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TITLE OF THE INVENTION

PHARMACEUTICAL FORMULATION CONTAINING THIENOTRIAZOLODIAZEPINE
COMPOUNDS

CROSS-REFERENCE TO RELATED APPLICATIONS
[0001] This application claims the benefit of U.S. Provisional Application Serial No. 61/707,465,
filed September 28, 2012, U.S. Provisional Application Serial No. 61/782,882, filed March 14, 2013
and U.S. Provisional Application Serial No. 61/831,811, filed June 6, 2013, all of which are

incorporated herein by reference in their entirety.

FIELD OF INVENTION
[0002] The present disclosure describes solid dispersions of thienotriazolodiazepine compounds

which have improved solubility and bioavailability.

BACKGROUND OF THE INVENTION

[0003] The compound of Formula (1), described herein below, has been shown to inhibit the
binding of acetylated histone H4 to the tandem bromodomain (BRD)-containing family of
transcriptional regulators known as the BET (bromodomains and extraterminal) proteins, which
include BRD2, BRD3, and BRD4. See U.S. Patent Application Publication No. 2010/0286127 A1,
which is incorporated herein by reference in its entirety. The BET proteins have emerged as major
epigenetic regulators of proliferation and differentiation and also have been associated with
predisposition to dyslipidemia or improper regulation of adipogenesis, elevated inflammatory profile
and risk for cardiovascular disease and type 2 diabetes, and increased susceptibility to autoimmine
discases such as rheumatoid arthritis and systemic lupus erythematosus as reported by Denis, G.V.
“Bromodomain coactivators in cancer, obesity, type 2 diabetes, and inflammation,” Discov Med
2010; 10:489-499, which is incorporated herein by reference in its entirety. Accordingly, the
compound of formula (IT) may be uscful for treatment of various cancers, cardiovascular discase,
type 2 diabetes, and autoimmune disorders such as rheumatoid arthritis and systemic lupus
erythematosus.

[0004] The thienotriazolodiazepine compound of Formula (1), described herein below, presents
highly specific difficulties in relation to administration generally and the preparation of galenic

compositions in particular, including the particular problems of drug bioavailability and variability
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in inter- and intra-patient dose response, necessitating development of a non-conventional dosage
form with respect to the practically water-insoluble properties of the thienotriazolodiazepine.
[0005] Previously, it had been found that thienotriazolodiazepine compound of Formula (1) could
be formulated with the carrier ethyl acrylate-methyl methacrylate-trimethylammonioethyl
methacrylate chloride copolymer (Eudragit RS, manufactured by Rohm) to provide an oral
formulation that preferentially released the pharmaceutical ingredient in the lower intestine for
treatment of inflammatory bowel diseases such as ulcerative colitis and Crohn’s disease as reported
in U.S. Patent Application Publication No. 20090012064 A1, which is incorporated herein by
reference in its entirety. Through various experiments including animal tests, it was found that that
for inflammatory bowel diseases, the thienotriazolodiazepine compound of Formula (1) release in a
lesion and a direct action thereof on the inflammatory lesion were more important than the
absorption of thienotriazolodiazepine compound of Formula (1) into circulation from the
gastrointestinal tract. However, for many other disease conditions high absorption of
thienotriazolodiazepine compound of Formula (1) into the circulation from gastrointestinal tract is
required. Accordingly, a need exists for formulations of thienotriazolodiazepine compound of
Formula (1) that can provide high absorption of thienotriazolodiazepine compound of Formula (1)

into the circulation from gastrointestinal tract.

BRIEF SUMMARY OF THE INVENTION

[0006] In one embodiment, the present disclosure provides for a solid dispersion comprising an

amorphous thienotriazolodiazepine compound of the Formula (1)

3

R4

wherein X is a halogen, R'is C;-Cy alkyl, R?is C;-Cy alkyl, a is an integer of 1-4, R’ is C;-Cy alkyl,
C;-C4 hydroxyalkyl, C;-C,4 alkoxy, phenyl optionally having substituent(s), or heteroaryl optionally
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having substituent(s), a pharmaceutically acceptable salt thereof or a hydrate thercof; and a
pharmaceutically acceptable polymer.

In one embodiment, Formula (1) is selected from the group consisting of: (i) (S)-2-[4-(4-
chlorophenyl)-2,3,9-trimethyl-6H-thieno[3,2-f][1,2,4]triazolo- [4,3-a][ | ,4]diazepin-6-yl]-N-(4-
hydroxyphenyl)acetamide or a dihydrate thereof, (ii) methyl (S)-{4-(3'-cyanobiphenyl-4-yl)-2,3,9-
trimethyl-6H-thieno[3,2-f][1,2,4]tri- azolo[4,3-a][1,4]diazepin-6-yl} acetate, (iii) methyl (S)-{2,3,9-
trimethyl-4-(4-phenylaminophenyl)-6H-thieno[3,2-f][ 1,2,4]triaz- olo[4,3-a][1,4]diazepin-6-
yl}acetate; and (iv) methyl (S)-{2,3,9-trimethyl-4-[4-(3-phenylpropionylamino)phenyl]-6H-
thieno[3,2-f- ][1,2,4]triazolo[4,3-a][ | ,4]diazepin-6-yl}acetate. In one such embodiment, Formula
(1) is (S)-2-[4-(4-chlorophenyl)-2,3,9-trimethyl-6H-thieno[3,2-f][1,2,- 4]triazolo[4,3-
a][1,4]diazepin-6-yl]-N-(4-hydroxyphenyl)acetamide.

[0007] In some embodiments, the pharmaceutically acceptable polymer is
hydroxypropylmethylcellulose acetate succinate. In some such embodiments, the solid dispersion
has a thienotriazolodiazepine compound to hydroxypropylmethylcellulose acetate succinate
(HPMCAS), weight ratio of 1:3 to 1:1. In some such embodiments, the solid dispersion exhibits a
single glass transition temperature (Tg) inflection point ranging from about 130 °C to about 140 °C.
In some such embodiments, a concentration of the thienotriazolodiazepine compound after exposure
to the relative humidity of 75 % at 40 °C for at least one month is at least 90 % of the concentration
the amorphous thienotriazolodiazepine compound prior to such exposure.

