bentonite, kaolin, or dicalcium phosphate.

The pharmaceutical compositions of the invention can be prepared by various means.
Such compositions comprise solid stabilized particles. In some embodiments, the solid stabilized

particles are provided as powder.
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In some embodiments, capsules may be prepared by, for example, obtaining solid
stabilized particles described herein containing {2-[3-cyclohexyl-3-(¢trans-4-propoxy-
cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt
thereof and encapsulating the solid stabilized particles with gelatin or another suitable shell
material. In some embodiments, the solid stabilized particles are provided as a powder.
Additional ingredients, such as those described herein, including alkalizers, binders, fillers,
diluents, glidants, lubricants, disintegrating agents, solubilizing agents, or mixtures thereof may

be combined with the solid stabilized particles prior to encapsulation.

In other embodiments, tablets may be prepared by, for example, obtaining solid stabilized
particles described herein containing {2-[3-cyclohexyl-3-(¢rans-4-propoxy-cyclohexyl)-ureido]-
thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt thereof and pressing the
solid stabilized particles into tablets using conventional methods. In some embodiments, the
solid stabilized particles are provided as a powder. Additional ingredients, such as those
described herein, including binders, fillers, diluents, glidants, lubricants, disintegrating agents,
solubilizing agents, solution retardants, absorption agents, or mixtures thereof, may be added to

the solid stabilized particles before pressing into tablets.

The tablets described herein may be either uncoated or coated. In various embodiments,
tablets are coated with a clear or opaque protective coating, which may for example, comprise a
sealing coat of shellac, a coating of sugar or polymeric material, and/or a polish coating of wax.
In various embodiments, tablets are coated to delay disintegration and absorption in the
gastrointestinal tract and thereby provide a sustained action over a longer period. Such coatings
may comprise glyceryl monostearate or glyceryl distearate. Additionally, dyestuffs can be added

to these coatings to distinguish different unit dosages.

The dosage of the pharmaceutical composition of the present invention will vary
depending on the symptoms, the treatment desired, age and body weight of the subject, the
nature and severity of the disorder to be treated, the route of administration and
pharmacokinetics of the active ingredients. The frequency of the dose indicated will also vary

with the treatment desired and the disorder indicated.

In one embodiment, {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-

ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt is administered in an amount
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sufficient to achieve a therapeutic effect. The dosage range for {2-[3-cyclohexyl-3-(trans-4-
propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable
salt can be from about 0.5 mg to about 2400 mg per day in one or more administrations. In other
embodiments, {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-
acetic acid or a pharmaceutically acceptable salt can be administered in amounts from about 5
mg to about 1200 mg per day, or about 10 mg to about 800 mg per day in one or more
administrations. In some embodiments, {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-
ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt can be
administered in one or more administrations for a total daily amount of about 100 mg, about 150
mg, about 200 mg, about 250 mg, about 300 mg, about 350 mg, about 400 mg, about 450 mg,
about 500 mg, about 550 mg, about 600 mg, about 650 mg, about 700 mg, about 750 mg, about
800 mg, about 850 mg, about 900 mg, about 950 mg, about 1000 mg, about 1100 mg, about 1200
mg, about 1300 mg, about 1400 mg, about 1500 mg, about 1600 mg, about 1700 mg, about 1800
mg, about 1900 mg, about 2000 mg, about 2100 mg, about 2200 mg, about 2300 mg or about
2400 mg. |

In some embodiments, the dosage of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-
ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt can be in an
amount from about 0.001 mg/kg of body weight per day to about 100 mg/kg of body weight per
day. In other embodiments, the dosage of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-
ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt can be in an
amount from about 0.003 mg/kg of body weight per day to about 60 mg/kg of body weight per
day. In yet other embodiments, the dosage of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-
ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt can be in an
amount of about 0.5 mg/kg of body weight per day, about 1 mg/kg of body weight per day, about
2 mg/kg of body weight per day, about 5 mg/kg of body weight per day, about 10 mg/kg of body
weight per day, about 20 mg/kg of body weight per day, about 40 mg/kg of body weight per day
or about 60 mg/kg of body weight per day. One skilled in the art will appreciate that the

administered doses can be converted to suitable human equivalent doses.

Pharmaceutical compositions described herein may exhibit improved biovailability of {2-

[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a
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pharmaceutically acceptable salt thereof upon administration to a subject relative to reference

compositions that do not include a solid stabilized particle described herein.

Methods of use:

The present invention also provides methods for treating a disease, disorder or condition
that can be managed by activating glucokinase in a subject (e.g., a mammal, such as a human) by
administering to a patient in need thereof a stable pharmaceutical composition described herein.
Such methods including, for example, treating type I diabetes and/or type II diabetes;
normalizing or lowering blood glucose levels; improving glucose tolerance; improving glycemic
control; reducing fasting plasma glucose; reducing postprandial plasma glucose; reducing
glycosylated hemoglobin HbAlc; slowing progression of, delaying or treating complications of
diabetes, e.g., diabetic nephropathy, retinopathy, neuropathy or cardiovascular disease; reducing
weight or preventing an increase of weight or facilitating a reduction of weight; treating the
degeneration of pancreatic beta cells; improving and/or restoring functionality of pancreatic beta
cells; stimulating and/or restoring functionality of pancreatic insulin secretion; enhancing
phosphorylation of glucose; or maintaining and/or improving insulin sensitivity; and/or treating

or preventing hyperinsulinemia and/or insulin resistance.

In one embodiment, the present invention relates to treating type 11 diabetes comprising
administering to a patient in need thereof a pharmaceutical composition comprising
nanoparticles and one or more alkalizers, wherein the nanoparticles have a mean diameter
between about 0.5 nm to about 1000 nm, have a polydispersity index of about 0.001 to about
0.400 and comprise a therapeutically effective amount of {2-[3-cyclohexyl-3-(trans-4-propoxy-
cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt
thereof. In other embodiments, the nanoparticles further comprise one or more redispersing

agents.

In another embodiment, the present invention provides for normalizing blood glucose
levels and improving glucose tolerance by administering to a patient in need thereof a
pharmaceutical composition comprising nanoparticles and one or more alkalizers, wherein the
nanoparticles have a mean diameter between about 0.5 nm to about 1000 nm, have a

polydispersity index of about 0.001 to about 0.400 and comprise a therapeutically effective
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amount of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic
acid or a pharmaceutically acceptable salt thereof. In other embodiments, the nanoparticles

further comprise one or more redispersing agents.

In another embodiment, the present invention provides for improving glycemic control;
and/or for reducing fasting plasma glucose, reducing postprandial plasma glucose and/or
reducing glycosylated hemoglobin HbA1c by administering to a patient in need thereof a
pharmaceutical composition comprising nanoparticles and one or more alkalizers, wherein the
nanoparticles have a mean diameter between about 0.5 nm to about 1000 nm, have a
polydispersity index of about 0.001 to about 0.400 and comprise a therapeutically effective
amount of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic
acid or a pharmaceutically acceptable salt thereof. In other embodiments, the nanoparticles

further comprise one or more redispersing agents.

In some embodiments, the administration of {2-[3-cyclohexyl-3-(trans-4-propoxy-
cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid or a pharmaceutically acceptable salt
thereof may reduce the levels of HbA1C in a subject in need thereof. In other embodiments, the
administration of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt thereof may reduce the amount of
HbA1C in a subject in need thereof by at least 0.1 of a percentage point, or 0.2 of a percentage
point, or 0.3 of a percentage point, or 0.4 of a percentage point, or 0.5 of a percentage point, or
0.6 of a percentage point, or 0.7 of a percentage point, or 0.8 of a percentage point, or 0.9 of a
percentage point, or one percentage point. In still other embodiments, the administration of {2-
[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid or a
pharmaceutically acceptable salt thereof may reduce the level of HbA1C in a subject in need
thereof to less than 7%. In other embodiments, the level of HbA1C may be reduced to a level
between 5 and 6.5%.

In another embodiment, the present invention provides for slowing progression of,
delaying or treating complications (e.g., diabetic nephropathy, retinopathy, neuropathy or
cardiovascular disease) by administering to a patient in need thereof a pharmaceutical
composition comprising nanoparticles and one or more alkalizers, wherein the nanoparticles

have a mean diameter between about 0.5 nm to about 1000 nm, have a polydispersity index of
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about 0.001 to about 0.400 and comprise a therapeutically effective amount of {2-[3-cyclohexyl-
3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically
acceptable salt thereof. In other embodiments, the nanoparticles further comprise one or more

redispersing agents.

In yet another embodiment, the present invention provides for reducing weight or
preventing an increase of weight or facilitating a reduction of weight by administering to a
patient in need thereof a pharmaceutical composition comprising nanoparticles and one or more
alkalizers, wherein the nanoparticles have a mean diameter between about 0.5 nm to about 1000
nm, have a polydispersity index of about 0.001 to about 0.400 and comprise a therapeutically
effective amount of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt thercof. In other embodiments, the

nanoparticles further comprise one or more redispersing agents.

In another embodiment, the present invention provides for treating the degeneration of
pancreatic beta cells; and/or improving and/or restoring functionality of pancreatic beta cells;
and/or stimulating and/or restoring functionality of pancreatic insulin secretion by administering
to a patient in need thereof a pharmaceutical composition comprising nanoparticles and one or
more alkalizers, wherein the nanoparticles have a mean diameter between about 0.5 nm to about
1000 nm, have a polydispersity index of about 0.001 to about 0.400 and comprise a
therapeutically effective amount of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-
thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt thereof. In other

embodiments, the nanoparticles further comprise one or more redispersing agents.

In another embodiment, the present invention provides for maintaining and/or improving
insulin sensitivity; and/or treating or preventing hyperinsulinemia and/or insulin resistance by
administering to a patient in need thereof a pharmaceutical composition comprising
nanoparticles and one or more alkalizers, wherein the nanoparticles have a mean diameter
between about 0.5 nm to about 1000 nm, have a polydispersity index of about 0.001 to about
0.400 and comprise a therapeutically effective amount of {2-[3-cyclohexyl-3-(trans-4-propoxy-
cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt
thereof. In other embodiments, the nanoparticles further comprise one or more redispersing

agents.
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In yet another embodiment, the present invention provides for decreasing the daily dose
of insulin by administering to a patient in need thereof a pharmaceutical composition comprising
nanoparticles and one or more alkalizers, wherein the nanoparticles have a mean diameter
between about 0.5 nm to about 1000 nm, have a polydispersity index of about 0.001 to about
0.400 and comprise a therapeutically effective amount of {2-[3-cyclohexyl-3-(trans-4-propoxy-
cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt
thereof. In other embodiments, the nanoparticles further comprise one or more redispersing

agents.

In yet another embodiment, the present invention provides for treating a condition in a
subject comprising administering to a patient in need thereof a pharmaceutical composition
comprising nanoparticles and one or more alkalizers, wherein the nanoparticles have a mean
diameter between about 0.5 nm to about 1000 nm, have a polydispersity index of about 0.001 to
about 0.400 and comprise a therapeutically effective amount of {2-[3-cyclohexyl-3-(trans-4-
propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable
salt thereof, wherein the condition is selected from metabolic disorders (including metabolic
syndrome), glucose intolerance, prediabetic state, insulin resistance, blood glucose lowering,
hyperglycemia, impaired glucose tolerance (IGT), Syndrome X, impaired fasting glucose (IFG),
type II diabetes, type I diabetes, delaying IGT to type II diabetes, delaying the progression of
non-insulin-requiring type II diabetes to insulin-requiring type II diabetes, dyslipidemia,
hyperlipidemia, hyperlipoproteinemia, hypertension, osteoporosis, non-alcoholic fatty liver
disease (NAFLD), complications resulting from or associated with diabetes, (including
nephropathy, retinopathy, neuropathy, impaired wound healing)) cardiovascular disease
(including arteriosclerosis, atherosclerosis), lowering of food intake, appetite regulation, obesity,
regulating feeding behavior, and enhancing secretion of enteroincretins. In other embodiments,

the nanoparticles further comprise one or more redispersing agents.

In other embodiments, the present invention provides for methods of treatment described

herein as an adjunct to diet and exercise in subjects with type II diabetes or type 1 diabetes.

Definitions
The term “pharmaceutically acceptable” means biologically or pharmacologically

compatible for in vivo use in animals or humans, and preferably means approved by a regulatory
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agency of the Federal or a state government or listed in the U.S. Pharmacopeia or other generally
recognized pharmacopeia for use in animals, and more particularly in humans.

bR Y

The term “treating,” “treatment,” and “treat” refer to managing or controlling a disease,
condition or disorder. This includes relieving, alleviating, ameliorating, delaying, reducing,
reversing, improving a disease, disorder or condition or at least one symptom thereof, depending
on the nature of the disease, disorder, or condition and its characteristic symptoms.

The term “subject” means animals. The subject can be any animal in the context of a trial
or screening or activity experiment. Thus, as can be readily appreciated by one of ordinary skill
in the art, the methods, compounds, and formulations of the present invention are particularly
suited to administration to any animal, particularly a mammal, and including, but not limited to,
humans, domestic animals, such as feline or canine subjects, farm animals, such as bovine,
equine, caprine, ovine-and porcine subjects, wild animals, research animals, such as mice, rats,
rabbits, goats, sheep, pigs, dogs, cats etc., avian species for veterinary medical use.

The terms “effective amount” and “therapeutically effective” refer to an amount or
quantity of a compound or pharmaceutical formulation that is sufficient to result in a desired
biological or therapeutic response in a tissue, system, or subject in need thereof. For example,
the terms “effective amount” and “therapeutically effective amount” refer to an amount of {2-[3-
cyclohexy1-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-y1su1faﬁyl}-acetic acidora
pharmaceutically acceptable salt thereof that is sufficient to produce an effective response upon
administration to a subject. The “therapeutically effective amount” will vary depending on the
compound, the disease and its severity and the age, weight, physical condition and
responsiveness of the subject to be treated.

The term “about” or “approximately” means within an acceptable error range for the
particular value as determined by one of ordinary skill in the art, which will depend in part on
how the value is measured or determined, i.e., the limitations of the measurement system. For
example, “about” can mean within 1 or more than 1 standard deviation, per practice in the art.
Alternatively, “about” with respect to the formulations can mean plus or minus a range of up to
30 %, up to 20 %, up to 10 % and even up to 5 %.

The pharmacokinetic parameters described herein include area under the plasma
concentration-time curve (AUC,. and AUC...), maximum plasma concentration (Cinax) and time

of maximum plasma concentration (Tma). The time of maximum concentration, T gy, 1S
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determined as the time corresponding to Cpax. Area under the plasma concentration-time curve
up to the time corresponding to the last measurable concentration (AUCy.,) is calculated by

numerical integration using the linear trapezoidal rule as follows:
AUCy, = Z 05(C, = Cj-])'(t,'—ti.1) Eq 1
-2

where C; is the plasma concentrations of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-
ureido]-thiazol-5-ylsulfanyl}-acetic acid at the corresponding sampling time point # and n is the

number of time points up to and including the last quantifiable concentration.

The area under the plasma concentration-time curve from time zero to infinity is
calculated according to the following equation :

AUCq.., = AUC,., + %\w Eq.2

where Cy is the last measurable concentration.

The following examples are merely illustrative of the present invention and should not be
construed as limiting the scope of the invention in any way. Many variations and equivalents
that are encompassed by the present invention will become readily apparent to those skilled in

the art upon reading the present disclosure.