[0008] In other embodiments, the pharmaceutically acceptable polymer is PVP. In some such
embodiments, the solid dispersion has a thienotriazolodiazepine compound to PVP weight ratio of
1:3to 1:1. Insome such embodiments, the solid dispersion exhibits a single glass transition
temperature (Tg) inflection point ranging from about 175 °C to about 185 °C. In some such
embodiments, a concentration of the thienotriazolodiazepine compound after exposure to the relative
humidity of 75 % at 40 °C for at lcast one month is at least 90 % of the concentration the
amorphous thienotriazolodiazepine compound prior to such exposure.

[0009] In another embodiment, the solid dispersion is obtained by spray drying.

[0010] In another embodiment, the solid dispersion exhibits an X-ray powder diffraction pattern
substantially free of diffraction lines associated with crystalline thienotriazolodiazepine compound
of Formula (1).

[0011] In yet another embodiment, the solid dispersion provides an area under the curve (AUC)

value that is at least 0.5 times that of a corresponding AUC value provided by a control composition
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administered intravenously, wherein the control composition comprises an equivalent quantity of a
crystalline thienotriazolodiazepine compound of Formula (1).

[0012] In still yet another embodiment, the solid dispersion provides a concentration, of the
amorphous thienotriazolodiazepine compound, in an aqueous in vitro test medium at pH between
5.0 to 7.0, of at least 5-fold greater than a concentration of a crystalline thienotriazolodiazepine
compound of Formula (1) without polymer, in a control in vitro test medium at pH between 5.0 to
7.0 test medium.

[0013] In yet another embodiment, a concentration of the amorphous thienotriazolodiazepine
compound, from the solid dispersion, in an aqueous in vitro test medium having a pH of 1.0 to 2.0,
is at least 50% higher than a concentration of a crystalline thienotriazolodiazepine compound of
Formula (1) without polymer in an in vitro test medium having a pH between 5.0 and 7.0.

[0014] In one embodiment, the concentration of the amorphous thienotriazolodiazepine
compound, is at least 50% higher compared to a concentration of thienotriazolodiazepine compound
of Formula (1), from a solid dispersion of thienotriazolodiazepine compound of the Formula (1) and
a pharmaceutically acceptable polymer selected from the group consisting of: hypromellose
phthalate and ethyl acrylate-methyl methacrylate-trimethylammonioethyl methacrylate chloride
copolymer, wherein ecach solid dispersion was placed in an aqueous in vitro test medium having a
pH of 1.0 to 2.0.

[0015] In onec embodiment, the concentration of the amorphous thienotriazolodiazepine compound
of Formula (1), is at least 50% higher compared to a concentration of thienotriazolodiazepine
compound of Formula (1), from a solid dispersion of thienotriazolodiazepine compound of the
Formula (1) and a pharmaceutically acceptable polymer sclected from the group consisting of:
hypromellose phthalate and ethyl acrylate-methyl methacrylate-trimethylammonioethyl
methacrylate chloride copolymer, wherein cach solid dispersion was placed in an aqueous in vitro
test medium having a pH of 1.0 to 2.0.

[0016] The present disclosure further provides for a pharmaceutical formulation comprising a
spray dried solid dispersion, as described herein, and one or more pharmaceutically acceptable
excipients selected from the group consisting of: lactose monohydrate; microcrystalline cellulose;
croscarmellose sodium; colloidal silicon dioxide; magnesium stearate; and combinations thereof. In
some embodiments, the pharmaceutical formulation has a bulk density ranging from 0.55 g/cc to
0.60 g/cc. In some embodiments, the pharmaccutical formation may be a pharmaceutical capsule.

In some embodiments, the pharmaceutical formation may be a pharmaceutical tablet.
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[0017] The present disclosure further provides for a pharmaceutical formulation comprising 10-15
wt. % of a spray dried solid dispersion, as described herein, and hydroxypropylmethylcellulose
acctate succinate (HPMCAS), wherein the thienotriazolodiazepine compound is amorphous in the
dispersion and has a thienotriazolodiazepine compound to hydroxypropylmethylcellulose acetate
succinate (HPMCAS), weight ratio of 1:3 to 1:1; 45 -50 wt. % of lactose monohydrate; 35-40 wt. %
of microcrystalline cellulose; 4-6 wt. % of croscarmellose sodium; 0.8-1.5 wt. % of colloidal silicon

dioxide; and 0.8-1.5 wt. % of magnesium stearate.
BRIEF DESCRIPTION OF THE DRAWINGS

[0018] The foregoing summary, as well as the following detailed description of embodiments of
the pharmaceutical compositions including thienotriazolodiazepine formulations and methods of the
present invention, will be better understood when read in conjunction with the appended drawings of
exemplary embodiments. It should be understood, however, that the invention is not limited to the

precise arrangements and instrumentalities shown.

[0019] In the drawings:

[0020] Figure 1A illustrates dissolution profile of a comparator formulation comprising a solid
dispersion comprising 25% compound (1-1) and Eudragit L100-55;

[0021] Figure 1B illustrates dissolution profile of a comparator formulation comprising a solid
dispersion comprising 50% compound (1-1) and Eudragit L100-55;

[0022] Figure 1C illustrates dissolution profile of an exemplary formulation comprising a solid
dispersion comprising 25% compound (1-1) and polyvinylpyrrolidone (PVP);

[0023] Figure 1D illustrates dissolution profile of an exemplary formulation comprising a solid
dispersion comprising 50% compound (1-1) and PVP;

[0024] Figure IE illustrates dissolution profile of an exemplary formulation comprising a solid
dispersion comprising 25% compound (1-1) and PVP-vinyl acetate (PVP-VA);

[0025]  Figure IF illustrates dissolution profile of an exemplary formulation comprising a solid
dispersion comprising 50% compound (1-1) and PVP-VA;

[0026] Figure 1G illustrates dissolution profile of an exemplary formulation comprising a solid
dispersion comprising 25% compound (1-1) and hypromellose acetate succinate (HPMCAS-M);
[0027] Figure 1H illustrates dissolution profile of an exemplary formulation comprising a solid

dispersion comprising 50% compound (1-1) and HPMCAS-M,;
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[0028] Figure 11 illustrates dissolution profile of an exemplary formulation comprising a solid
dispersion comprising 25% compound (1-1) and hypromellose phthalate (HPMCP-HPS55);

[0029] Figure 1] illustrates dissolution profile of an exemplary formulation comprising a solid
dispersion comprising 50% compound (1-1) and HMCP-HP55;

[0030] Figure 2A illustrates results of in vivo screening of an exemplary formulation comprising a
solid dispersion of 25% compound (1-1) and PVP;

[0031] Figure 2B illustrates results of an in vivo screening of an exemplary formulation
comprising a solid dispersion of 25% compound (1-1) and HPMCAS-M,;

[0032] Figure 2C illustrates results of an in vivo screening of an exemplary formulation
comprising a solid dispersion of 50% compound (1-1) and HPMCAS-M,;

[0033] Figure 3 illustrates powder X-ray diffraction profiles of solid dispersions of compound (1-
1);

[0034] Figure 4A illustrates modified differential scanning calorimetry trace for a solid dispersion
of 25% compound (1-1) and PVP equilibrated under ambient conditions;

[0035] Figure 4B illustrates modified differential scanning calorimetry trace for a solid dispersion
of 25% compound (1-1) and HPMCAS-M equilibrated under ambient conditions;

[0036] Figure 4C illustrates modified differential scanning calorimetry trace for a solid dispersion
of 50% compound (1-1) and HPMCAS-M equilibrated under ambient conditions;

[0037] Figure 5 illustrates plot of glass transition temperature (Tg) versus relative hunidity (RH)
for solid dispersions of 25% compound (1-1) and PVP or HMPCAS-M and 50% compound (1-1)
and HPMCAS-MG;

[0038] Figure 6 illustrates modified differential scanning calorimetry trace for a solid dispersion
of 25% compound (1-1) and PVP equilibrated under 75% relative humidity;

[0039] Figure 7 illustrates plasma concentration versus time curves for Compound (1-1) after 1
mg/kg intravenous dosing (solid rectangles) and 3 mg/kg oral dosing as 25% Compound (1-1):PVP
(open circles), 25% Compound (1-1):HPMCAS-MG (open triangles), and 50% Compound (1-
1):HPMCAS-MG (open inverted triangles). The inset depicts the same data plotted on a
semilogarithmic scale;

[0040] Figure 8 illustrates plasma concentration versus time curves for Compound (1-1) after 3
mg/kg oral dosing as 25% Compound (1-1):PVP (open circles), 25% Compound (1-1):HPMCAS-
MG (open triangles), and 50% Compound (1-1):HPMCAS-MG (open inverted triangles). The inset

depicts the same data plotted on a semi-logarithmic scale;
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[0041] Figure 9 illustrates a powder X-ray diffraction profile of solid dispersions of compound (1-
1) in HPMCAS-MG at time zero of a stability test;

[0042] Figure 10 illustrates a powder X-ray diffraction profile of solid dispersions of compound
(1-1) in HPMCAS-MG after 1 month at 40 °C and 75 % relative humidity;

[0043] Figure 11 illustrates a powder X-ray diffraction profile of solid dispersions of compound
(1-1) in HPMCAS-MG after 2 months at 40 °C and 75 % relative humidity; and

[0044] Figure 12 illustrates a powder X-ray diffraction profile of solid dispersions of compound
(1-1) in HPMCAS-MG after 3 month at 40 °C and 75 % relative humidity.

DETAILED DESCRIPTION OF THE INVENTION

[0045] The present subject matter will now be described more fully hereinafter with reference to
the accompanying Figures and Examples, in which representative embodiments are shown. The
present subject matter can, however, be embodied in different forms and should not be construed as
limited to the embodiments set forth herein. Rather, these embodiments are provided to describe
and enable one of skill in the art. Unless otherwise defined, all technical and scientific terms used
herein have the same meaning as commonly understood by one of ordinary skill in the art to which
the subject matter pertains. All publications, patent applications, patents, and other references

mentioned herein are incorporated by reference in their entireties.
L. Definitions:

[0046] The term “alkyl group” as used herein refers to a saturated straight or branched
hydrocarbon.

[0047] The term “substituted alkyl group” refers to an alkyl moiety having one or more
substituents replacing a hydrogen or one or more carbons of the hydrocarbon backbone.

[0048] The term “alkenyl group” whether used alone or as part of a substituent group, for
example, “Cj_4alkenyl(aryl),” refers to a partially unsaturated branched or straight chain monovalent
hydrocarbon radical having at least one carbon—carbon double bond, whereby the double bond is
derived by the removal of one hydrogen atom from each of two adjacent carbon atoms of a parent
alkyl molecule and the radical is derived by the removal of one hydrogen atom from a single carbon
atom. Atoms may be oriented about the double bond in cither the cis (Z) or trans (E) conformation.
Typical alkenyl radicals include, but are not limited to, ethenyl, propenyl, allyl(2-propenyl), butenyl
and the like. Examples include C,salkenyl or C,4alkenyl groups.

DB1/75949565.1
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[0049] The term “Cjx” (wWhere j and & are integers referring to a designated number of carbon
atoms) refers to an alkyl, alkenyl, alkynyl, alkoxy or cycloalkyl radical or to the alkyl portion of a
radical in which alkyl appears as the prefix root containing from j to k carbon atoms inclusive. For
example, C(;_4) denotes a radical containing 1, 2, 3 or 4 carbon atoms.

[0050] The terms “halo” or “halogen” as used herein refer to F, CI, Br, or 1.

[0051] The term “pharmaceutically acceptable salts” is art-recognized and refers to the relatively
non-toxic, inorganic and organic acid addition salts, or inorganic or organic base addition salts of
compounds, including, for example, those contained in compositions of the present invention.
[0052] The term “solid dispersion” as used herein refers to a group of solid products consisting of
at least two different components, generally a hydrophilic carrier and a hydrophobic drug (active
ingredient).

[0053] The term “chiral” is art-recognized and refers to molecules That have the property of non-
superimposability of the mirror image partner, while the term “achiral” refers to molecules which
are superimposable on their mirror image partner. A “prochiral molecule” is a molecule that has the

potential to be converted to a chiral molecule in a particular process.