EXAMPLES

A. Preparation of Particle Suspensions

General Experimental Procedure to Prepare Microsuspensions or Nanosuspensions of {2-
[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid (drug
ingredient)

A polymeric stabilizer (10 g, 1 % w/v) was added to 1 L purified water with mixing until
a clear solution was obtained. A surfactant stabilizer (5 g, 0.5 % w/v) was added to the solution
with mixing until a clear solution was obtained. {2-[3-cyclohexyl-3-(trans-4-propoxy-
cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid (100 g, 10 % w/v) was then added stepwise
with mixing until a uniform suspension was obtained. The suspension was microfluidized using

a Microfluidizer M-110EH equipped with a mixing chamber of 200 microns and interaction of
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80 microns at a mill pressure of between about 20,000 to about 30,000 psi until there was no

further particle size reduction. The resulting particle suspension was collected.

Example 1

A mnanosuspension of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid was prepared using the method above, where the polymeric stabilizer was
hydroxypropyl methylcellulose (HPMC) and the surfactant stabilizer was sodium lauryl sulfate
(SLS). The resulting nanosuspension had a 10 % solid content, a mean particle size of 225.6 nm,
a polydispersity index of 0.145 and a zeta potential of -57.6 mV.

The physical stability of the nanosuspension is shown in the Table 1 below, where no
agglomeration was observed after storage at room temperature for 6-48 hours and at 5 °C for 1.5

months.

Table 1: Physical stability of nanoparticle suspension

Time/Temp Mean particle size (nm)
0 225.6
6 h, RT 223.1
24 h, RT ) 2309
48 h, RT 2294
1.5 month, 5°C 226.0

Figure 1 shows X-ray powder diffraction (XRPD) patterns of {2-[3-cyclohexyl-3-(trans-
4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid obtained from lyophilizing the
drug suspension prior to nanosizing ("A") and after nanosizing ("B") by microfluidization. The
crystal structure of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid was not changed during nanosizing.

Figure 2 shows a differential scanning calorimetry graph of {2-[3-cyclohexyl-3-(trans-4-
propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid obtained from lyophilizing the
drug suspension prior to nanosizing ("A") and after nanosizing ("B") by microfluidization.
Chemical stability of the drug suspension before and after nanosizing (via monitoring drug

degradation induced by the nanosizing process) is shown in Table 2 below.
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Table 2: Degradation profile of active ingredient suspension before and after nanosizing

Degradant profile
Drug
Ingredient
Sample A B C D E F G H I % Assay
Suspension
before
nanosizing
100pg/mL 0.04]0.02]0.04] 02 ]0.05]0.04]0.02]0.02}0.02] 99.49
Nanosuspension
100ug/mL 0.0410.02]0.04]0.19]0.05]0.04]0.04]0.02]0.02 ] 9947

Chemical stability of the nanosuspension stored under refrigerated conditions is shown in

Table 3 below.

Table 3 Degradation profile of drug ingredient nanosuspension stored at 5 °C

Degradation profile

Drug
[ngredient
Sample A B C D E F G H I | %Assay

3 wks T-1 0.09]0.03]10.03] 02 §0.04]0.03]0.02]0.01}0.02] 99.53

3 wks T-2 0.07] 0 ]0.0310.1910.04]0.04]0.03]0.01}0.02] 99.57
2month T-1 ]0.07] 0 }0.04]0.19]0.04]0.03]0.03]0.020.02} 99.56
2month T-2 | 0.07] 0 }0.04]0.19]0.0410.03]0.02]0.02]0.02] 99.59

Example 2

A nanosuspension of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid was prepared using the method above, where the polymeric stabilizer was

hydroxypropyl cellulose (HPC) and the surfactant stabilizer was sodium lauryl sulfate (SLS).

The resulting nanosuspension had a 10 % solid content, a mean particle size of 252.2 nm, a

polydispersity index of 0.171 and a zeta potential of -55.6 mV.
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Example 3

A nanosuspension of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido}-thiazol-5-
ylsulfanyl}-acetic acid was prepared using the method above, where the polymeric stabilizer was
poloxamer 188 and the surfactant stabilizer was sodium lauryl sulfate (SLS). The resulting
nanosuspension had a 10 % solid content, a mean particle size of 260.4 nm, a polydispersity

index of 0.183 and a zeta potential of -54.4 mV.

Example 4

A nanosuspension of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid was prepared using the method above, where the polymeric stabilizer was
polyvinyl alcohol and the surfactant stabilizer was sodium lauryl sulfate (SLS). The resulting
nanosuspension had a 10 % solid content, a mean particle size of 261.4 nm, a polydispersity

index of 0.166 and a zeta potential of -57.3 mV.

Example 5

A nanosuspension of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid was prepared using the method above, where the polymeric stabilizer was
hydroxypropyl cellulose and the surfactant stabilizer was sodium lauryl sulfate (SLS). The
resulting nanosuspension had a 10 % solid content, a mean particle size of 252.2 nm, a

polydispersity index of 0.171 and a zeta potential of -55.6 mV.

Example 6

A nanosuspension of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid was prepared using the method above, where the polymeric stabilizer was
polyvinyl pyrrolidone and the surfactant stabilizer was sodium lauryl sulfate (SLS). The
resulting nanosuspension had a 10 % solid content, a mean particle size of 258.7 nm, a

polydispersity index of 0.154 and a zeta potential of -58.3 mV.
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Example 7
A nanosuspension of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid is prepared using the method above, where the polymeric stabilizer is

polyvinyl sulfate and the surfactant stabilizer is sodium lauryl sulfate (SLS).

Example 8

A nanosuspension of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid is prepared using the method above, where the polymeric stabilizer is
polyethylene glycol-polylactic acid (PEG-PLA) and the surfactant stabilizer is sodium lauryl
sulfate (SLS).

Example 9
A nanosuspension of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid is prepared using the method above, where the polymeric stabilizer is

gelatin and the surfactant stabilizer is sodium lauryl sulfate (SLS).

Example 10
A nanosuspension of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid is prepared using the method above, where the polymeric stabilizer is

agar and the surfactant stabilizer is sodium lauryl sulfate (SLS).

Example 11
A nanosuspension of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid is prepared using the method above, where the polymeric stabilizer is

hydroxypropylmethyl cellulose and the surfactant stabilizer is polysorbate 80.

Example 12
A nanosuspension of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid is prepared using the method above, where the polymeric stabilizer is

hydroxypropylmethyl cellulose and the surfactant stabilizer is sodium docusate.
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Example 13
A nanosuspension of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid is prepared using the method above, where the polymeric stabilizer is

hydroxypropylmethyl cellulose and the surfactant stabilizer is sodium deoxycholate.

Example 14

A nanosuspension of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid is prepared using the method above, where the polymeric stabilizer is
hydroxypropylmethyl cellulose and the surfactant stabilizer is vitamin E polyethylene glycol

succinate.

B. Preparation of Nanogranules

General Experimental Procedure to Prepare Nanogranules of {2-[3-cyclohexyl-3-(trans-
4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid (drug ingredient):

Solvent was removed from a nanosuspension obtained from Example 1 until the
nanosuspension had a total weight of 1000 g with 10 % w/w solid content. A redispersing agent
(50 g, 5 % w/w) was added to the nanosuspension and the mixture was stirred until redisﬁersing
agent was completely dissolved. A fluid bed was warmed to about 60 °C and a binder (800 g, 80
% w/w) and filler (5 g, 5 % w/w) were added to the fluid bed. The excipients were fluidized in
the fluid bed to mix. The nanosuspension was top sprayed in the fluid bed while maintaining a
product temperature of about 40 °C. After top spraying is complete, the resulting granules were

dried at 40 °C until less than 3 % loss on drying (LOD) of the granules is obtained.

Example 15

Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid were prepared using the geheral method above, where the redispersing
agent was mannitol, the binder was hydroxypropylmethyl cellulose and the filler was
microcrystalline cellulose.

The nanoparticle size after granulation is shown in Table 4 below, with a comparison of

particle size with and without redispersing agent.
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Table 4: Particle size of reconstituted {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-
thiazol-5-ylsulfanyl}-acetic acid

Nanoparticle size (nm) PDI
Before granulation 252.1 0.172
Reconstituted nanogranule 479.3 0.385
without redispersing agent
Reconstituted nanogranule 399.6 0.322
with redispersing agent

Example 16

Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-S-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing
agent is trehalose, the binder is hydroxypropylmethyl cellulose and the filler is microcrystalline

cellulose.

Example 17

Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing
agent is sorbitol, the binder is hydroxypropylmethyl cellulose and the filler is microcrystalline

cellulose.

Example 18

Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing
agent is lactose, the binder is hydroxypropylmethy! cellulose and the filler is microcrystalline

cellulose.
Example 19

Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-

ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing
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agent is sucrose, the binder is hydroxypropylmethyl cellulose and the filler is microcrystalline

cellulose.

Example 20

Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing
agent is isomalt, the binder is hydroxypropylmethyl cellulose and the filler is microcrystalline

cellulose.

Example 21

Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing
agent is innulin, the binder is hydroxypropylmethyl cellulose and the filler is microcrystalline

cellulose.

Example 22

Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing
agent is dextran, the binder is hydroxypropylmethyl cellulose and the filler is microcrystalline

cellulose.

Example 23

Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing
agent is mannitol, the binder is hydroxypropylmethyl cellulose and the filler is dicalcium

phosphate.

Example 24
Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing

agent is mannitol, the binder is hydroxypropylmethyl cellulose and the filler is isomalt.
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Example 25
Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing

agent is mannitol, the binder is hydroxypropylmethy! cellulose and the filler is lactose.

Example 26
Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing

agent is mannitol, the binder is hydroxypropylmethyl cellulose and the filler is mannitol.

Example 27
Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing

agent is mannitol, the binder is hydroxypropylmethyl cellulose and the filler is starch.

Example 28
Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing

agent is mannitol, the binder is hydroxypropylmethyl cellulose and the filler is trehalose.

Example 29
Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-

ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing

agent is mannitol, the binder is hydroxypropylmethyl cellulose and the filler is sodium carbonate.

Example 30
Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing

agent is mannitol, the binder is hydroxypropylmethyl cellulose and the filler is glucose.

29



10

15

20

25

30

WO 2014/137797 PCT/US2014/019349

Example 31

Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing
agent is mannitol, the binder is hydroxypropylmethyl cellulose and the filler is

hydroxypropylmethyl cellulose.

Example 32

Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing
agent is mannitol, the binder is hydroxypropyl cellulose and the filler is microcrystalline

cellulose.

Example 33
Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]}-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing

agent is mannitol, the binder is polyvinyl pyrrolidone and the filler is microcrystalline cellulose.

Example 34
Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing

agent is mannitol, the binder is polyvinyl alcohol and the filler is microcrystalline cellulose.

Example 35
Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing

agent is mannitol, the binder is polyvinyl caprolactam and the filler is microcrystalline cellulose.

Example 36
Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl} -acetic acid are prepared using the general method above, where the redispersing

agent is mannitol, the binder is gelatin and the filler is microcrystalline cellulose.
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Example 37
Nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid are prepared using the general method above, where the redispersing

agent is mannitol, the binder is pregelatinized starch and the filler is microcrystalline cellulose.

C. Preparation of Spray-Dried Nanoparticles

General Experimental Procedure to Prepare Spray-Dried Nanoparticles of {2-[3-
cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid (drug
ingredient):

Solvent was removed from a nanosuspension obtained from Example 1 until the
nanosuspensionihad a total weight of 1000 g with 10 % w/w solid content. A redispersing agent
(50 g, 5 % w/w) was added to the nanosuspension and the mixture was stirred until the
redispersing agent was completely dissolved. The nanosuspension was spray dried using a spray
dryer with an inlet temperature of 90 + 10°C and outlet temperature of 50 + 10°C. After all of
the nanosuspension was spray dried, the dried nanoparticles were collected from cyclone of the
spray drier (Buchi Mini Spray Dryer B-290, Buchi Labortechnik AG, Flawil, Switzerland). TGA
analysis of the resulting spray dried nanoparticles gave a moisture content of about 0.1 %. The
particle size of the spray-dried nanoparticles was characterized using a Melvern Zetasizer ZS

(Model Zen3600, by Malvern Instruments, Ltd., Worcestershire, United Kingdom).

Example 38

Spray-dried nanoparticles were prepared using the general procedure above, where the
redispersing agent was mannitol. Table 5 shows the particle size of nanoparticles of {2-[3-
cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid before and
after spray drying.

Table 5: Particle size of spray-dried nanoparticles of {2-[3-cyclohexyl-3-(trans-4-propoxy-
cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid

Nanoparticle size (nm) PDI

Before spray drying 222 0.112
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(nanosuspension)

spray dried nanoparticle 258 0.219

Figure 3 shows X-ray powder diffraction (XRPD) patterns of {2-[3-cyclohexyl-3-(trans-
4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid and spray-dried nanoparticles of
{2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid. The
crystal structure of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid was not changed during spray drying.

Stability of the active ingredient after being subjected to spray drying is shown in Table 6

below. Spray drying did not result in significant degradation of the active ingredient.

Table 6. Degradation profile of spray dried nanoparticles of {2-[3-cyclohexyl-3-(trans-4-
propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid

Sample Drug
Degradant Profile Ingredient
a b c d e f g h i j k % Assay

% 0171 0 0 [0.02]0.09]0.01|004]|001]|0.03]|0.04]0.02 99.53

D. Solid dosage forms of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-

ylsulfanyl}-acetic acid

Example 39
Preparation of Capsules Containing Spray Dried Nanoparticles:

Spray dried nanoparticles prepared in Example 38 (424 mg, containing {2-[3-cyclohexyl-
3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid 0.47 g/g) was blended
with meglumine (100 mg) in a V-blender for 15 minutes, and then tested for blend uniformity.
The blend was then charged into a powder station of a capsule filling machine. After adjusting

the capsule fill weight based on the composition, the blend was filled into gelatin capsules.
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Example 40
Preparation of Capsules Containing Nanogranules:

A mixture of isomalt (106 mg, Galen IQ 800), polyvinyl pyrrolidone (20 mg, PVP K30)
and meglumine (150 mg) was screened through a 20 mesh hand screen. The screened mixture
was added to a fluid bed granulator heated to 50 °C, and the nanosuspension of {2-[3-
cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid obtained in
Example 1 (about 2224 g) was top-sprayed onto the substrate. The product temperature was
maintained at 40 °C during granulation. After granulation was completed, the nanogranules
were dried until the moisture content was less than 3%. The nanogranules were discharged and
then stored in a refrigerator for at least 12 hours, and then brought to room temperature. The
nanogranules (500 mg) were then charged into a powder station of a capsule filling machine.
After adjusting the capsule fill weight based on the composition, the nanogranules were filled
into gelatin capsules (size AA EL, Grey Opaque).

Figure 4 shows the dissolution of: a capsule containing only micronized {2-[3-
cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid (API Cap);
a capsule containing granules formulated with micronized {2-[3-cyclohexyl-3-(trans-4-propoxy-
cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid (reference capsule)

a capsule containing spray-dried nanoparticles of {2-[3-cyclohexyl-3-(trans-4-propoxy-
cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid obtained from Example 39, and

a capsule containing nanogranules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-
thiazol-5-ylsulfanyl} -acetic acid obtained from Example 40.

The dissolutions were conducted in an aqueous medium of 0.3 % w/v sodium laurel
sulfate in 0.01 N HCI, pH 2, pedal method, 50 rpm. The dissolution was performed at 37 °C for
up to 60 minutes, and dissolution sampling was performed at 15, 30, 45 and 60 minutes. Drug

release was analyzed using HPLC.

Example 41
Preparation of Tablets Containing Nanogranules

A mixture of isomalt (106 mg, Galen 1Q 800), polyviny! pyrrolidone (20 mg, PVP K30)
and meglumine (150 mg) was screened through a 20 mesh hand screen. The screened mixture

was added to a fluid bed granulator heated to 50 °C, and the nanosuspension of {2-[3-
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cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid obtained in
Example 1 (about 2224 g) was top-sprayed onto the substrate. The product temperature was
maintained at 40 °C during granulation. After granulation was completed, the nanogranules
were dried until the moisture content was less than 3%. The nanogranules were discharged and
then stored in a refrigerator.