[0054] The symbol “====== ” is used to denote a bond that may be a single, a double or a triple
bond.

[0055] The term “cnantiomer” as it used herein, and structural formulas depicting an enantiomer
are meant to include the “pure” enantiomer free from its optical isomer as well as mixtures of the
enantiomer and its optical isomer in which the enantiomer is present in an enantiomeric excess, ¢.g.,
at least 10%, 25%, 50%, 75%, 90%., 95%, 98%, or 99% enantiomeric excess.

[0056] The term “stercoisomers” when used herein consist of all geometric isomers, enantiomers
or diastercomers. The present invention encompasses various stercoisomers of these compounds
and mixtures thereof. Conformational isomers and rotamers of disclosed compounds are also
contemplated.

[0057] The term “stercoselective synthesis™ as it is used herein denotes a chemical or enzymatic
reaction in which a single reactant forms an unequal mixture of stercoisomers during the creation of
a new stereocenter or during the transformation of a pre-existing one, and are well known in the art.
Stercosclective syntheses encompass both enantioselective and diastercoselective transformations.
For examples, see Carreira, E. M. and Kvaerno, L., Classics in Stereoselective Synthesis, Wiley-
VCH: Weinheim, 2009.

[0058] The term “spray drying” refers to processes which involve the atomization of the feed
suspension or solution into small droplets and rapidly removing solvent from the mixture in a
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processor chamber where there is a strong driving force for the evaporation (e.g., hot dry gas or

partial vacuum or combinations thereof).

[0059] The term “therapeutically effective amount” as used herein refers to any amount of a
thienotriazolodiazepine of the present invention or any other pharmaceutically active agent which,
as compared to a corresponding a patient who has not received such an amount of the
thienotriazolodiazepine or the other pharmaceutically active agent, results in improved treatment,
healing, prevention, or amelioration of a discase, disorder, or side effect, or a decrease in the rate of

advancement of a disease or disorder.
[0060] The term “about” means +/- 10%.

[0061] Throughout this application and in the claims that follow, unless the context requires
otherwise, the word “comprise”, or variations such as “comprises” or “comprising”, should be
understood to imply the inclusion of a stated integer step or group of integers or steps but not the

exclusion of any other integer or step or group of integers or steps.

[0062] It has now been found that thienotriazolodiazepine compound of Formula (1), described
herein below, can be formulated as a solid dispersion with pharmaceutically acceptable polymers, to
provide an oral formulation that provides high absorption of the pharmaceutical ingredient into the
circulation from the gastrointestinal tract. In one embodiment, the pharmaceutically acceptable
polymer is hypromellose acetate succinate (also called hydroxypropylmethylcellulose acetate
succinate or HPMCAS). In one embodiment, the pharmaceutically acceptable polymer is
polyvinylpyrrolidone (PVP).

[0063] In some embodiments, the hydroxypropylmethyl cellulose acetate succinates (HPMCAS),
may include M grade having 9% acetyl/11% succinoyl (e.g., HPMCAS having a mean particle size
of 5 um (i.e., HPMCAS-MF, fine powder grade) or having a mean particle size of | mm (i.c.,
HPMCAS-MG, granular grade)), H grade having 12% acetyl/6% succinoyl (e.g., HPMCAS having
a mean particle size of 5 um (i.e., HPMCAS-HF, fine powder grade) or having a mean particle size
of 1 mm (i.e., HPMCAS-HG, granular grade)), and L grade having 8% acetyl/15% succinoyl (e.g.,
HPMCAS having a mean particle size of 5 um (i.e., HPMCAS-LF, fine powder grade) or having a
mean particle size of | mm (i.c., HPMCAS-LG, granular grade).

[0064] In some embodiments, the polyvinyl pyrrolidones may have molecular weights of about

2,500 (Kollidon ®12 PF, weight-average molecular weight between 2,000 to 3,000), about 9,000

DB1/75949565.1



10

15

20

WO 2014/068402 PCT/IB2013/003026

(Kollidon® 17 PF, weight-average molecular weight between 7,000 to 11,000), about 25,000
(Kollidon® 25, weight-average molecular weight between 28,000 to 34,000), about 50,000
(Kollidon® 30, weight-average molecular weight between 44,000 to 54,000), and about 1,250,000
(Kollidon® 90 or Kollidon® 90F, weight-average molecular weight between 1,000,000 to
1,500,000).

II. Thienotriazolodiazepine Compounds:

[0065] In one embodiment, the thienotriazolodiazepine compounds, used in the formulations of

the present invention, are represented by Formula (1):

\ (1)

[0066] wherein

R' is alkyl having a carbon number of 1-4, R is a hydrogen atom; a halogen atom; or alkyl having a
carbon number of 1-4 optionally substituted by a halogen atom or a hydroxyl group, R’ is a halogen
atom; phenyl optionally substituted by a halogen atom, alkyl having a carbon number of 1-4, alkoxy
having a carbon number of 1-4 or cyano; —NR’—(CH,),,—R°® wherein R’ is a hydrogen atom or
alkyl having a carbon number of 1-4, m is an integer of 0-4, and R® is phenyl or pyridyl optionally
substituted by a halogen atom; or -NR’—CO—(CH,),—R® wherein R’ is a hydrogen atom or alkyl
having a carbon number of 1-4, n is an integer of 0-2, and R® is phenyl or pyridyl optionally
substituted by a halogen atom, and R* is —(CH,).—CO—NH—R’ wherein a is an integer of 1-4, and
R’ is alkyl having a carbon number of 1-4; hydroxyalkyl having a carbon number of 1-4; alkoxy
having a carbon number of 1-4; or phenyl or pyridyl optionally substituted by alkyl having a carbon
number of 1-4, alkoxy having a carbon number of 1-4, amino or a hydroxyl group or
—(CH,),—COOR " wherein b is an integer of 1-4, and R' is alkyl having a carbon number of 1-4,
including any salts, isomers, enantiomers, racemates, hydrates, solvates, metabolites, and

polymorphs thereof.
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[0067] In one embodiment, a suitable alkyl group includes linear or branched akyl radicals
including from 1 carbon atom up to 4 carbon atoms. In one embodiment, a suitable alkyl group
includes linear or branched akyl radicals including from 1 carbon atom up to 3 carbon atoms. In one
embodiment, a suitable alkyl group includes linear or branched akyl radicals include from 1 carbon
atom up to 2 carbon atoms. In one embodiment, exemplary alkyl radicals include, but are not
limited to, methyl, ethyl, propyl, isopropyl, n-butyl, isobutyl, sec-butyl, tert-butyl. In one
embodiment, exemplary alkyl groups include, but are not limited to, methyl, ethyl, propyl,
isopropyl, 2-methyl-1-propyl, and 2-methyl-2-propyl.

[0068] In some embodiments, the present invention provides pharmaceutically acceptable salts,
solvates, including hydrates, and isotopically-labeled forms of the thienotriazolodiazepine
compounds described herein. In one embodiment, pharmaceutically acceptable salts of the
thienotriazolodiazepine compounds include acid addition salts formed with inorganic acids. In one
embodiment, pharmaceutically acceptable inorganic acid addition salts of the
thienotriazolodiazepine include salts of hydrochloric, hydrobromic, hydroiodic, phosphoric,
metaphosphoric, nitric and sulfuric acids. In one embodiment, pharmaceutically acceptable salts of
the thienotriazolodiazepine compounds include acid addition salts formed with organic acids. In one
embodiment, pharmacecutically acceptable organic acid addition salts of the thienotriazolodiazepine
include salts of tartaric, acetic, trifluoroacetic, citric, malic, lactic, fumaric, benzoic, formic,
propionic, glycolic, gluconic, maleic, succinic, camphorsulfuric, isothionic, mucic, gentisic,
isonicotinic, saccharic, glucuronic, furoic, glutamic, ascorbic, anthranilic, salicylic, phenylacetic,
mandelic, embonic (pamoic), methanesulfonic, ethanesulfonic, pantothenic, stearic, sulfinilic,
alginic, galacturonic and arylsulfonic, for example benzenesulfonic and 4-methyl benzenesulfonic
acids.

[0069] The present invention provides pharmaceutically acceptable isotopically-labeled forms of
the thienotriazolodiazepine compounds, described herein, wherein one or more atoms are replaced
by atoms having the same atomic number, but an atomic mass or mass number different from the
atomic mass or mass number usually found in nature. Examples of isotopes suitable for inclusion in
the thienotriazolodiazepine compounds include isotopes of hydrogen, e.g., ”H and *H, carbon, ¢.g.,
e, BC and M, chlorine, c.g., 36Cl, fluorine, c.g., BE jodine, e.g., 123 and 171, nitrogen, ¢.g., BN
and °N, oxygen, ¢.g., 50,70 and *0, and sulfur, c.g., g, Isotopically-labeled forms of the
thienotriazolodiazepine compounds generally can be prepared by conventional techniques known to

those skilled in the art.
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[0070] Certain isotopically-labeled forms of the compound of Formula (1), for example those
incorporating a radioactive isotope, are useful in drug and/or substrate tissue distribution studies.
The radioactive isotopes tritium ('H) and carbon-14 (**C) are particularly useful for this purpose in
view of their ease of incorporation and ready means of detection. Substitution with heavier isotopes
such as deuterium (*H) may afford certain therapeutic advantages that result from greater metabolic
stability, for example increased in vivo half-life or reduced dosage requirements, and hence may be
preferred in some circumstances. Substitution with positron emitting isotopes, such as e, B, 10,
and N can be used in Positron Emission Tomography (PET) studies for examining substrate
receptor occupancy.

[0071] In some embodiments, the thienotriazolodiazepine compounds disclosed herein can exist
in solvated as well as unsolvated forms with pharmaceutically acceptable solvents. It will be
understood by those skilled-in the art that a solvate is a complex of variable stoichiometry formed by
a solute (in this case, the thienotriazolodiazepine compounds described herein) and a solvent. It is
preferred that such solvents not interfere with the biological activity of the solute (the
thienotriazolodiazepine compounds). Examples of suitable solvents for solvate formation include,
but are not limited to, water, methanol, dimethyl sulfoxide, ethanol and acetic acid. Suitably the
solvent used is a pharmaceutically acceptable solvent. Suitably the solvent used is water. In one
embodiment, pharmacecutically acceptable solvates of the thienotriazolodiazepine compounds,
described herein, include ethanol solvate, a isopropanol solvate, a dioxolane solvate, a
tetrahydrofuran solvate, a dimethyl sulfoxide solvate, tert-butanol solvate, 2-butanol solvate,
dioxolane solvate, 1,3-Dimethyl-3,4,5,6-tetrahydro-2(1H)-pyrimidinone (“DMPU”) solvate, 1,3-
dimethylimidazolidinone (“DMI”) solvate, and 1,3-dimethylimidazolidinone (“DMP”) solvate, or
mixtures thereof.

[0072] In some embodiments, the thienotriazolodiazepine compounds, described herein, may
contain one or more chiral centers and/or double bonds and, therefore, may exist as geometric
isomers, enantiomers or diastercomers. The enantiomer and diastercomers of the
thienotriazolodiazepine compounds may be designated in accordance with the Cahn—Ingold—Prelog
convention, which assigns an “R” or “S” descriptor to each stereocenter (also sometimes referred to
as a chiral center) and an E or Z descriptor to ecach carbon-carbon double bond (to designate
geometric isomers) so that the configuration of the entire molecule can be specified uniquely by
including the descriptors in its systematic name.

[0073] In some embodiments, the thienotriazolodiazepine compounds, described herein, may

exist as a racemic mixture, or racemate, which includes equal amounts of left- and right-handed
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enantiomers of a chiral molecule. Such a racemic mixture may be denoted by the prefix (£)- or dl-,
indicating an equal (1:1) mixture of dextro and levo isomers. Also, the prefix rac- (or racem-) or the
symbols RS and SR may be used to designate the racemic mixture.