The nanogranules were brought to room temperature and then milled to obtain uniform
particle size. The milled granules (500 mg) were screened through a 20 mesh hand screen then
added to a V-blender. A mixture of croscarmellose sodium (18 mg), isomalt (74 mg) was
screened through a 20 mesh hand screen and added to the V-blender. The mixture was blended
for about 15 minutes. Talc (5 mg) was screened through a 20 mesh hand screen and then added
to the V-blender. The mixture was blended for about 5 minutes. Magnesium stearate (3 mg)
was screened through a 20 mesh hand screen and added to the V-blender. The mixture was
blended for 5 minutes. The blended mixture was then discharged. The blended mixture was
added into the hopper of a tablet press, and was compressed to form a tablet with a weight of 600

mg and hardness of 8 to 12 kiloponds (kp).

Example 42
A Single Dose Study Conducted in Male Beagle Dogs

Various 100 mg {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid oral formulations were administered in single doses to male beagle dogs
on Day 1 and Day 11. Measurable plasma samples were obtained and analyzed at 0.5 hours to
24 hours for concentrations of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-
5-ylsulfanyl}-acetic acid by a validated LC-MS/MS assay (Internal Standards: deuterated
compounds; Sample Preparation: liquid extraction; Sample Volume: 1 mL; Calibration Range:
1.00 - 1.000 ng/mL; Ionization: Turbo lonSpray).
The subjects in the study were administered the following formulations:

A. 10 mL aqueous solution of 10 mg/mL {2-[3-cyclohexyl-3-(trans-4-propoxy-
cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid and 1% meglumine

B. Capsules containing nanogranules having 100 mg {2-[3-cyclohexyl-3-(trans-4-

propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid,
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C. Spray-dried nanoparticle capsules containing 100 mg {2-[3-cyclohexyl-3-(trans-4-
propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid, and
D. Capsules containing granules formulated with 100 mg micronized {2-[3-cyclohexyl-

3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid (reference capsule).

The mean pharmacokinetic parameters observed after administration of a single dose of

the above formulations are shown below in Table 7.

Table 7. Pharmacokinetic Parameters on Day 1 and Day 11 Following Oral Administration of

100 mg active ingredient in Various Formulations to Male Dogs

Formulation Cmax (ng/mL) Tmax (hr) AUC., (ng*hr/mL)
A 8870 0.667 13686
B 6730 1.17 14196
C 6657 0.833 11532
D 2680 2.33 7488

Figure 5 shows the in vivo exposure (AUC.) of these various formulations in beagle dogs.

Example 43
Single-Dose Study Conducted in Healthy Subjects
Healthy subjects were randomized into different groups (A, B and C) in a single-center,
randomized, open-label, 4-way cross-over study with 7-day washout period. Measurable plasma
samples were obtained and analyzed at 1 hour to 24 hours for concentrations of {2-[3-
cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid by a
validated assay.
The subjects were administered the following formulations under fasted conditions with water:
A. 4 x 200 mg {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-
ylsulfanyl}-acetic acid capsule (reference)
B. 4 x 200 mg capsules of spray-dried nanoparticles of {2-[3-cyclohexyl-3-(trans-4-

propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid
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C. 4 x 200 mg capsules of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-

thiazol-5-ylsulfanyl} -acetic acid nanogranules.

Formulation A (Reference):

Microgranules of Formulation A was prepared with the following ingredients:

Ingredient % wiw Theor. wt (mg/g)
Active Ingredient 65.60 657.0
Microcrystalline Cellulose, NF (Ph.Eur. (Avicel PH101) 11.50 115.0
Lactose Monohydrate 12.29 122.9
Croscarmellose sodium, NF (Ac-Di-Sol) 7.56 75.6
Polysorbate 80, NF 2.37 23.7
Hydropropyl Methylcellulose E3 LV premium 0.59 59

Sterile Water for irrigation N/A N/A
Granule Total, 200 mg active ingred./304.4 mg 100 1000

A master blend having the following ingredients was then prepared from the microgranules:

Ingredient % wiw Theor. wt (mg/g)
Granule Total, 200 mg active ingred./304.4 mg 84.56 845.6
Microcrystalline Cellulose, NF (Ph.Eur. (Avicel PH101) 4.94 494
Croscarmellose sodium, NF (Ac-Di-Sol) 5.00 50.0
Pregelatinized Starch, NF (Starch 1500) 5.00 50.0
Magnesium Stearate, NF (Hyqual 2257) 0.50 5.0
Active Ingred. Master Blend, 200 mg/360 mg 100 1000

Capsules (gelatin capsules, size 0, gray opaque, 96 mg) were then filled with 180 mg of the

active ingredient master blend, 200 mg/360 mg.

Formulation B (capsules with spray dried nanoparticles):

A nanoparticle suspension composition with 10 % solids was prepared as described in Example

2, except using the following modified amounts for each ingredient:
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Ingredient % wiw Theor. wt (mg/g)
Active Ingredient ©10.0 9.0
Hydropropyl Cellulose 0.2 0.2
Sodium Lauryl Sulfate 1 0.9
Purified Water, USP N/A 89.9

Nanoparticle Suspension, 10 % solids N/A 100

Using the procedure of Example 38, the nanoparticle suspension was spray-dried to form
spray-dried nanoparticles, where the redispersing agent was mannitol in a modified amount of 90
g (9 % w/w). The resulting spray dried nanoparticles contained 0.47 g of active ingredient per
gram of total dry weight. A master blend was then formed by combining the spray dried
nanoparticles (80.9 %) with meglumine (19.1 %), to form a master blend having 200 mg of
active ingredient per 524 mg total dry weight. Capsules (gelatin capsules, size AA EL, gray
opaque, 168 mg) were then filled with 524 mg of the active ingredient master blend, 200 mg/524

mg.

Formulation C (Capsules with nanogranules)
Nanoparticle granules were prepared using the general procedure in Example 40, except the
nanoparticle suspension was obtained in Formulation B above, and each ingredient amount was

modified as follows:

Ingredient % wiw Theor, wt (mg/g)
Nanoparticle Suspension, 10% solids 44.8 448
Isomalt (GalenlQ 800) 21.2 212
Meglumine 30 300
Polyvinyl Pyrrolidone (PVP K30) 4 40
Nanoparticle Granules, 200 mg/500 mg 100 1000

Capsules (gelatin capsules, size AA EL, gray opaque, 168 mg) were then filled with 500
mg of the nanoparticle granules, 200 mg/500 mg.
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The mean pharmacokinetic parameters observed after administration of a single dose of

the above formulations are shown below in Table 8.

Table 8. Summary Pharmacokinetic Parameters Following Oral Administration in Healthy

Subjects
Formulation Cmax (ng/mL) Tmax (hr) AUC. (ng*hr/mL)
A 1382 1.5 4705
B 5802 1.5 10347
C 5606 1.0 10231

Figures 6 and 7 show the in vivo exposure (AUC and Cmax respectively) in the three groups.

Example 44

Multiple Dose Study in Patients with Type 2 Diabetes Mellitus
Patients with Type 2 diabetes mellitus were randomized into different groups (A, B and C) in a
multi-center, randomized, double-blind, parallel-group, multiple-dose study. The patients were
administered the following formulations:

A. Single oral dose of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-
thiazol-5-ylsulfanyl}-acetic acid (1x 200 mg capsule) on Day 1 followed by multiple oral doses
of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid
(1x 200 mg capsule) twice daily (BID) (reference).

B. Single oral dose of 800 mg {2-[3-cyclohexyl-3-(trans—4-i)ropoxy-cyclohexyl)-
ureido]-thiazol-5-ylsulfanyl}-acetic acid (4 x 200 mg capsule) on Day 1 followed by multiple
oral doses of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -
acetic acid 800 mg (4x 200 mg capsule) once daily (QD).

C. Single oral dose of 800 mg {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-
ureido]-thiazol-5-ylsulfanyl}-acetic acid (4 x 200 mg capsule) on Day 1 followed by multiple
oral doses of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-
acetic acid 800 mg (4x 200 mg capsule) twice daily (BID).

The mean pharmacokinetic parameters observed after administration of a single dose of the

above formulations are shown below in Table 9.
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Table 9. Summary Pharmacokinetic Parameters After 42 days Following Oral Administration in

Patients with Type 2 Diabetes Mellitus

Formulation Cmax (ng/mL) Tmax (hr) AUCy.24 (ng*hr/mL)
A 1047 1 3825
B 10802 1 16218
C 9794 1 29407
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CLAIMS

What is claimed is:

1.

A pharmaceutical composition comprising nanoparticles and one or more alkalizers,
wherein the nanoparticles have a mean diameter between about 0.5 nm to about 1000 nm,
have a polydispersity index of about 0.001 to about 0.400 and comprise {2-[3-
cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a

pharmaceutically acceptable salt thereof.

The pharmaceutical composition of claim 1, wherein the nanoparticles further comprise

one or more redispersing agents.

The pharmaceutical composition of claim 1, wherein the nanoparticles have a mean

diameter between about 200 nm to about 400 nm.

The pharmaceutical composition of claim 3, wherein the nanoparticles have a

polydispersity index of about 0.001 to about 0.300.

The pharmaceutical composition of claim 1, wherein the one or more alkalizers are
selected from the group consisting of meglumine, sodium carbonate, potassium
carbonate, calcium carbonate, magnesium oxide, calcium hydroxide, sodium hydroxide,
potassium hydroxide, diethanolamine, potassium bicarbonate, potassium citrate, sodium

borate, sodium citrate, tricthanolamine and a mixture thereof.

The pharmaceutical composition of claim S5, wherein the one or more alkalizer is

meglumine.

The pharmaceutical composition of claim 2, wherein the one or more redispersing agents
are selected from the group consisting of mannitol, trehalose, xylitol, lactose, sucrose,
sorbitol, dextran, lactitol, maltitol, erythritol, threitol, arabitol, ribitol, galactitol, fucitol,

iditol, inocitol, \}elomitol, isomalt, inulin and a mixture thereof.
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10.

11.

12.

13.
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The pharmaceutical composition of claim 1, wherein the nanoparticles are formed by

removing solvent from a nanoparticle suspension comprising:

(a) {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic
acid or a pharmaceutically acceptable salt thereof,

(b) one or more stabilizers, |

(c) one or more redispersing agents, and

(d) one or more solvents. ‘

The pharmaceutical composition of claim 8, wherein the one or more solvents are
selected from the group consisting of water, methanol, heptane, propanol, isopropanol,

acetic acid, acetone, ethyl acetate, ethanol and a mixture thereof.

The pharmaceutical composition of claim 8, wherein the one or more stabilizers are
selected from the group consisting of a polymeric stabilizer, a surfactant stabilizer and a

mixture thereof,

The pharmaceutical composition of claim 8, wherein the nanoparticle suspension has a

zeta potential of greater than about 30 mV or less than about -30 mV.

The pharmaceutical composition of claim 1, further comprising one or more of a binder, a

filler, a diluent, a disintegrant or a mixture thereof.

The pharmaceutical composition of claim 1, wherein the composition comprises about
800 mg {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -
acetic acid, or a pharmaceutically acceptable salt thereof, and provides an in vivo plasma
profile comprising:

(i) a mean Cx of less than about 6000 ng/mL

(i1) a mean AUCy., of more than about 5000 ng'hr/mL, and

(iii) a mean T of about 1 or more hours.
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14.

15.

16.

17.

18.

19.
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The pharmaceutical composition of claim 13, wherein the mean AUCo. is more than
about 7500 ng'hr/mL.

The pharmaceutical composition of claim 1, wherein the pharmaceutical composition
releases {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-
acetic acid, or a pharmaceutically acceptable salt thereof at a rate of more than about 80
% of the drug within the first 15 minutes following administration of the formulation to a

patient in need thereof.

A pharmaceutical composition comprising nanoparticles, one or more alkalizers and one
or more redispersing agents, wherein the nanoparticles have a mean diameter between
about 0.5 nm to about 1000 nm and comprise {2-[3-cyclohexyl-3-(trans-4-propoxy-
cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable

salt thereof,

A method of treating type II diabetes comprising administering to a patient in need
thereof a pharmaceutical composition comprising nanoparticles and one or more
alkalizers, wherein the nanoparticles have a mean diameter between about 0.5 nm to
about 1000 nm, have a polydispersity index of about 0.001 to about 0.400 and comprise a
therapeutically effective amount of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-

ureido]-thiazol-5-ylsulfanyl}-acetic acid or a pharmaceutically acceptable salt thereof.

The method of claim 17, wherein the composition comprises about 800 mg {2-[3-
cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl} -acetic acid, or a
pharmaceutically acceptable salt thereof, and provides an in vivo plasma profile
comprising;:

(1) a mean Cp,y of less than about 6000 ng/mL

(i) a mean AUCq. of more than about 5000 ng'hr/mL, and

(ii1) a mean Tax of about 1 or more hours.

The method of claim 18, wherein the mean AUC,.., is more than about 7500 ng'hr/mL.
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A method of improving glycemic control comprising administering to a patient in need
thereof a pharmaceutical composition comprising nanoparticles and one or more
alkalizers, wherein the nanoparticles have a mean diameter between about 0.5 nm to
about 1000 nm, have a polydispersity index of about 0.001 to about 0.400 and comprise a
therapeutically effective amount of {2-[3-cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-

ureido]-thiazol-5-ylsulfany!}-acetic acid or a pharmaceutically acceptable salt thereof.

The method of claim 20, wherein the composition comprises about 800 mg {2-[3-
cyclohexyl-3-(trans-4-propoxy-cyclohexyl)-ureido]-thiazol-5-ylsulfanyl}-acetic acid, or a
pharmaceutically acceptable salt thereof, and provides an in vivo plasma profile
comprising:

(1) a mean Cpx of less than about 6000 ng/mL

(i) a mean AUC ., of more than about 5000 nghr/mL, and

(iii) a mean Tpux of about 1 or more hours.

The method of claim 21, wherein the mean AUCy.« is more than about 7500 ng'hr/mL.
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BEL. KB T OMEN RN, REAHEHMARENE 2, EEREL IS
W —6— BERL . OK AT LB M A 2 a5 e 88, F itk Al 7 i B 1 B /K ST 38 3 A B AR M 2
oo AR LT PR T R K AL S AR . OK AR VEAE R AR, BT A%, g R0 2K Fisi 0 71 & ME A% BE 25 .

FFie 12 PERG GK JEAL, TEH &8 B0 27 F @ BRARIG IR B B B9 4 i o

lo004]  FT ARG HIERAR RO 254 B A R B B B K IS AR IS 1 1, AT IR #1224
WI7E B Rk R, BAK R E IR BN . AT, BE BN ARG RAEER, T2
AT OBREIER T EEN. NREFEEEERPTEMBRATENRW, MR HEE, 8
BRAEER, BEEBEEK PK B2, BRI EWAR, BHERERNER.

[0005]  #IFUSKE O IR E LA IA M8 B M 5 B AR BE, 36 TR LT S8 7 B 25420 14 [
1S BEAA , VRARIE FE OB BE, FURE R U /N o 0 Y82 B 48 ik 2> BB K ) 290 SR LA TR R BE /N Y
PR F . SR, TR ZG MK R F A Bk %0, #5585k B R RGO KA 72 R ER),
T sl o [ A AU B e o i o 3 s R R A . R AR B B R T SRR
£, Wik BB SRR E NG &, HEL YRR T K/ i e 2R KAk
o LhAh, FE R AR AR B, P Lih— BESHEN YW P EN, e
=l oA 0160 0P A

[0006] —EHRIGKIEILFIEMERFEN, OF 2-3-F 2 E -3- (KX A4-HEE-F2
H ) - REE - R 5- HERR ) - 28, XSRS FEMER, &5 PK AR HEFIRR &)
RS . BRI, 75 B — PR E 0017, BT IR & & H X 2K N 0 25 42 -5 W R0V fF 1 AR E
M. HIFEAMCTHER T XETEMER, 18 E B4 FE SR, BERSCHFHAFHF.

ZPARNE

[0007] AKX L AFEMEE K EWFIMER T ORAHZWREAWEEY. &
K BIE i Be ) & RS A IX A R A S e Tk

[0008] FE—ANJTIHE, A&k BB R ZGVIAE SV, HAREPUERRL 7R — Pl 2 R 05T, Ho
Pk KL F- B A £ 0. 5nm ) 1000nm 2 [ H T B, BH KL 0. 001 B4 0. 400 K%
SERMETEEOT AR (2-(3- B -3-(RR 4-TAEHE - OH ) - IRE: ] - g -5- &
TRkt | - B A2 BRI R ER

lo009] FE—ESERE A RT, AKRPY RAWEEY, HAREYCKRLF, — Pl 2 PRk )
F—Fh B P 2 BOF), H R TR KR F A H 5 0. 5nm ) 1000nm Z (A HFH) EHAZ, I
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A (2-[3- MER -3- (RN —4- WEHE - RO ) - IREE 1-Emk -5- Fbed ) - 4K
BRI AR

[0010] TES—/NHTE, 28K BB Bt i GK IEALFIVR YT &P iE iy 5 ik . 7E—LEstif
FFgeeh, RE Y RIGTT |1 BB R, A TE B EN RS AMAEY, HAFRPKR
TR0 FhER 2 FERAL Y, B o B R gk B 2 0. 5nm F4) 1000nm Z [H R H E 1R, B
K 0.001 £ 0. 400 BIL S ECHEEE, FHABERITEREN 2-B-F2#& -3-(k
TR ~4- TR - IR EL ) — R3E - e -5 EAiiR st | - ZBREE 2% LT Z /£
[0011]  ZEH SRy Reb, AR A kEMEEH L BEATARENREY
YA, A FE YRR TR — P R B R ARG T, E AR BT KR B A 4 0. 5nm B LY
1000nm 2 [F] BGF I E 12, B4 £70. 001 E£10. 400 92 8t Fa 8, 3 B BB BT AR E
B (2-[3-FC#E -3-(RR -4- HEE - OH ) - IRE ) - ERE -5- EiibiE ) - ZERK
75 PRI R

[oo12] B Pl A% ] 52 U B

00131  HE 1. 49K {2-[3-FABHEK -3- (R -41-HEIE - ) - IR ) - -5- 5
BfRe | - BRI X BT ERRRATES (XRPD) BZR., “A” KL BB T 2 S AT 5Y
F®R. “B” NYIKIGEH T A ZRIATH EZR.

(0014] W& 2. ZE4HAL BT FUE S IR GIKAL G NS IR TR NG BITF-WAR R (2-[3-F
T -3- (kR -4-HEE -FCOH ) - IREE ] Er -5- B E ) - CERIERERER
(DSC) BHZRIE . “A”RAGIKALZ HIR T HIZ5W) B2 DSC B . “B”RAEGIKILE KT
MR VR DSC B 2R .

[0015] B 3. {2-[3- R &k -3-( R —4- HEE -FOH ) - RE - W 5 BT
F ) - ZER IR B TR P KR (9 XPRD R

[oo16] P&l 4. {2-[3- FF & -3-( R -4- WHEE - T &) - RE ]- e -5- 20
KEdk ) - ZTR AR TR UK R (B R R YK KL FAL ) (2-(3-FFE# -3-( %
R -4- HEE - ) - R - -5- B | - CEBRNHRKREREH.

[0017] [ 5 BLUTHEEANERETHER 1) BMETRAICE 2-B-F2HE-3-(K
R 4A-HEE - O )-REE - 5- HRER - ZBROPKR-FREM i)
(2-[3- RT3t -3-( R ~4- HEE - FO &) - R 1- ek —5- BT ket ) - ZIRAK
M%E’Jﬁiﬁ %F*EILKH’JE iii)?{ﬂdaﬂﬁrhm {2 [3 Braﬁ -3- (FJC -4~ Tﬁiﬁﬁ !

4- N RS - ITE&%) H}?K%]—U%ﬂélé —5-~ %Wm%}—ZM~IEJEBH:JE’JAﬁJ)LE'JH§% (’Q%}&
=)

[oo18] K6 L RAEANXFHIERETE AUC) 1) SEHERF 39 P HZHE (2-[3- %
B -3- (R -4- HEE - F o) - REE - e -5- Fb ) - ZERIBE FREK
BREERN i 1) SiEM] 40 thHR A (2-[3- B3 -3- (R 4-THERE - ) - PRkt ]- 1%
I —6- FEER AR ) ZIRGTKR TR, 52 LR EA SRR 2-[3- o -3-(x
W —4- AR - B OEE ) - IREE 1- mEme —5- Bk ) - ZM—FRHIN RO RE (2
R .

foo19] K 7. L FFENREMIENREE (C.) 1) EHEF 39 RS 2-[3-FC
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F-3-( R -4- e E - OH) - IRHE ]- e -5- B ) - ZERRMSE T RMPIK
PLFRCIRAN 11) LHEG 40 PSR 2-[3-F i -3- (R 4-FEE -HEH))- K
HeoJ- R -5 BB ) - ZMOKR TRE, AZ RN EF SRR {2-[3- 32
e -3- (R —4- HEE - BT ) - IR )- e -5- HEREa ) - ZE8R— RS A9 BRL Y
BRE (BERKE).

00201 REFVER

[0021]  {2-[3-FF O3 -3-( ik —4- HEE - IR ) - IR ] - M —5- Hkts ) - &
BRE E 252 FRT S M B R E A AW, 8 AR A SR T 5%, UWEAHTF
1| % X Lo G YD AE AW I o TEFE A SO HR A3 o

[0022]1 {2-[3-HCH# -3-( KRR -4-HEE-FOE)- RE]-EW -5- ERikE -2
BRI H 2R RG BCS) THIZE TV 4G, BB RIS EE. HER
£, IV BA =AM A, 3 BB EEIR G R, i AA mEE . SR, 6
L —MiEaEr AT RMAKNEE 2-3-Ha&E-3-( KRR 4-HNEE - A OH) - K
] mEMe 5- AR ) - 2B G LRI EASMREAET S M. XK
AT LA R HE SR AR M, X R R TR AR T R A RO RIAE 18 BO3R SR R, B30, £E pH 14
BEREBUE RS, BB HEE R B

[0023] FE—ANHE, ZKPRMET —FEWASY, LBIEBEERTEMRFNEZE
AEZHRMER, R rdEGREAMNFEERITARER 2-[3- 2% -3-(Kk
o -4-TREE - )- R - Er -5- ki ) - ZEok % L mEh. &
— sy R, BT E AL RIRL IR EE — M2 M ARAL . FEEE RIS T R, E
R EARRL PR A8 —MERE P 280 70 NIt sEiE 7 R+, % B BBk T
A, By —Fh B 2 Bl A BN R — B Z RG] . 7E—BSSERE T R P, R KB R A
), HAAKE KR TR — PR 2 IR, H IRk F B AL 0. 5nm 45 1000nm [
SEHBEE, £10. 001 B 0. 400 M2 EEREEL F AR 2-B-HEE -3-(kKX -4- 7|
S - TR - IR ] - e 5 EAE ) - BB L2 FEHARSERE
FRp, ARHE EAWAREY, HEBYPKRRF, — Rk 2 PEALT R —FhER 2 M 2851
7, H AR KR T EH A2 0. 5nm 4 1000nm R ELMERE (2-[3-F o -3-(x
H-4- AEE - O ) - IR ]- 1B -5- FEaRG | - LIRS ER R . g
BB FEE 2-[3-FaH -3- (A -4- HEE - TEE) - JIRHE ] - Rk -5- 3%
Wpedt ) - ZERERH 2 E TR, HEBAN IR EAB80% w/w, E—LILEHTEP,
(2-[3-FT# -3-( A 4- HEE - RO ) - PR - @k -5- Bkt ) - ZERE
252 RS HENEERNA 2.5% L 65% w/w. EHERISEEART, 2-[3-FC
B -3-( xR -4- HEE - F ) - BRE 1- B -5- R ) - 2B S Bl
HIZETFEEENL SUEL) 60% w/w.

[0024] & ERIRALFEIFES T O RA 2 RMTATEAL S 4, G5, B, 5 5 AL, KR
9, BREGAD, BRIRAS, B AL, SEALES, AN, EEALE, = Z R, IR S, AT IR
AN ER EL , AT AR IR AN, = 2R, BREMIA S . BRALFURTBALAZS 0. 196 B4 90% w/w [
BEFE.

(0025] ZE—UBSTitE T R, ALK SE RO RILLE L 2 .1 BH 1:50. EEEEELIET
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b, AL ST R MU EL R N 2 .1 B 1 22, ARSI R, XA WA SR
B pH K T2 6. #ltn, KF248, KFL9, KFAI0BKTFH 1L, AHEZEIRKRYA,
BE AN A, XL S 6B LS pH B SR T I P AT X PR AR RO R RE T, DL AR TS 1
A BT .

[0026]  EriGEITE 4 807 BE B IFEI K RS AN B, RARIBH, 7T UE BTERS
ik Ak . TE— ST B op, O R EE . E A BONEEE, W, B R,
TENE, ANPEES, JUE, FEE, (L BUEEE, T RPE, ILEEE, oE MY, AREEEY, SRR, PR, X
VEEE, | WEEE, B AR, XA HEEE, ULEE (inocitol), velomitol, F3Z ZHE, 5 ELEA]
FIVBE Y . AR THT W, T2 B w8t — Rl S s Aok / BREAKRL T, Hsh7E
FEEI R R ESHASTF (B, fiE) [A/KSFRERF, BRE SIS FRRTFZ
) RS s, R AR R BIRLF - R EAER, KRS

[0027]  [EM&Fa b FRIS] &

[0028] AR EFIOFE EAMASWE S B EMRIRT . T EERF T 6l & FF
AT (2-[3-FEH -3- (A -4- THEE - Ao E) - IRE ] - 5- Bk 1 -2
B BE L 24 2 b T 435 52 00 Eh AN IR 1 RO R BV VB SR TR A RV VR R BR 25 TR, AR R A R

FLT 10 BT, SR BIT M, B, B 9K RS R #E 40 0. 5nm 2227 1000nm (IR () =97
B, BUEATRIRE Y. TERBITERSERE T R, ML F BB B IR AR

[0020]  MALTF BT WK I IR & I VEREE, Blin, sk, 7R, BT8R, B TR,
TR T AR08 2 T4 o PR T B R VR B3 A TR B B — M E AL, N, SR E R
SHWMEBRRAINERE (GRAS) KILATER, H ELRI%- 5 B WFARE  F 1 25107 i f2 B
BNV MR o IXPEROIE RS IE KR HUIE R, B, K, R, Bkt NEE, A NEE, 28,
R, Z B 2,88, ZBE, LR ENREY . RSOERR TSR EREK.

(00301 A% T2 VIR AT I8 & R T VA &, IX BB VRT3 ATASE ( E LT R TIRANE TR T
B, @ ETF ROEF AT SOR Y B AE A ALK 46 2 R B B AT IR i
BRI K /N TR o E S ST S R, RS URRN O ¥ S VIR N AR A Bkt 4E 35 25 W V)
FRES 5/ A ST E HIRE . ik BRI A VFERI I RIGMHE. 7£—L5%K
TR, BT R B AT ORE S, s Ll — S T E SR (Flana
IR AR, HIRLERA R TR ), LUK R AR Y, Bl a0, BRI B A . AEAR ORI
PR B DIRAZE (AT ) AT LA IR B 2 VA B, W 4R 20 B, SN HHIR R

[0031]  FEZSIC R BT B iR i th 2 I Ak 22 78 58 1, FF BORZGM 7 AR A R Al B KR
SRR , B R TR N St 2 itk .

[0032)  7E B LT F 75k, 5 ok BRI 5 T LATE B /NMOK AR I B GH K AL IR
B LT T R, B, AL, 1B EE, AT BE , RE B e, wR AT B, BREE, oL
SRR (B, BBk ) o BRBE T VRS LAR A & R AN, ik BT EEER (B,
BATZ) 5 nm E£) 500 um MIKIERFEREEDR) .

[0033] [ F T @7V, 7E 55— 77 T, M I Ik 78 T R 4 1Y 4k 10 T B4k 2 e R ER A EE L
TR M B F B4 F K Ta MMCK B GKALF . B R BRI ARERE, flin, ROEE R, HHEN
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1., BT IR, T, YL, AL T 1R BB IR R R A A 2 .

[0034] R FREFRATEIE—FEREMBER. E—ELZETEP, REMCHEE D —F
BoYRER, BO—FMEEFEEAREFNREMNNES. REMREMNCRE, G, £
BEAUE, MAAEE, BRARETER, BZEMELER, R ZEE, B ZBRERE. 8
YEYUG (BIG0, YA OIE 188, HIBIDH 237, MGV 338, THIE VLR 407 0 H A &E B HFH
HIWs I T UMER ) , B Z 8, B2 B - BILER (PEG-PLA) , , R b, RE IR kT
BBk, WAL TR T 3 B R, W B, AL T 2 R R R, REMITZ
B EE R INEE, H e R, WAL 2 T EE A K L B R e BR B, K L B MR R
Belis, R BN S 2%, AR B — 2B, T R E R EREAY, R EHE 4 PRI
(tallow amine), BAER, AEE, URE, BASER eI RY . E—ELHEHREF, KT
FEWRBEEL0.01% w/vEL 40% w/v Z [AHERN —FHE S MRS ER.

[0035]  RVEMEFIFEEFCQIE, Flin, SRR AR S (B0, AN ), —F Hhdt
BRIAER EE ({5Itn, % FEENSEA ) , IEUIBERSN, BEUFIZ B MR (polyoxylene caster oils),
B BB, R E A RAEEMEHES (polyoxylene stearates), REFEH MES, B iE, £ BMWIAT
A, MR ER EL, T R S DT ER S S Bk — IS, IR 2 —EE AR RA BRIGE , 3R L BUER IR, SR AR v ATk Y
BE ZIERT Y, B /K L ZLPEEE R T BRER S E MR &Y. A ERLET R, KT &
FEMAAFEA 0.01% w/v B2 80% w/v IR MEIEMHERF T,

[0036] K SCHFR AR TR i B A B I35t (OFIAE XS 28 1 / SR YR 43 A » F

SUMENAS S B Hr3R18 IA — BRYKRL FHIRLE S AT . IER, BUKRY PDI fH RS SE K AY
BIE RS, L—Lstii /e, K FEBERARAA KT 0. 400 #9 PDI HIRLF (Han,
WORLER IR BLF ) o, FEHAD SR 5 B, KL FEEFEREERAL0.001 £2£70. 400, £70. 001
449 0.300,0. 001 £ 0. 250, £9 0. 001 E £ 0. 200, £ 0. 001 2 £ 0. 190, £ 0. 001 £ 4y
0. 180,43 0.001 47 0. 170,49 0. 001 E£7 0. 160, £7 0. 001 K7 0. 150 B PDL FIRiF

[0037] FFEFHEBFELTNE ¢ EATMBPRIE. & B IRBEDTBEUEN YR E
BB SRR I B Z RS, ( BRAM—PREE SEE P AELE. FREH
e R 2 [ HE R AR, 2 R FAE e, BD, ST RLF R EMIPLHIH H O FEPR . 7E— sk
TR, AR R TF BEBRK ¢ BHEAKRT 30 IMAXE, Flan K T49 30mV BUK T
Yy -30mV. ZEHECEET R, KFEERRAA K TY 50mV B/NT4) -50mV (¥ § B, 7£
FAMOEEERE TR, R FEEREE K TY 60mv /N4y -60mV () £ B 7EHAh
SEHET R, K FEERER K TH 80mV Bi/NF4) -80mV {9 £ eI FEHARELETRF,

[0038]  7E—ULSZHMETT R W, AR SCHEE KR F B EREAL 0. 5% 24 80% w/v KB A
BE. EHANSEE R, RLTFRBFREAF L 0.5 JEN (cps) B 600 EHKIRIE.