[0074] Geometric isomers, resulting from the arrangement of substituents around a carbon-carbon

double bond or arrangement of substituents around a cycloalkyl or heterocyclic ring, can also exist

in the compounds of the present invention. In some embodiments, the symbol ====== may be used
to denote a bond that may be a single, double or triple bond. Substituents around a carbon-carbon
double bond are designated as being in the “Z” or “E” configuration wherein the terms “Z” and “E”
are used in accordance with IUPAC standards. Unless otherwise specified, structures depicting
double bonds encompass both the “£ " and “Z” isomers. Substituents around a carbon-carbon
double bond alternatively can be referred to as “cis™ or “trans,” where “cis” represents substituents
on the same side of the double bond and “trans” represents substituents on opposite sides of the
double bond. The arrangement of substituents around a carbocyclic ring can also be designated as
“cis” or “trans.” The term “cis” represents substituents on the same side of the plane of the ring and
the term “trans” represents substituents on opposite sides of the plane of the ring. Mixtures of
compounds wherein the substituents are disposed on both the same and opposite sides of a plane of a
ring are designated “cis/trans” or “Z/E.”

[0075] In some embodiments, thienotriazolodiazepine compounds disclosed herein may exist in
single or multiple crystalline forms or polymorphs. In one embodiment, a thienotriazolodiazepine
compound disclosed herein comprises an amorphous form thereof. In one embodiment, a
thienotriazolodiazepine compound disclosed herein comprises a single polymorph thereof. In
another embodiment, a thienotriazolodiazepine compound disclosed herein comprises a mixture of
polymorphs thereof. In another embodiment, the compound is in a crystalline form.

[0076] In some embodiments, thienotriazolodiazepine compounds disclosed herein may exist as a
single enantiomers or in enatiomerically enriched forms. In one embodiment, a
thienotriazolodiazepine compound disclosed herein exists in an entiomeric excess of more than
80%. In one embodiment, a thienotriazolodiazepine compound disclosed herein exists in an
entiomeric excess of more than 90%. In one embodiment, a thienotriazolodiazepine compound
disclosed herein exists in an entiomeric excess of more than 98%. In one embodiment, a
thienotriazolodiazepine compound disclosed herein exists in an entiomeric excess of more than
99%. In some embodiments, a thienotriazolodiazepine compound disclosed herein exists in an
entiomeric excess selected from the group consisting of at least 10%, at least 25%, at least 50%, at

least 75%, at least 90%, at lecast 95%, at least 98%, at least and at least 99% enantiomeric excess.
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[0077] For a pair of enantiomers, enantiomeric excess (e¢) of enantiomer E/ in relation to
enantiomer £2 can be calculated using the following equation eq. (1):
(E1 — E2)x100%

0 . . —
Yo enantiomeric excess of E1 (El n EZ) eq. (1)

Relative amounts of E/ and E2 can be determined by chiral high performance liquid
chromatography (HPLC ), nuclear magnetic resonance (NMR) or any other suitable methods. In

5  some embodiments, purity of an entiormeric compound may refer to the amount of the enantiomers
El and E2, relative to the amount of other materials, which may notably include by-products and/or
unreacted reactants or reagents.
[0078] Insome embodiments, thienotriazolodiazepine compounds of Formula (1) include, but are
not limited to, the thienotriazolodiazepine compounds (1-1) to (1-18), which are listed in the

10 following Table A.

[0079] Table A: Exemplary compounds which may be used in the formulations described herein:
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[0082] Insome embodiments, thienotriazolodiazepine compounds of Formula (1) include (i) (S)-
2-[4-(4-chlorophenyl)-2,3,9-trimethyl-6H-thieno[ 3,2-f][ 1,2,4 ]triazolo- [4,3-a][,4]diazepin-6-yl]-N-
(4-hydroxyphenyl)acetamide or a dihydrate thereof, (ii) methyl (S)-{4-(3'-cyanobiphenyl-4-yl)-
2,3,9-trimethyl-6H-thieno[3,2-f][ 1,2,4]tri- azolo[4,3-a][1,4]diazepin-6-yl} acctate, (ii1) methyl (S)-
{2,3,9-trimethyl-4-(4-phenylaminophenyl)-6H-thieno[3,2-f][ 1,2 ,4]triaz- olo[4,3-a][1,4]diazepin-6-
yl}acetate; and (iv) methyl (S)-{2,3,9-trimethyl-4-[4-(3-phenylpropionylamino)phenyl]-6H-
thieno[3,2-f- ][1,2,4]triazolo[4,3-a][ | ,4]diazepin-6-yl}acetate.

[0083] Insome embodiments, thienotriazolodiazepine compounds of Formula (1) include (S)-2-
[4-(4-chlorophenyl)-2,3,9-trimethyl-6H-thieno[3,2-f][ 1,2,- 4]triazolo[4,3-a][1,4]diazepin-6-y1]-N-(4-
hydroxyphenyl)acetamide.

I11. Formulations:

[0084] The compound of Formula (1) presents highly specific difficulties in relation to
administration generally and the preparation of galenic compositions in particular, including the
particular problems of drug bioavailability and variability in inter- and intra-patient dose response,
necessitating development of a non-conventional dosage form with respect to the practically water-
insoluble properties of the compound.

[0085] Previously, it had been found that the compound of Formula (1) could be formulated as a
solid dispersion with the carrier ethyl acrylate-methyl methacrylate-trimethylammonioethyl
methacrylate chloride copolymer (Eudragit RS, manufactured by Rohm) to provide an oral
formulation that preferentially released the pharmaceutical ingredient in the lower intestine for
treatment of inflammatory bowel diseases such as ulcerative colitis and Crohn’s disease (US Patent
Application 20090012064 A1, published Jan 8, 2009). It was found, through various experiments,
including animal tests, that in inflammatory bowel diseases drug release in a lesion and a direct
action thereof on the inflammatory lesion were more important than the absorption of the drug into
circulation from the gastrointestinal tract.

[0086] It has now been unexpectedly found that thienotriazolodiazepine compounds, according to
Formula (1), pharmaceutically acceptable salts, solvates, including hydrates, racemates, enantiomers
isomers, and isotopically-labeled forms thereof, can be formulated as a solid dispersion with
pharmaceutically acceptable polymers to provide an oral formulation that provides high absorption
of the pharmaceutical ingredient into the circulation from the gastrointestinal tract for treatment of

diseases other than inflammatory bowel diseases. Studies in both dogs and humans have confirmed
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high oral bioavailability of these solid dispersions compared with the Eudragit solid dispersion
formulation previously developed for the treatment of inflammatory bowel discase.