[0039] B ki FAIE T AR AT LU BAL SR P AW ORI / BRAKRLT
HEA TR LB I RE s M, B 40, LA BOAT RS T R R I R A 2R i 2
K/ B BRURT 2 (Y B AR, TE 5 S / R 2 R TR AR /N ER ] M RO 284 o SR T, ZEXE DA
1REERESE, Qi S b F AR FIAT (R EPRLAE, UL R S Hodh 2 B W) UM R AL L T

8
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W LT B R e BT A B, IR AR . 7 B H R B R AR A R 0T, B R A

FhER % Bl B S BN 0 T BV U, SRR E 1 B A SRR / BRAKRLT

[0040] FE—ULSEiE T LR, K FREBM AL 0. 1% FL 90% w/w B8 K —FhELE P
SRR . 7EHARSEHE T S b, B EGTT BALAZY 1% B4 80% w/w BRE 6% E L) 70% w/w
HE. BT 22, BABGITTLALIL 2. 5% B4 10% w/w f77E. EEHEERSERETT
Roh, HOBFITT LA 25% £ 40% w/w FE7E.

[0041]  [E4A 4 S A K2 T BT LU 2R SO 3o s 3 B Ve A P 22 b T A 7 VSR T A, BT i
O AT EBFER 0, B E R, IBIEESURL, TiEG0RL, IR ATRIEAR, RS R, /K376
BT IESIRITL AR (MADG) , SR IE SR T AR (MGT) , A& B 7% (TAGP) , IR BRI AR,
BURT R, BT, P8, TR TIRE.

[0042) FE—UbSEE A ZE T, SFHREARIE N 1L um BL 100 um. 7EHARSKHET R+, F
YR AR NZ 2 um B 90 um. FEFEELHETRP, FIYEAEREL AL 5 unEL 80 um,
1 HAh SEiE 77 R, VIR NEy 10 pm 4 70 um,

[0043] 7EHE—HHISERE RS, T HE AR N 0. 5nm ) 1000nm, 7E AL R
eh, SE R E ARG R (GKRLF R ) /N5 900nm. £ HARSE 77 R b, S E A 40K
K HE R #9 0. 5nm £ 800nm. A T SLHE T &R, T BRI KK E 94 200nm Z £ 400nm.
[0044] M ST AR BT B 7 LR B 1Y B 4 R s AL PO R P 1 LT R H3 6 147, AR 28 BT
HIRLEE 5375 o AR TALATIERW, 5 T 0L 9 7] LR SE 8 AW T R AWM &,
FEAT /1 PK AR S RO — SO 2515 . A8 — ST P, AR SCHTIR B KL T B MR
T T AR B [ 44 F SE A0 B B A KT 0. 400 BB 9 8t EHe 4 (PDI) o 7EFAMSERE T SR +F, M
23 T A R T R R VTR B RO [ A R s B SR LA £ 0. 001 Z£9 0. 400, 0. 001 245 0. 300,
0. 001 F#50. 250, #70. 001 =7 0. 200, %] 0. 001 E£70. 190, £7 0. 001 £#70. 180, £) 0. 001
FE#70.170,470.001 £ 0. 160, #1445 0. 001 £ 0. 150 #J PDI,

[0045]  7E—LesERET &P, BIE TRA A SkEI &P AR ek, Had 2-[3-%2
B -3- (L ~4- T - OB ) - IR |- MEM -5 BERRLE: ) - ZBRE 2 B AT
fdh . 7EEAR A ST R, WE B TR 0 [ 4R RS S AL B R T T DA LR A AR A A B B —
pa 7 D A e R | i Rl o

loo46] 7 HiAth SEiti 52 v, VB I RLA F Skt & [ B fR s L kT, Had (2-[3- %2
B -3- (R —4- HEIE - FFOHE ) - BRAEE 1 e —5- BEIRLLEE ) - ZRRELH 2 LR
BEh . VIR B T B FE, 19 01, BRAE AR v R R AR RN B 17 R I BRI AR, AN BY U
TR HIRL, FEAL R AR, B, R BIVERF, B R kA . 7R R SEiE T &R, AL PR BRI ER
W 2B v R R B SR & E (2-[3-FF R -3-( R ~4- AEE - oi) - JRE -8
e —5- EEAR R ) - Z e 2 AR S R E A R SRR . TR T AR
FERRAE IR RO & ) FVEBIRER, TR Frid (ESREUIRLE ) , BR 1% FIE DLy I Tr
BRI LIS $A B A Al DR A

[0047] VRV RL T VAL HE 18 VR ARG & VA, B & —FhEZ R & 7). MRS & 7
AT DL R SRR A, DMER RS S B, B IR BBk . 7E— S STE S R, —FhERE P
B4 B ADD ARG S T VA L SR B TE R R BT LN N Bl A R A A b 7 B W . BURLTE
2 SO A3 B A R AN 0 4 (AR, B, RRGR ) o 7E—RSEi T 3o P, BT LK UKL AR

9
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BEURBATE R . PRRBT bR B BY VIR & 1% & 7T AR A .

[0048] AEMIHASFEFAERERTEY (Fln, BREPRAARAR, BRARRAHEER
ZEEle, BRI P RAEERE _PRE, RREAEER, FEAER FLEAER. 4
BAMRZEES, &), Bl (0, WEHS), S8/ B (GBI, Z F RN, R, £
N, AN, RS, BEME TR, B ZIGE, RZE S ABE, R, RYEE, 3L
BYEER (BRI TR ) , B, RARWHE (B0 IR B, BT RLAARR , Fa SCSERE, 3R AR, HEBR,
BT AR RS, 2 ), VU Vb i, BRI AEBR IR A Y. WA T AFEMENRNA 0. 01 % F LY
20% w/w +HE.

[0049]  KE-&FFIVAR M AT LARLIE — FhER £ PR 7R 7, BN, S EMNNESY. &S
B AR ) / R FVEHE, B0, S SL AT 4 3, TRIR 4, LAE, W, BRTRAS , FLERES , R IR4S
REEQAT, TRERAT , S T8 P A4, TRARALITRD, 145, B BR S, EUALEE, 2 P0G, 2 2P0, W
R, BPRAAERER, P ERE, SR, BRIERYY, B BN, AR, AN, JUAE, R
WE, L BIpEEE, JUVEE, 3 AN B, AREEEE, DR PR EE, BT R, RX MR, e FLAE RS, 5 A, 3L
A HERE, B, velomitol, R F BB TAINREY .. AR/ R UEFEERNE RN
0. 1% 24 99% w/w FE.

[0050] A& B9 AR B IR U0, ATTEER FFEL AN, M R ZERAN, TR A AR, S TRY4EER, T
RAIERS, TRERAN, I ZBi R 288, iElREA4E .. FRAYE R, URERBIURESY. B EN
A LAEEERE R 0.01 % E4) 30% w/w T-E.

foo51]  7¥IAY

[0052] AR SR T AT ORSHWERWEMAEY . IHENEYWESYESR
2R 2 M, 3 BORAFT i IR D BB PR AR LR MR F= 4 . A ZE & 4T LA [ 44 BRI
K. DL R, AWASYRBEEREAEY . BAYESYWEEARSCHHR R &
FENBIRLT .

[0053])  7E— MU, AR B B2 9 4R & 4 AT LAIE i 45 i 4 A ) B BROER B pH k& .
M, FE— AT R, AR WS RAMEEY (FlnkdE 0RRME ), RAE EETRE
kLT TR S S0 oH SRS A0L &9 (B, BgAk R , Hodb B R e L R B R YT
HREK (2-[3-F & -3- (xR -4- HEE - D H:) - PREE 1- B -6- Bk 1 - &
MREL R A% bRl k.

[o054] FE—HSEHEHFRT, AMWAEESYWEFT Y 0.5ng £ 4 1200mg 1 {2-[3-F &
HH-3-(RR -4- HEE - FOE ) - IREE - EM 5- Bk ) - 2B FRT#E
TR, EHAMKISERE T £, AWAEESY B E Y 50mg, 4 100mg, £ 200mg, £ 250mg, £
300mg, %) 350mg, £ 400mg, £ 450mg, £] 500mg, £ 550mg, £) 600mg, £9 650mg, 2] 700mg, £
750mg, %) 800mg, £ 850mg, £ 900mg, £ 950mg, £J 1000mg, ] 1050mg, £ 1100mg, £ 1150mg
YT 1200mg [ {2-[3- R -3~ (R —4- AEE - SR O& ) - IR3E 1 - s -5- L
- ZERE A N AR . '

[0055] 7% & B i) [El 44 O iR 40 & 1 o] R FE ] il B A G R S BIRRJBCREVE, W FDA fE M TR
(“ 37 BB A4 O AR 30 28 (%) v 7, A AR T 8/1997, 28 TV-A) , 7837 BUBR M 5T ()38 HH 4l
YT, FEVAARIIRT 30 2 60 EHIEHE D 80% MR N IR BB SLEPEMER . A
M, FE— SR SRR, B4k D IRAE S 7E — B AT 8] P9 2 60 43 B D e R AR TSR Al 43
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B TR S, 3 BAE 25 AT fe B W I . 7E B RO SEREDT R oR, B4k O IRE S MFEL
15 5 8F RS2 80% 54 .
[0056] FEAK A —LesEE T R b, FiEASME ST o —FAINGY RS . B
() 2540 BR B 48 AEART B 40 BRI FE 35, HE AR AR 25 2 EaT e 2 i, R B MR E
B AE EMUAEELEENZREN A EEEMEA . 55 B EE R & 4 5 52
BIEFE  BhIR A RN FI B A S RE, 18, B IS BR 66, ME R R4S, R R IR, BA R 2. —
B2, JHEREN, TR AR ER AN, K P ERYN, ZERWN, SALEN, TEAEBL & S BRN, 0 A RERLBRER Y - 1IN
7, tNBRBE, BRERAS , BRER SN, 20 BAER B L8N, JEA , U ALIE R, WM 2 ZBR4N, X R4ERH, 7
HAgE, g, i, B ER, BER, I Lo rEES &b (MR T, R A, B an A ET
BIAREMWRIR, K ¢« CHER. BRETR, KEREE, RAHEEE, KR _Eitm, REENA
JRBRES, FI/KERR T i (hydrogelsparaffin) A8 B A TR 0 55 14 Bk BL AL R 47, R, 4 an
I RSN R, a0 B Y TRUGR), N AW, R L, mid L, BUREIR 55 .
[0057] 7k A&% BH RO Z5 Y 4E & vT LU et 85 B 07 ok il & o IX R 4 -& W) ELFE B A AR AL
KiTo FE—ESTiEH B, BHEREMKBFEIRENHR.
[o058]  FE—ULsiitE 7 SR, BOBETT LAIE T LA Hl 4%, 540, $R18 A S FTd B B FR 2 AL R
BT, HE&F 2-[3- i -3-( RN -4- HEE - ) - IREE ]- e -5- L
B} - ZERERH 252 B AT A2 00 2, 0 B AR B L Ath & 1 FR M TR DA R AL [ A4 B SE AL 1K)
BIF. f£—Lesmitih /b, EHERA TR FIREVI R . BIMRS, B2 SRR A
se, A IERRALTY, KA, SETSH, B, B, R A, A AR, AR, BUE IR S
A LATE R AL ET 5 B AR AL IR 7 & JF .
loo59] 7O ILAhschE AT SR e, A FIAT LABE T AR &, 450 4n, 3R45 4% 3T Bk 5 ] 458 SE A 7Y
BT, HEH 2-[3-HFo# -3-(RXN-4-HEE-FH)- IRHE 1- e -5- FM ke
) - ZERERH 252 AT B ST RO £, AN B R 6 7 VoK [ R R e Ak R R R RS A R . 7
—eSE i R, FE R TR R . BN, B A TR K AR L, RS
FEEF, BT, FRRRTR, BRI, NV TR, AR AT, SV AR, VE R T, IR, SREATR RS
FE H 1] p% 77 22 B B 4 a0 B Al A A8 B AL RLF o
[o060] AL AFIF LLAERBARBEEKK . ESMARMSEHELTRED, FFEHFEN
BRE AH AR ME AR, HA L anaFE AR H AR, ERR SWR KEAR, 1/ B
WA 7E B PR F LT R b, A AR LAREIRE B il P a8 A AR AL, AT SR 43
BT AR R . XA B AR AT LA IS A T AR B v B ek i AR ER H vk B . SR 4h, Gk
AT BN 813X S5, 4K UK 43 A [E) B S T &
[0061]  Z & BARIZG AR S B ARYE LU T MR 4L IR, BR &R VAT, ZlE MRS
AUE T, £ I6 7 R0 RO MR AN ™ AR, AU NG R FE RS BB J1% . TG 8 E
F) ST .44 T8 T A 28 BNV 7 R0 BT R B BRI T 22 4 o
[0062] FE—NLEHRD, 2-[3-HHE -3-(RA 4-HEE -HFo st )-RE]-E
M -5- AR | - LA AE LR ESMEMNAHE R UBREITEER. 2-[3-%1
B -3- (b —4- TR - SR OVEE ) - REE ]-nEmE —5- BLR bR | - 2B H B2 BB
S HER R E VAR LR 0. 5mg B4 2400mg, R —IRERZIRE 2. EHAMMEET R,

11
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Al AL AT LA B R, R4 5mg 4 1200mg, BAE K 29 10mg B4 800mg, —KEX
LRGBS, FE—EE RS, 2-[3-F i -3- (RN -4- AEHE -F ) - IRHEE 118
W4 ~5— BEBR e ) - 2R ERE S R MR AT LUB — KRB Z R FE A REE A B B
B A% 100mg, %) 150mg, 29 200mg, K £ 250mg, K £ 300mg, K £ 350mg, K #) 400mg, K
#3 450mg, N #J 500mg, N £ 550mg, N £ 600mg, A %7 650mg, N £ 700mg, A #) 750mg, N 29
800mg, £ 850mg, £ 900mg, £ 950mg, £ 1000mg, #] 1100mg, £ 1200mg, £ 1300mg, £ 1400mg,
% 1500mg, £ 1600mg, £J 1700mg, £] 1800mg, £ 1900mg, £ 2000mg, £ 2100mg, £ 2200mg, £
2300mg BR#J 2400mg. '

[0063] fE—LesEiti RS, (2-[3-FHoE -3-( xR 4-FHEE -FEE)- RE ]- 8
M- HR R - Z BB LA LA EZNENFRNETURUTE B XRY
0.001mg/kg 1A BEEE R 100mg/kg KA E. AEHMEHBE A RSP, 2-[3-F & -3-( K
o —4- NEE - OH) - IR ) - —5- FR s ) - ZEERHE 25 % Eal #8200 BTk
FIEFTTUR T E AFRL 0. 003mg/kg 1A E F£ 4 K 60mg/ kg A HE . 7EHIMIH EXLRE
HES, 2-3-FoH -3-(RRX -4-REE - HE)- RE ]-Bmm 5- iR - 4
BRBRHE 242 PRl M Eh OB T UL LT B K4 0. mg/kg FIBAEE R R, 29 Img/ke K]
KB/ R, ¥ 2mg/keg BIA E /R, 4 Smg/ke BIEFEH M K2 10mg/ kg FEERF R, £ 20mg/kg

P RIFI BRI LS EMARBETE.

[0064]  ACETIA MW AL A ZE T2 E E X FARIEAR S+ Frinid /9 E ik fa
TR FHSEHESWIRIE 2-3-F & -3-(kRX4-HER-THH)- R
F ] mEEM -5- BLARGT AL ) - ZEREIL 2% DT IR M E BRI E .

(00651  {EFH VL -

[0066] U BHIEIRML T F TVay7 4 0m , BERS BURAE B0 77 V55, 0%, (RS BRIRIE 7T AG i 44
FHEENEZ AR FE NBYE Y B ZRE (B, WIS, ) i
IEEEBEORE I, XN VREEE, G, Va7 1 BURESRRAN / B 1T BURE SR  IEE AL
BR R LA /K P BB W A P i 52 M (IR ) o dpE F ) s yek 22 i SR AT &0 5 B
5 M R ERE A FE L L4185 19 HbA e Ik G2 Fl SR B 3 e, JTIRBRYE 5T 0l SR K 3F &
5E, 5070, HE PRI T P8, KL LT AR, M4 pe AR RO LR R 9l 2b B SR R B L 1 N B B B
R E R VEITIRIR B AR (B / BURERIR B AL ThEe BB / Bk
B IEIRIE R R S WAThEE IR E SRR L (BLE R/ BRI S R B R/ BURYT
BRTAH = R 5 Z MLAEFN / BRI KB, _

[0067] FE— NSRS, KRB RIET 11 2R, A TEFRENEZAMA
A, BAAREYURR T F—Phal 2 M aliL 7, Fooh Brid gikri+ A F 29 0. 5nm £%£9 1000nm
BISFIER, H40.001 L) 0.400 L RN BERTHREDN 2-3-H%F 2
F-3-( X -4- HEE - ) - IREE - e -5- Fiibtst | - LB 2% YA 4%
ZHRIEL. EHANSLE B, PRKRFIE S — R EE FE 7GR .

[o068] TER—MLHEHF R, ARKARE T EIMFERNBERHEAYA SN IES
A M09 7K ST R0 5 A S R I S M, P 4H S A B FE GOK R R — A BN S PR AL R e B
Rk P F BA L 0. 5nm 245 1000nm BIFHER, BF L 0.001 245 0. 400 B9 2 7804

12



FIEND?646487  Pg 13
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S8, FFRAFGRIT A REM 2-[3-FOH -3-( xR 4-HEE -FFE)- JRat ]- &
e —5- BT ) - ZBR BRI 2 F AT R W . TEHADSTIE T R P, YKk T IR A — R
BR % F F 43 B
[0069] FAEH—ANELEHEF, ZAEKFARBTEIL TFEFENEZTLYWAHSMLEL
FEFEGIAN / B T BRR A IR i 3R F & RS, PECR S MR A A A / B L 4 & A
HbAlc, BT it 45 & W40 % g K 0 A -— PR ER 22 B BUBBAL T, o b B gokbi -+ R £ 0. 5nm
T4 1000nm Z @ HFH EHZ, BAH AL 0.001 ££5 0. 400 K% o8R8, 37+ B 85817
HHEM 2-3- O E -3- (RN 4- HEE -FoE) - IRE]- Eu -5- B -2
BREy L 25 ERT e Eh . EHAMSEHE T R, PR F IR & —Fhek 2 B B2 861 .
[0070] FE— UL H RS, A 2-B-FoHE 3-(RRX4-FEE-HDH)- R
) -mEme 5 FLARST R ) - ZER IR L 252 b AT ST A0 EE AT LAYE 7R B 09 A A o PR (R R
WML EE KT, EHAMSEET RS, (2-[3- FE -3- (kR 4- FEE -H2E)- K
F ] EMe -5 LR AL | - 2RI ZG2E ETEESZ By R A VT ATE R TR 0 2l P
/S HPAIC IS, 20 0. 1 MEA &, 0. 2 NEH 4,8 0.3 NE S H,800. 4 4S8 45 50 B
0.5 NHFH, 0.6 MEDE, 0.7 MESA,50.8MNESH,80. 9 M A, 8—1
B, AR R, {2-3- & -3- (RN 4-FEE - A OE) - IR ] -2
W —5— BLER BT AL | - 2R B 2% b RS K #h (0 FE T AE A 7 A 32 PR IR HbALC
IAKEZEANT 7%, 28 HAth SEHE 77 Z2 50, HbA1C B97K A LARR(RE) 5 = 6. 5% 7K.

[0071] AH—NLHEHEF, ARARUTELL TFEFTENRELYWAHEWA TR
I RAEMRE, WIRBIEIT I RIE (140, ¥l JR7 M 55, 90 B3R A, fh 2 m a0l e
PRI ) » BT & W) B FE G KR F 0 — FhER 2 FRARAL 77, JE R 9K BB L 0. 5nm B4
1000nm 2 [8] 1P B 4%, B K250, 001 E£50. 400 L S8, F B ABEITE XE
By {(2-[3- 303 -3-( R 4- AEE - ) - IRE - 8 5- FieH | - LR
HZG% EATERZ AR . R SEE T R, PR B8 —FhEl 2 B B 807 .

[0072] AN —NEHHFEFR, RRERME THLTAS FEHEENREAGWAEESYH T HLD
= R I3 B BT i B D Tk, BT iR 4 A ) B FE AR KR AT — Pl Bl & iR
7, BT BROR g KR B £ 0. 5nm £ 47 1000nm Z (8 K FH EZ, HEF 2 0.001 24
0. 400 £ 5T E FHF B AR RTHE MER {2-[3-Fa -3- (R 4-WEE -
By - SREE )~ vERR -5- BERRARHL ) - ZREUHZGE AT LR . AE HAhSEHE S R, gk
RiF LB & —FhEl 2 Fh 4807
[0073] FERB—NEEHRP, RRFARETEITS FTHEEANBHGYHESWNTHTE
SYIRIR B AARAR R / SR / SRR EIEIR B 4RI RN / BRIRIBLFN / BRR B R AR IR
By WATHBE, FHR 41 & W) B FE 9 AR T A0 — P BR 22 PP AL TR, AR BriR gk b1 B 4
0. 5nm £ #5 1000nm 2 [8) KIFHEZ, BB K4 0.001 £4) 0. 400 {2 58 FHA
TR ARER (2-3- Fa#t -3- (kR -4- AHEE - O ) - IREk 1- B -5- FRk
B} - ZERERE A% EA B MR . ARAMSE B, KRR FIEE S —FhERE BB
e
[0074] FER—DELMHRP, ARPHRBETELL TFEBEN EEAMEAESYH T IR
A/ BRE E E RPN / BURYT BT & RS R AUERD / SRS RIP, TR A&

13
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CN 105050585 A ]‘5{" FA :F; 11/24 7T

A HE AL T — PP EL B PRRRAL 7, H P BT 49K B 29 0. 5 492K £ 29 1000nm Z [8] /Y
AR, BAKY0.001 B4 0. 400 B2 oRUfe 8L F B BAFBBEITARER 2-[3-F
T -3- (R -4- AEHE - Fo ) BREL J- e -5- HEARbTH: } - ZEREH 2% Far gk
SZRIEL. fERAMSTRE DT KR, SUKALF IR E — MBS P E 4RGN .

[0075]  FENX —NSEHiJT R, AR B $R4E Tt ) 75 2 5 Y B R i A 24 & T FE AR
JiE B FUE, Bk 4H A WL FE R KR TR — FR ER B FRARAL TR, H R ETR KK B
#70. 5nm £ 1000nm 2 (B KIFHE R, BH 0. 001 £ 0. 400 2 i tEE4 F BB
FEVRITFEMEN 2-[3-F o -3-( R -4- HEE - FE) - IRE - Em -5- FEERLT
) - ZEREREZG % PRI RO . R AR SE T R, KRR S — P B E Fh B HL
7o

[0076] FEN —ASEiF B, AR FRME T EZRE HIRITHIE S TAEFRENR
FHIHWAEY), HAREYPKRLF R —Fh a2 Fuieh), B Erd gk i+ AF 4 0. 5nm
#7 1000nm Z [ H P EZ, BEZ 0.001 £ 0. 400 B o MEIs 3, 3 B8 BHRITA
MER 2-[3-FH: -3- (xR 4-HEE - H) - JRE 1- B -5- FEaiEst ) - 28
BRE 7% EATHERZ A0, P E i AW EREL (AEMAREEEME) , HERHZAR,
B FRI7 AR, BRS AT, (UM B, & MR, M AP T B (I6T) , X L&R& 1k, 2= I8 ML vE
240 (IFG) , 11 BUNEFRIS, T BUMEFR, A48 IGT B 11 BUBHR%, 2R R T E 11 &b
RIRBEFERRSER 1T U R%, Iis 7%, BB ME, & A8 & B IE, S 1iLE, & BEASE,
RS M R B AT (NAFLD) , # PR3 18 A AR BR 5 08 SR P A SR BR Y FF ACHE, (B 4E ' 99 » 1LY
JELIR , MR 2955, 230 D @4 ) (OB R (SIESIIKRELEEAL, SRk EEEELL ) , FRIR &
PEE AN, AR, BEAREE, TR AT v, IR S MR IR S R 4 b . 1E A ST 75 %
o, YRR AL DB — Fh B 2 b B A AT

[0077] FEHAhSEME S RF, KRR T H T ARCP AT RR I EIT A, HrEH 11 B
FRIRER [ BB IRIR 2R F KR AEsh S rrsHEes .

[0078] E X

[0079] ARiB“Zj% EAIEZ 11" RISEIIMEBAN B A EAEY ¥ LG ESE EMEAN, IR
R A B EA M BN BUS s E R A MBI H € — AN B REFIHH T
s, A BRI AL

[0080]  ARIE“VRIT”, “VEIT” F“VEIT” MR B MBS BR, AR SRS . X EHEW
B, G2, o, IEIR, /b, I ES , BE BR , BRIS BURE,, BiE D BRI —BREIR, X ER T
AN BRI > S5 E BRI B MR BN AR TR RE IR & '

[o081]  Rif “ME&” BN . ZRE 7] LR —/MAIS B 1E BUE ML SR B0 Hh B ER B
FHEM B . Rk, 1 A) A R A AR 2R 5 M B AR R, Fra 77 3%, AL B M A0 1 77 4
& BEEHE S T A TR, 55 WA, F a8, BEARRT, A K&, flln
R SZFE, RGN, Wdk, B, 102, QLR 2%, B A3, Wh s sh ¥, 5 an /N BR,
KB, Fa, I2E, 40260, ), %, 838, KA TR EERTHE.

[0082] RIE“HME” M “WBITFHERN” 2L USEEAR, RE, REFEHLZAHE
W HAEE ) AE MBI T B AL S A R B BEE . B, REH BB NBITA
HME” RE—EEMN (2-[3- FCE -3-( R -4- THEE - BT H) - IR |- gk -5- H

14
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ON 105050585 A W OB B 12/24 T

BREER ) - ZIRBLH 2 F AT 2 pth, ik — E BRI 2R H H 5 R U7 H N
B, “WITEBE” BURTALE Y, B A ™ B AR T 2R E R, R E, BRI
1 7 M T A4

[0083]  RIE “#)” BL“IULABL” B HE A il it AR AU A M B B R A R4 SE ROAE (BRI
WRZE T A, O BB B T R A AT 4 N B A L B, DB RGTIIFR M. B, <29 7R]
CLTE 1 MBI | MFHEE N, INTE A SUHE RS . ‘JZ%,“Z’J’%EXJ?W?EU?‘U—IH BREINEL
A% 30%, m% 20%, % 10%, EERE 5% HITEH.

[0084]  ACRTHEIRMIZGMBH N ¥ B R AR KR - rHE g2k (AUC, FIAUC, ), 8K
MFEE (Co) FIBRKMIFEIRE (T o BKUFEF B, Tyaer B3R Cpo BT ETTHAE . E
22 06 1 T B T IUB R 3 F Bk 1) 140 1 4 o B — ] Bl 48 TR DA (AUC 0-t) A I &k
BRI @ L BAE A T 5

oogs; AUCe:e = ?_'2, 0.5(C; =«

[oo86] XHE C (2-[3-H O -3-( xR -4- HEE -F & )- IR - gEmk 5 5
FRkrdt | - ZERTE A R B SR RERT 2] € RO M3 IR B, A n L BB H B E G T 8 = B E R

Bk ) i R .
[o087] MR JE — B IA) B 2% ™ R B PR KM E LR BE TH AR E -
[0088]

[0089]  Fith Cygp A2 B AT MU FRIURBE
foos0 AT S HEHILR B R, ?FF”%BZ%'%“%MEH??"CKMMK&HEE’J?@IO 1

LR

[0091] A, Ki-F BB &

[0092] il (2-[3- SRk -3- (e ~4- HEME - Ao 2L ) - BREE ]- HEM —5- FL ke
B} - 28 (YRS ) R EBAUK SRR R — SR TT VR

[0093] HAWFAEHN (10 F,1% w/v) IAINE] 1 Faitbkd, BE, BERIBIEERBER.
Hﬁﬁ/ﬁftﬁ?‘lﬁg‘m?u (5 5%, 0. ‘3‘V w/v) jJu)\élJi?J%‘ﬂ&i ‘l‘#?&AEEﬁ%?ﬁfﬁﬁﬁﬁ %Fiz

?;%2 (100 5&, 10% w/v> /EAEE%%WUE}’J ﬂ(ﬂﬁ F#E A 200 um KRG %E’J M- 110EH ﬂ
FRALALFI T FH #9 20, 000 B # 30, 000psi KIS IENLEE 77849 80 v m AH B F I 1% B UM Ut
1, BB A #— B Db . WWEBBIRRF S ER

[0094]  sLjEH 1

[0095] fHMH FiRFESI& 2-(3- Rt -3- (R -4- HEE -F o) - IRE ]- &
e -5- FEER BT } - ZERRIANK BRI, PR AR ER BT I T AL 4ER (HPMC) 1
FEVEMERIAEE R B RIS (SLS) , BEIMS K BIERA 10 % E A& &, 225.6 4
KB HIRIEE, 0. 145 B2 HBUPEFEEORN —57. 6mV By & HH.
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CN 105050585 A % R P 13/24 T

[0096] HPKRBBWHIMBREMEBRT TR | P, EEE T EE 6-48 /N FILE 5°CEHF
L.~ AE, B8 MERER.

[0097] R 1 AKK-FRBEFEBEIEE M

[0098]

mIa) S RE SEHRE (nm)

0 225.6
6h, RT 223.1
21h, RT 230.9
48h, RT 229. 4

.54 H,5C [226.0

[0098] B 1 JRHH, FEGRALZ /T ( “A”) @B MR KALE ( “B”) @itk F 254
BEFWABRIA (2-[3- 2 -3- (R 4- HEE - ) - IR - EM -5- Bk
- ZERE X R ERATH XRPD) R, (2-[3-F# -3-( kL 4-HEAE-FT
H ) - BRFE ]- BN -5 BELERLTEL | - ZEREY S A A 45 M AL SN K AL A TE) R R A AR AL .