[0087]  Solid dispersions are a strategy to improve the oral bioavailability of poorly water soluble
drugs.

[0088] The term “solid dispersion” as used herein refers to a group of solid products including at
least two different components, generally a hydrophilic carrier and a hydrophobic drug, the
thienotriazolodiazepine compounds, according to Formula (1). Based on the drug’s molecular
arrangement within the dispersion, six different types of solid dispersions can be distinguished.
Commonly, solid dispersions are classified as simple cutectic mixtures, solid solutions, glass
solution and suspension, and amorphous precipitations in a crystalline carrier. Moreover, certain
combinations can be encountered, for example, in the same sample some molecules may be present
in clusters while some are molecularly dispersed.

[0089] In one embodiment, the thienotriazolodiazepine compounds, according to Formula (1) can
be dispersed molecularly, in amorphous particles (clusters). In another embodiment, the
thienotriazolodiazepine compounds, according to Formula (1) can be dispersed as crystalline
particles. In one embodiment, the carrier can be crystalline. In another embodiment, the carrier can
be amorphous.

[0090] In onec embodiment, the present invention provides a pharmaceutical composition
comprising a solid dispersion of a thienotriazolodiazepine compound, in accordance with Formula
(1), or a pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an enantiomer,
an isomer, or an isotopically-labeled form thercof; and a pharmaceutically acceptable polymer. In
onec embodiment, the pharmaceutically acceptable polymer is hypromellose acetate succinate (also
called hydroxypropylmethylcellulose acetate succinate or HPMCAS). In one embodiment, the
dispersion has a thienotriazolodiazepine compound to hydroxypropylmethylcellulose acetate
succinate (HPMCAS) weight ratio of 1:3 to 1:1. In one embodiment, at least some portion of the
thienotriazolodiazepine compound is homogencously dispersed throughout the solid dispersion. In
another embodiment, the thienotriazolodiazepine compound is homogeneously dispersed throughout
the solid dispersion. In some embodiments, the solid dispersion exhibits a single inflection for the
glass transition temperature (Tg). In some embodiments, the single Tg occurs between 130 °C to
140 °C. In other such embodiments, the single Tg occurs at about 135 °C. In some such
embodiments, the solid dispersion was exposed to a relative humidity of 75 % at 40 °C for at least
onc month. In some embodiments, the solid dispersion exhibits an X-ray powder diffraction pattern

substantially free of diffraction lines associated with crystalline thienotriazolodiazepine compound
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of Formula (1). For the purpose of this application “substantially free” shall mean the absence of a
diffraction line, above the amorphous halo, at about 21° 2-theta associated with crystalline
thienotriazolodiazepine compound of Formula (1).

[0091] In onec embodiment, the present invention provides a pharmaceutical composition
comprising a solid dispersion of a thienotriazolodiazepine compound of Formula (1) or a
pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an enantiomer, an
isomer, or an isotopically-labeled form thereof in a pharmaceutically acceptable polymer. In one
embodiment, the pharmacecutically acceptable polymer is polyvinylpyrrolidone (also called povidone
or PVP). In one embodiment, the dispersion has a thienotriazolodiazepine compound to PVP weight
ratio of 1:3 to 1:1. In one embodiment, at least some portion of the thienotriazolodiazepine
compound is homogeneously dispersed throughout the solid dispersion. In another embodiment, the
thienotriazolodiazepine compound is homogencously dispersed throughout the solid dispersion. In
some embodiments, the solid dispersion exhibits a single inflection for the glass transition
temperature (Tg). In some embodiments, the single Tg occurs between 175 °C to about 185 °C. In
other such embodiments, the single Tg occurs at about 179 °C. In some such embodiments, the
solid dispersion was exposed to a relative humidity of 75 % at 40 °C for at least one month. In some
embodiments, the solid dispersion exhibits an X-ray powder diffraction pattern substantially free of
diffraction lines associated with crystalline thienotriazolodiazepine compound of Formula (1). For
the purpose of this application “substantially free” shall mean the absence of a diffraction line,
above the amorphous halo, at about 21° 2-theta associated with crystalline thienotriazolodiazepine
compound of Formula (1).

[0092] In one embodiment, a pharmaceutical composition of the present invention comprises a
solid dispersion of an amorphous form of a thienotriazolodiazepine compound of Formula (1) or a
pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an enantiomer, an
isomer, or an isotopically-labeled form thereof and a pharmaceutically acceptable polymer. In one
embodiment, the pharmacecutically acceptable polymer is hypromellose acetate succinate. In one
embodiment, the weight ratio of thienotriazolodiazepine compound of Formula (1) to hypromellose
acetate succinate ranges from 1:3 to 1:1. In one embodiment, at least some portion of the
thienotriazolodiazepine compound is homogencously dispersed throughout the solid dispersion. In
another embodiment, the thienotriazolodiazepine compound is homogeneously dispersed throughout
the solid dispersion. In some embodiments, the solid dispersion exhibits a single inflection for the
glass transition temperature (Tg). In some embodiments, the single Tg occurs between 130 °C to

140 °C. In other such embodiments, the single Tg occurs at about 135 °C. In some such
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embodiments, the solid dispersion was exposed to a relative humidity of 75 % at 40 °C for at least
onc month. In some embodiments, the solid dispersion exhibits an X-ray powder diffraction pattern
substantially free of diffraction lines associated with crystalline thienotriazolodiazepine compound
of Formula (1). For the purpose of this application “substantially free” shall mean the absence of a
diffraction line, above the amorphous halo, at about 21° 2-theta associated with crystalline
thienotriazolodiazepine compound of Formula (1).