[o100] & 2 /R H, ZEGKALZ BT ( “A”) B RURAARIL UKL E (“B”) BT
BEBERBH 2-[3-F & 3-( xR 4-HEE -F O ) - IREL ] - nEmmd —5- BAk i
B - ZBRESFRENIE . POKALET NS 25 B IO S RE S 1t W gk Ak
TRB R AYEME) R T TR 2,

[0101] 3R 2 KA BUFIZ S5 I8 1 B 40 6 VB P A MR R

[0102]

AR ]
o ETT S

| | ae

Fora alsle|p|eir|lc|u]|1 | #%
AL B | ] || |
# 100pg/ mL # | 0.04 | 0.02 [ 0.04] 0.2 | 0.05 0.04 | 0.02 0:02 0,02 9949 |
A B R | |
100pg/ mL 49 004 0.02 ] 0.04 ] 0.19 005 0.04 | 0.04 | 0.02 ] 0.02 99.47 |

[0103] AR TIPSR RIS T R L 3 .
[0104] 3R 3 fBAFFE 5°CHIZHM L7 9K B R B AR MR S5
[0105]

16
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CN 105050585 A : % BA B 14/24 0
#‘ﬁ-’ A B € D E F G | H I Q’% é‘i

3 A (wks) T-1] 0.09 | 0.03 | 0.03 | 0.2 f0.04 [0.03 | 0.02 | 0.01 | 0.02 | 99.53

SwksT-2_ | 0.07 | 0 | 6:03 ] 0.49 {0.04 | 0.0 | 0.03 | 0.01 | 002 | 9957

248 1 loor| o |oo4]019 [0.04 [0.03 [o.03 | 002 | 002 | 9956 |

2AA T2 007 o o040 |o.04]0.03]0602]002]|002| 9959 |

[o106]  SEj#EF 2

[o1071  (2-[3-3F ¥ 3-( RN -4-TWEE - &) - IREE -8 5- Bk - &
R I 90 K VTR B R 7 Va4 ﬁ:CP%A%%%m?‘UxE%W%zW&E (HPC) F T V&t
FIRasE R H R HERIRAN (SLS) « FRE9K B IR 10 % FIE 4 & &, 252. 2 94K BT 34
JE,0. 171 2 BRSSO -55. 6mV (1) & HLH.

[0108]  SEHtEMH] 3

lo100]  {2-[3-FFCu3& -3-( )R —4- HEE - IRV ) - HKFE 1 - Mk -5 FRB b | -
BRGNS F IR 7 v &, HoR R &R E MR i Vb4 188 FIRE TG W‘U“ﬁ%
FUR F MR ERERIN (SLS) » FIB 4K BEWMA 10% M 45 &, 260. 4 K] F IR,
0. 183 ML I MEFEEFN -54. 4mV |10 € HBFA.

[o110]  SKHEH) 4

[o111]  {2-[3-F B -3-( R -4- HEE -FOE ) - IfH: ] - M -5- BmbiE 1 - &
BR (1 290 24 B PR P 3R T k1 4%, R R A AR ST AR AL SR 04 SR SR TED VG R R AR SE R R
HEEEETREREN (SLS) o BT84 KB IE 109 HIE 64 8, 261. 4 AKITFIRLE, 0. 166
() 22 4 BUPEFE BT —57. 3mV (1K) € e #A,

o112]  sEjEf) 5

(0118]  {2-[3-FF & -3-( RN -4- WEE - TR ) - REE - mEme —5- BELTHE } - Z
TR P A B VR AT P 3R 7 b 4%, BL P IR S R S TR R 4 T R A 4 RN R THIVE M AR R
R A IR AN (SLS) . FTB 9B EF A 10% K E &8 &, 252. 2 KPR B,
0. 171 K% BT EURN -55. 6mV /Y £ HE.

[0114]  sLjEf) 6

01151  {2-[3-FF & -3-( X —4- HEE - FOE ) - IR - 8w -5- BfiRE - 2
2 D 290 A B VR VR A P L 7 ¥ 1 4%, 3L R TR B 0 RRE TR TR 44 5 L g e R R T 97 R 7
FasE )R B R RER AN (SLS) . FTS9KBIZMA 10% M FE &5 &, 258. 7 KT ¥ahi
18,0, 154 {2 A ECHEFREOR -58. 3mV /9 £ E%,

lo1t6]  sEEf 7

o117]  (2-[3- ¥R -3-(RK -4~ HEE - SO H ) - REE ] - -5- EfifRE ) -2

17
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ON 105050585 A Ww B B 15/24 7

R R 42K B IR VR SR I THT 0 75 T 1 4% 5 L o 3R B 0AR E DR R 20 TR ER TR A BT AR T
FIFEE T2 A R ER SN (SLS) .

[o118] ST 8 :

[0119)  {(2-[3-FF & -3- (R -4- THEE - F ) - Rk ] - -5- AifiRi ) - &
BRI AR B HUR A B HIT sk %, Hh R EMtaZ R AR 8% - KILR (PEG-PLA)
FOR T W& PR M2 A EEELBREREN (SLS) .

[0120]  sSEi#EHY 9

[0121]  {2-[3-F & -3-(RK 4- HEE - OE) - IRE ]88 -5- EMEE - 2
BR B 0 2K B PV S P T RO v 4% L o SR A R S TR T RN SR T VS R AR RE ) A2 H
FEHIRELAN (SLS) «

01221  sEHEHY 10

[0123] (2-[3-FF 0 -3- (R -4- AEE - ) - IRE -8B 5-EBiEE ) -4
BREAK BRI B R i &, Hh RAWRR B R AR R R IO E M AR 8 7 B H AR 2
MEREN (SLS) «

[0124]  sKjEA 11

01251  {2-[3-FF#& -3- (RN -4-NEE - OH ) - IRE: ] - B -5- Fifikest | - 4
BRI 40 2K B PP VB ik O v %, P R AR E R IR TA B P B A 4R 1 MR ISt
Fa s 702 B 1L BUERES 80,

(0126]  SCHEM 12

[0127]  {2-[3- a3 -3- (a0 ~4- HEE - OB ) - IREE ] - MEme —5- Hefifdt | - &
BRI 4 A B I IRAE iR VAR &, I P R SRR E N R TR A PR R A 4 RN R VE MR

[0128]  SEjEHI 13

[0129] (2-[3-F & -3- (xRN -4- HEE - ) - PREL 1- e -5- btk ) - &
BR H 4P B IR VR B D5 vk 4, B TR R S W ARE R A FR TR B PR R A 4 FORT 2R T Vi R )
Fa 58 7 R A EUB BREA .

[0130]  sCjEH 14

[0131]  {2-[3-F & -3-( xR ~4- HEE - F B ) - IRE )-8 -5- Biikd 1 - 4
FR ) N K B VR M P 3 O v 4, R P R B AR R A TR R R T A4 R 2R T VA )
FAEF YA R E R FEIRIAMNS.

[0132]  B. GAkiFHIHil&

[0133] #& (2-[3-F & -3- (KRR 4-AEE - H ) - g ]- mEr -5- Bk
- R (ARG ) BIGNREERL I — R SR B T Vs

[0134] MEHSEHEF] 1 BBIRGCKBEREHREBENERPRBEBREAERA 1000 RS EE, A
H10% w/w FIBEMA S 8. BO8G G0 52,5% w/w) JINENZYUK SRR EZIR S
B BESEA B, FALRIE R EYL 60°C kK& 7 (800 75,80% w/w) FIIEFEF (5
3T,5% w/w) TINBIRALIR. BrdIRIEFIERCIRB R AL LUR S . PRSI RAET LR
THWE (top spray), [FIATREFL) 40 3R ECE R =R . TR SE AL , K18 B R BIRLZE 40 ]
RER, RSB AR T 3% M4k (LOD) .

18
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[0135]  sCHEM 15

l0136]  {2-[3-FF 3 -3- (R —4- HEH - RO ) - BRI ] - 5- ki ) - &
R B A TURL R 3R B — R vk ) 4%, Hrh BT A B R AR, BT IR & R R A
AP RFARTRURALER.

[0137]  #ilRLE IR ERT FHEAE 4 &, LSRR AR A B 45BN RLE .

[0138) K4 :.BMK (2-[3-FH & -3- (RN 4~ NEE - ) - K ] - -5-
st ) — ZERRLE

[0139]
BT 69 K (BK | PDI
L 1 N
L2 s _ leam
FRIT RN LM G RAA | 4793 | 0.385
E T .
RABSHMNIMGARET 3996 , | 0:322

[o140]  sSEJEH 16

(01411 {2-[3-FF 3 3- (XX -4- WER - RO &) - IREE - B -5- Bmiedt |- &
BR B 9 AR T3 B — R iR 4%, HeP B BT RV SRR RS AT R R TN R R A A
HEAF R YER.

[0142]  SEhBH) 17

[0143)  (2-[3- 3 -3- (XA -4- HEE - FOHE ) - IRE - M -5- ki 1 - 2
AZ R 0 K R 138 R b S B — R v o 4, B AP A AR R L AUER R R S TR R R T
FREAYEZFIETE A R R AT 4 # .

[0144]  SKIEH 18

[0145]  {2-[3- itk -3- (el 4~ TR EL - SR TV ) - IREE - e —6- Bt 1 - 24
W3 ) 490 A 45 R b ST BT S  — A 7 vk o 4%, L b B BGT R LV RS A VR PR TR R R
FHERMERTNEMBTER.

[0146]  SCHEHY 19 .

[0147]  {2-[3-FF o3t -3- (R -4~ NG E - FF T E ) - IREE ] - Eme -o- BETE } - 4
5 B 20 KR 38 b SO B — IR TT IR %%, b B A BOT AL A S R R R T P &
AHENETTH R URTHE

[0148]  SCREM 20

[o149]  {2-[3-F# -3- (K —4- FHEE - OH ) - IR ] - -5- Bkt ) - 4
B2 B9 K T4 A b SRR B — M vk i 4%, L B BT R RS AR, BTk K S IR B
NAE R LA R AER TR MR T4 R

[0150]  sEEH 21

01517 {2-[3-F 03 -3- (R ~4- HEE - IR ) - IREE 118 -5- Bl ) - &

19
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BR PO 49 A UKL 5 P SC BT AR - BT I 1) 4%, EL P B4 BIOT)R: innulin, BTRRY & &7

FEPRAMRAEATE W RAHER.

[0152] sl 22

[0153]  {2-[3-FF 4 -3~ (R -4~ N - RO ) - PREE 1- e —5- HeAfikreik ) -

B2 B 0 KL T3 T b ST BT R B — SR D VR 4, R B BT R R, RS R R RN R

HAERMEARTRMBAHER.

[0154]  sCjffsl 23

[0155]  {2-[3- FR&L -3- (A -4- NEE - E ) - IREE - g -6- Bk %}—

ER B0 4 Ak T8 FH_E TR B — R i &, o h H o 80N E B BB, A MR FEREE T
F 4 2 AR A R TG — 45 .

[0156]  SQjfH] 24

(01571  {2-[3- Rtk -3- (R -4- THEE - FF o) - IREE - —5- Bk - &

BRI R ] B SCAFIR B - IR T 1E R 2%, o B 8N B EH BB, ¥ S AR N & T

HEAHRNHEARNZEFEFE.

[0158] sk 25

[0159]  {2-[3- P -3- (R -4- HEE - H ) - REE |- Em -5- Biifs - 2

BRI Kb B ST iR i — R 7 i &, HE E o80T R H BN, et 8RR ER

BT 4 FAE TR )2 FLHE

[0160]  sKjHEM] 26

01611  {2-[3- W3 -3- (R ~4- HEE - I AL ) - BrE: - Mk —5- Bamiie ke ) - &
ER B KL 8 b ST iR B — M VL 2%, SCHR BT R H R, M e R R E

T A 4 FORIH TR A H RE A .

o162]  =LjEMH 27

(0163]  {2-[3- B4 -3~ (o —4- AEE - T o4t ) - IRAL ]- 1B —5- BLBike bt ) -

BRI K Bk s B SRR I — o iE N &, P B80S H BB, e R AP

A R AEFE IR .

[o164]  SKifafsl 28 ?

[0165]  {2-[3- SF O3k -3- (R —4- THEE: - S8 ) - IR ]- 8 -5- B E ) - 2

B B 40 K Uk F b SCR IR 1 — B O Va2, Ferh B A BIGT) 2 H BR B, *ﬁA?Um#mﬂEﬁ

T A R AR 78 77 A 0 T

[o166]  SZHEH 29

l0167]  {2-[3-FF & -3- (R -4- WEE - &) - Ik - EM 5- Bkrs ) - 2

WS B 290 A MR A b S AR B — SR VR 1 4%, HG o B TR BRI, RN A R R R TR A

Fe A4 R AR TE )R BRER AN

[o168]  SLjtfH 30

[0169]  {2-[3-F W3k -3- (R —4- WEE - S uFk ) - PRFL - meme —5- Biike ks ) - &

W (7 40 2 R A3 b ST SR 0 — AR 7 v &, Horp B4 BT 2 H SR Y, B & S R AL P

F AR FETR R E .

[0o170)  sCjgEf 31

20
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[0171]  {2-[3-EFF B3 -3- (R -4- WEE - D3 ) - BRE ] - EM -6- BEEE ) - &
R (0 9 K BURLAE R b STRT IR B — RR T i% 6 %, P B BT 2 B B, Mia MR R AT
HAHKRAMEARTRERAPFRHAER.

fo172]  sKREHY 32

[0173]1  {2-[3-5FF B -3- (KRR -4- HEHE - OH ) - IREE ] - EM -5- B} - &
BR H 41 K SR P b SCRT R — B T I &, P E O BT R H BB, M MR RN A
HREMNIAARNZHRRAERER.

01741  =CHEH) 33

[0175]  {(2-[3-F# -3- (KK 4-HEE - F ) - IREE ] - 5- EiiEE - &
PR 0 49 2K BURILAE B _E SCRRIR I — BT 1 4%, Hoh B o0 B0V H BR Y, b A 1) 2 R 24
Atk A ot B AR SO ) B I R AT 4E R

[o176]  SEHEHY 34

(01771  {(2-[3-F % -3- (RN -4- HEE - FE) - IrE - B -5- EiifRE ) - &
PR Y 4 A BV AT P _E SO IR B — R VR 1 &, LR Ay BT H R B RG-S R R LGB
FUEZ T R R A 4E R

[0178]  sKHEH) 35

o179  {2-[3-FF B -3- (R —4- HEH ent B ] - ngEme —5- BERLTE: ) - 2
R F 44 A SBURLAE P _E SCRF IR B — R R 2%, AR B B0 2 H BB, KA AR R L3
DB FUIETE R R MR A 4R .

[0180]  SEFEHI 36

[o181]  (2-[3-F# -3- (kX -4- FEHR - FDH ) - IRAE ] - g —5- FRked: ) -
TR 1) 4 2K UL AE B b ST IR ) — MR IR R 48, 3 o B 43 AR H BR B, Rl & 7 A2 BH AR
TR MESETHER-

01821  SCHEH 37

lo183]  (2-[3-FF T -3-( R -4- HEE - ) - IREE |- EM -5 FARHEE: ) -

I8 V13 0 1 B A P b ST TR 1 — R R 4, B op B A BT B BE BT *&A?‘Uﬁ“ﬂfﬂ,ﬁ*ﬁ
FHEF RSB YER .

[o184]  C. MIF T-ERRIGIANL T HOH] %

[o185] % (2-[3-FF & -3-( RN ~4- HELE - K ) - PREE ]- M -5- LT
- 28 (YRS ) BVBEE T RICKRL T I — BRI TTVA -

[o186] M EHSEFEH] 1 BRI KRR BB BB EBPABFRER 1000 B EER,
10% w/w BIBEAES B, B8 (50 7,5% w/w) IIABIZKBFER, BIREYRIEER
FEESBONEEE M. FAN DR 00£10°CHIAT 50 £ 10°C K DR BRI BT T 1R 245
SN BRI AT B TR, STATE PR EER B THRE TG, 8 TR Kk 7
I B 1R B8 B VR 28 U SR (AP R/ RIBE TR B-290, P HEIE A F], BERI4ECR, T4 )
(Buchi Mini Spray Dryer B—290,Buchi Labortechnik AG, Flawil, Switzerland) . P75 M
??IFI;QW**_?%H’J TGA ﬁ"l‘ﬁéﬁt{";?ﬁ 0. 1% M3 7}(% ﬁﬁﬁ Melvern ﬂ’J Zetasizer ZS( ﬁ[%

ments, Ltd. , Worcestershire, United Kl.ngdom) Xfff?%g FI*?I’Q**J%B‘J*JFJ&??T%ME

21
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[o187]  sLjtifs 38

[0188]  WEZETHRAKILT b SCATR B — M VE G &%, P B aBFA EH R . K58
H(2-[3- 2 -3- (R ~4- THEHE: - IR ) - JIREE 1- vl —5- B bt ) - Z BRI
YRR T 7E R 55 TR A0 RS kL .

(01891 F 5:{2-[3- FF Ok -3-( xR —4- A - F O£ ) - IRE: 1- MW -5- Aok
# } - ZERWEFE T RN KRR Bk

[0190]

| kPR (SABA) | PDI
LR ETRZA (PRAE | 222 {012
&)
REFHA AR T 258 10219

[0191] K 3/RHHT, {(2-[3- FF 4k -3- (S —4- R - FRCAR ) - iR J- e 65—
Wigedk ) - ZER (2-[3- R4k -3~ (R ~4- THEUE: - B3 ) - IREE 1 e —5- HLam
fEdk ) - ZER B TR RGN K R £ Y X BT ER RATES (XRPD) EIZR. EMIFE R+
{2-[3- & -3- (R —4- HEE: - IR ) - it - e -6- LA A } - ZIRAY A
I G AS AL

[0192]  AKBEATE: B TS KIVEME A HIFR B PRSI T F R 6 . BIZTHRA SEEE LR
FRY S 2 PR

[0193] 6. {2-[3- & -3- (R ~4- HEE - A& ) - fIJR3E 1- mEm -5- R L
3} - ZERRITRGNANLT O B AR 5 3 5T

[0194]

e | ek
| : iz2- Y | %t

a | b e | d e f g b |4 |4 k.

% 550».1‘17 0 0 | 002 | 0.09 f-'(l.‘i();.lﬁ'.j 004 0.0F | 0.03 | 0.04 002 99:53

[0195]  D. {2-[3-5F Ok -3- Rk -4~ THA0HE - FR LA ) - B3 ] - Bk 5~ SLBRARE 2 ) - 2.

B3 [ 44 77 B

fo196]  skjtfs 39

[0197]  EHWE TR BLF B EAIH %

[o198]  SZHff] 38 i & A IBE 3 TR MUK KLF (424mg, A (2-[3-F & -3-(x

N -4- A - ) - IREE 1 -mEm 5- FLERAT R ) - LR 0. 473/ W) FEV IRESR

b 5% B % (100mg) B-& 15 4080, SRE IR RIS 5. RERIIEMEANREE A

HLER AR . ARETHREASYNRBHARER, BILIBYMENHIKRKRES .,

[o199]  sEjtifH] 40

22
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(02001 & A LT PO B BE ) 1] % -

[0201] REHERMEAIRESY (106 Z7E, 518 (Galen) IQ 800), IR Z MMt & L lF (20mg,
PVP K30) 0% F % (150me) @it 20 B F it i, KR & mABIIn#= 50°CHY
WAL PRERLAL, FIsCitd) 1 AR (2-[3-F o 3-( RN 4-TAEE - H2H) - R
H]- mEWE —5- FERRIEHE ) - ZEREIPIKR BRI (£ 2224 3T ) $HIMIRIREAR b . 7ESIRIE
(8] 7 o 1 BE AR R AE 40°C o BRI TG WA KRPL T TR E KRS EE/NT 3%. Frlgk
K TR HE L, SRS TEVKAE DI 2 12 /00, SRE R B B RIR . SR G TR 99K KT (500mg)
PN BEE AL R, ARETHRASYNRBERERS, KKK TIHITE
PR 3 (AA EL IR ~T, ZKEARIFEH ) o

[0202] B 4R UUTFHIESR AN AR 2-[3- K -3-( RN -4- AEE -
CFE ) - BREE ]- mEme —5- EIRATE ) - ZERAIRE (API IKE (API Cap)) ;

[0203] B AHFAMBALR 2-B3-Fof -3-( kR 4-FHEE-FOHE)- RE -8
M -5- B GTE ) - ZERESI TR NEKE (SBKE)

[0204] & H MERH 39 BBK 2-B-FOE-I- (KRR -4-FEE-HFOHE)-R
H)- EEME -5- BLERLT AL ) ZERI A TR B 9K T R EE, 0

[0205] & MSEiE®] 40 B R K 2-3-F & - (KR4 FHEE-FD&E)-K
B ) e -5 FBLERLERL | - ZERYVKKFLF IR EE.

[0206] B FBEATIEE (£E 0. Sw/v % A EEEBERENTE 0. 0IN HCL HI/KMEEEN I+, pH A 2,
PE#RIE (pedal method),50rpm. 7& 37°C F#HAT L 60 S ¥h U, I 7E 15, 30, 45 01 60
SBhIEATIE B RAE . {F A HPLC X 25 R0AT 7 e

[0207]  sCEH) 41

[0208] A 9K F B B I ) &%

[0209] FEFERME (106 3, %46 1Q 800), BWZ B kelR (20mg, PVP K30) % H
f& (150mg) [KVR-& W@ 20 B F i . it iR amwin A BN E 50°CHIEMLER
SR, FOSTHEG] | RERIY (2-[3- FO R -3-( XA —4- HEE - B ) - JRE: -
M —5- FERRAEHEL |- 2R (42224 78) MUK EERR TR B AR b o ZESPRIRIE iR

FEARAFE 40°C o HIKLTE LG, AR KL T TIREK D EFENT 3% FridgAH 7 gk
tH, R EICAFFE VKA .

[0210]  FRGNAKRL T # B =8, AR B BHAT I T, 1B B S R E . BERE HIATRL (500mg)
Wit 20 B FEMBAT Tk, SREIANE| V- 1B 584, B FEAERMN 18 &), 7
FEEHMEE (T4mg) KIR-SWIET 20 B R0 FH AR V- IREH. KIREWIRELA 15 7
h. A (Gmg) @I 20 H F L, SNEMARI V-1BE 2. BREWREH S5 oof. 18
fElRsE (3 &) @it 20 BFEME M IEIMAR V- IRE8. BIREWRE 5 o8h. ZILR
RS WSR G HE L . ZIHIRAEA WA BE A VLR o, H R ], TR R & 600mg
FORERE 8 & 12 T 15 (kilopound) (kp) HIFr 7.

lo211]  sEhtf 42

[0212]  MEMEERAR R AT S BT A

[0218]  &Fh 100mg (] (2-[3- O -3- (R -4~ FEE -8 ) - IR ] - @k -5- 2
WikeE: ) - Z B OREIFIZESS 1 K, FI8E 11 R LB —FIRIEHE B EMEER. ATNE

23
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M3 REELTE 0. 5 /NI ZE 24 /NI 3 FREL, 4007, Higtsd (2-[3- & -3- (R —4- AH
FE - IRV ) - BREL ) EM —5- FEIRE AL ) - BRI, B LC-MS/MS VEISUERY ( N BT AR
HE ST YRR SRS % BRFEER AR 1 B ARHEVE ] 1. 00-1. 000ng/mL ;
IR
[0214]  ZERF 9Lt A2 R F 6 k17 -

[0215]  A. 10mg/mL {2-[3- FRC3 -3- (R ~4- PIAKE - IR OOHL ) - Rk ] - Bk —5- LR
Krdk } - LERAN 1 %68 B AR Y 10 BT KA M

[0216] B. &°F 100mg (2-[3-FF & -3- (R —4- A E - IR 4k ) - IREE ] - e -5- 3%
ikt ) - ZERPKIL TR EE,

[0217]  C. &A 100mg {2-[3- 2\ # -3- (R -4~ HE L -FF DL ) - IREE ] - ngnk -5
kT ) - ZBRBE TR R 9K RLF R

[0218] D. 545 100mg WO ALY {2-[3- & 3-( X 4-HEE - K E)- IR
e )-rEME -5- BEARAEL ) - ZERESIEP N NRE (SEKRE).

fo219]  EFH ISR LIRKIFIZ fEMER PRGN N %BHORT TR 7 H.

(0220] 3R 7. MIHREAZG B PPHIF R 100mg BIVEMEAR 9 S AEREME R PAESE | RFEE 11 REY

BN 1B
[0221]
N - Conx(ng/mby T ()
A 8870 0.667
B 6730 117
o 6657 0.833
D 2680 2.33

(0222] [ 5 Rt TIXEEZFGIFIA LR PENRE (AUC ).

[0223]  SEHEHI 43

[0224]  ZEARFRSEAAE b I HE B9 B B A

l0225] AR RAEFWHEENL 7 NERE 7 REFEMIFR A oL, BEYL, FFIRARIC, 4 M3 X
W A AR P (A, BRI CO) o AT U B ML IR AFE AL 1 /NI 2 24 /N ZRER I 404, gt 3

{(2-[3-F T -3- (R -4- NEE - T ) - RE ] - B -5- B | - ZRIKRE,
X R I8 -

[0226] FEMEB/KMBEZM T ZIAE WS T T FIHIF)

[0227]  A. 4X200mg (2-[3- A3 -3- (R -4~ TAEE - Ao Es ) - REE ] Mk -5- &
Mgt |~ ZERRE (Z%5)

[0228] B. {2-[3-F Ak -3- (R 4-WHIE - ) - IRE: ] - HEM -5- LR | - &
R ) B T IR 9N K RLF 1) 4 X 200mg BR B8

[0229] C. {2-[3-FF 23k -3- (xR ~4- N - 8L ) - PR 3E ] - e —5- FLIR et ) -
FR 4N ACHTIR Y 4 X 200mg FEZE .

[0230] HUFIA(BH) .

24
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(02311 fil57) A ROTBORLIR AT T Z1 B 7 il 2% -
[0232]

A % WIW Theor. wt (mg/§)
K 65.60 657.0

B RA, NP BN (MBS E PHIOL) 1150 1150

C(PREUE: (Avicel PH10T).Y

K AR 12.29 122.9
XEEBFTEHBRES, NF (AC-DI-SOL) 7.56 75.6
Ry LB 8 80, NF ' 2.37 23.7
BEXFTASSE B3 LV B4 (premivm) 0:59 5.9

A B B NIA NIA.

Ak, 200mg FERERH304.4 mg 100 1000

[0233] AREMFRHIH & BE U TR HRIEREY -
[0234]

BALE . 200me FERES/I044 mg

[0235]

4,94 49.4

5:00: 50.0

500 50.0

0.50 5.0

100 1000

[0236] /k}:ﬁxﬁ (PHBCRR B, K/ANR 0, REARIFEIFK, 06 23T ) #H 7W 180mg V& Hiﬁféﬁ?\
MR GE TR 4590, 200mg/360mg .

[0237]  #UF B( WEE 1RGP FRIKE ) -

[0238] EAH 10% M A B 9K F B IR A& YIRS & ansSEiE 6 2 iR, TRIFZ
{FH T HEAE SRR R

[0239]
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A %o Wiw: Theor. wt (mg/g)
BTy 10,0 9.0

s E s 1 09

K, USP . NIA, 89.9
[0240)  fF AISEHEB 38 BTV, X BTIR 40 A R F & I VR 3 17 55 55 1 18 LA T ARIRE 35 1R 1Y
gkbi T, HPHESEGIAE SR, LB EAR 90 8 (9% w/w) » BT E TR 4KHL
FEE 0. 47 BHITEMER S R T E. RFEETSESWE TR T (80.9% ) H5H#
A% (19. 1% ) JTERRJRISREY), UL EE 200mg A& 854 524mg ﬁéFFﬁﬁEI‘JJEQﬁ?EE'é\
Mo SRIGRLEE (BHASHSEE, R~F AA EL, KB ABHIH, 168 255 ) #IATE 524mg BIIEME AR S
KR IB VRS, 200mg/524mg .
[0241]  #ll57) CC A H YR FHITE )

[0242] & KNS B UKL FH SR 451 40 = B — R EE ] &, AN REIZ A E T 9K F B IE R

[0243]

AAr %o Wiw Theor. wt (mg/g)

PR TR, T0% K HA 44.8 448

FEFH (Tsomalt) (GalenIQ800) 212 212

Hem 30 300

R LML BE R (PVPK30) 4 40

SAKAT, 200mg/ 500mg 100 1000 _
[0244] FZHRTEHE (HXEE, K/ AA BL, REEAERH, 168 234 ) #EIEHFE 500mg HO 4N K KL F B
¥i, 200mg/500mg o
[0245]  HtE A HR.50) 8 B R )57 A M ER K 2 sh S HBUORF T # 8.
[0246] 3K 8. EEZINB P ORREG A G A ESINHIE) 12258 '
[0247]

*’Jﬁ’] Conax (ng/ mL) T juas (hr) AUCq. (ng*hr/mLy

B 5802 1.5 10347
' Te 5606 1.0 10231
[0248] HWeH 7 RET=ZHKEHNRER (59 AUC HI C,.0) -

26
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[0249]  sE)EMH 44

[0250] 2 BUKESRH BE P EZFETAR

[0251] 2 UM FRI% BE BN BORERIA (A, BRI C), FHREIE— A% s, BEFL, XUE
SEATYR, ZFIERF . SE A LT RIHIF -

[0252] A. £ | RE—FEWOMR 2-[3- o -3-(RR -4- HEE - FH)- IR
B)- mEM -5 ELAR IR 1 - 2B (1X200mg BEEE ), BE R LD ORFIER 2-[3- K T

R IK BID) (&%),

[0253] B. & | R CIARE 7 &K 800mg (2-(3- & -3-( kK -4-RWEAE-H
Y- RE)-nEme-5- BB ) - 288 (4 X 200mg IREE ) , B S5 B2 Wk L RSB R (2-[3-3F
O -3- (xR 4-FHEE - DH ) - IRE - 5 B E } - Z B 800mg (4 X 200mg
FIRRE ), BR—IK QD).

[0254] C. 7E55 | RECIUAR BB 5 B ) 800mg {(2-[3- 2 & -3-( R -4- AEE - S
Bo) - BRI ] - -5- FEBRE ) - ZER (41X 200mg IREE) , B /5 = £ R D RFIER {2-[3-3F
O3t -3- ( 3k —4- A - IR 3 ) - R - M —5- FLHi LAt ) - 282 800mg (4X 200mg
I EE ) , HRW X (BID) .

[0255] s F BA 5 & ) iR R 2 JE M ER (K T I BN 1 B HUORT TR 9.

lo256] %% 9.2 RUREFRE B R O ARAZ A 42 RIGREMNARB NESH

[0257]
&1 Cnnx (ng/MALY T max () AUCq34
(ng*hr/mL)
A 1047 1 3825
B 10802 1 16218
c 9794 R _ 29407
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ON 105050585 A Ww M B M & 4/7 7

e BATEGRA
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&pHHl\)ﬁ W/ 0. 3%SLS, 50rpm*

31



Pg 32

FTENID?646487

5/7

A H M A

T

105060685 A

CN

TRRBITSEN dF

A

5

32



FIENID?7646487 P 33

CN 105050585 A i BB B M E 6/7 ;|

& 6

33



Pg 34

FIEND?646487

Dci

/7

Mt @&

R B

33

CN 108050685 A

K7

34