[0093] In one embodiment, a pharmaceutical composition of the present invention comprises a
solid dispersion of an amorphous form of a thienotriazolodiazepine compound of Formula (1) or a
pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an enantiomer, an
isomer, or an isotopically-labeled form thereof and a pharmaceutically acceptable polymer. In one
embodiment, the pharmaceutically acceptable polymer is polyvinylpyrrolidone. In one embodiment,
the weight ratio of thienotriazolodiazepine compound of Formula (1) to polyvinylpyrrolidone ranges
from 1:3 to 1:1. In one embodiment, at least some portion of the thienotriazolodiazepine compound
is homogencously dispersed throughout the solid dispersion. In another embodiment, the
thienotriazolodiazepine compound is homogencously dispersed throughout the solid dispersion. In
some embodiments, the solid dispersion exhibits a single inflection for the glass transition
temperature (Tg). In some embodiments, the single Tg occurs between 175 °C to about 185 °C. In
other such embodiments, the single Tg occurs at about 179 °C. In some such embodiments, the
solid dispersion was exposed to a relative humidity of 75 % at 40 °C for at least onec month. In
some embodiments, the solid dispersion exhibits an X-ray powder diffraction pattern substantially
free of diffraction lines associated with crystalline thienotriazolodiazepine compound of Formula
(1). For the purpose of this application “substantially free” shall mean the absence of a diffraction
line, above the amorphous halo, at about 21° 2-theta associated with crystalline
thienotriazolodiazepine compound of Formula (1).

[0094] In one embodiment, a pharmaceutical composition of the present invention comprises a
solid dispersion of a crystalline form of a thienotriazolodiazepine compound of Formula (1) or a
pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an enantiomer, an
isomer, or an isotopically-labeled form thereof and a pharmaceutically acceptable polymer. In one
embodiment, the pharmaceutically acceptable polymer is hypromellose acetate succinate. In one
embodiment, the weight ratio of thienotriazolodiazepine compound of Formula (1) to hypromellose
acetate succinate ranges from 1:3 to 1:1.

[0095] In one embodiment, a pharmacecutical composition of the present invention comprises a

solid dispersion of a crystalline form of a thienotriazolodiazepine compound of Formula (1) or a
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pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an enantiomer, an
isomer, or an isotopically-labeled form thereof and a pharmaceutically acceptable polymer. In one
embodiment, the pharmaceutically acceptable polymer is polyvinylpyrrolidone. In one embodiment,
the weight ratio of thienotriazolodiazepine compound of Formula (1) to polyvinylpyrrolidone ranges
from 1:3 to 1:1.

[0096] In some embodiments, a pharmaceutical composition comprising a solid dispersion is
prepared by spray drying.

[0097] In one embodiment, a pharmaceutical composition of the present invention comprises a
spray dried solid dispersion of a thienotriazolodiazepine compound of Formula (1) or a
pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an enantiomer, an
isomer, or an isotopically-labeled form thereof and a pharmaceutically acceptable polymer. In one
embodiment, the pharmacecutically acceptable polymer is hypromellose acetate succinate. In one
embodiment, the weight ratio of compound (1) to hypromellose acetate succinate ranges from 1:3 to
1:1. In one embodiment, at least some portion of the thienotriazolodiazepine compound is
homogeneously dispersed throughout the solid dispersion. In another embodiment, the
thienotriazolodiazepine compound is homogencously dispersed throughout the solid dispersion. In
some embodiments, the solid dispersion exhibits a single inflection for the glass transition
temperature (Tg). In some embodiments, the single Tg occurs between 130 °C to 140 °C. In other
such embodiments, the single Tg occurs at about 135 °C. In some such embodiments, the solid
dispersion was exposed to a relative humidity of 75 % at 40 °C for at least onec month. In some
embodiments, the solid dispersion exhibits an X-ray powder diffraction pattern substantially free of
diffraction lines associated with crystalline thienotriazolodiazepine compound of Formula (1). For
the purpose of this application “substantially free” shall mean the absence of a diffraction line,
above the amorphous halo, at about 21° 2-theta associated with crystalline thienotriazolodiazepine
compound of Formula (1).

[0098] In one embodiment, a pharmaceutical composition of the present invention comprises a
spray dried solid dispersion of a thienotriazolodiazepine compound of Formula (1) or a
pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an enantiomer, an
isomer, or an isotopically-labeled form thereof and a pharmaceutically acceptable polymer. In one
embodiment, the pharmaceutically acceptable polymer is polyvinylpyrrolidone. In one embodiment,
the weight ratio of compound (1) to polyvinylpyrrolidone ranges from 1:3 to 1:1. In one
embodiment, at least some portion of the thienotriazolodiazepine compound is homogeneously

dispersed throughout the solid dispersion. In another embodiment, the thienotriazolodiazepine
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compound is homogeneously dispersed throughout the solid dispersion. In some embodiments, the
solid dispersion exhibits a single inflection for the glass transition temperature (Tg). In some
embodiments, the single Tg occurs between 175 °C to 185 °C. In other such embodiments, the
single Tg occurs at about 179 °C. In some such embodiments, the solid dispersion was exposed to a
relative humidity of 75 % at 40 °C for at least one month. In some embodiments, the solid
dispersion exhibits an X-ray powder diffraction pattern substantially free of diffraction lines
associated with crystalline thienotriazolodiazepine compound of Formula (1). For the purpose of
this application “substantially free” shall mean the absence of a diffraction line, above the
amorphous halo, at about 21° 2-theta associated with crystalline thienotriazolodiazepine compound
of Formula (1).

[0099] In one embodiment, a pharmaceutical composition of the present invention comprises a
spray dried solid dispersion of an amorphous form of a thienotriazolodiazepine compound of
Formula (1) or a pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an
enantiomer, an isomer, or an isotopically-labeled form thercof and a pharmaceutically acceptable
polymer. In one embodiment, the pharmaceutically acceptable polymer is hypromellose acctate
succinate. In one embodiment, the weight ratio of thienotriazolodiazepine compound of Formula (1)
to hypromellose acetate succinate ranges from 1:3 to 1:1. In one embodiment, at least some portion
of the thienotriazolodiazepine compound is homogencously dispersed throughout the solid
dispersion. In another embodiment, the thienotriazolodiazepine compound is homogencously
dispersed throughout the solid dispersion. In some embodiments, the solid dispersion exhibits a
single inflection for the glass transition temperature (Tg). In some embodiments, the single Tg
occurs between 130 °C to 140 °C. In some such embodiments, the solid dispersion was exposed to a
relative humidity of 75 % at 40 °C for at least one month. In other such embodiments, the single Tg
occurs at about 135 °C. In some embodiments, the solid dispersion exhibits an X-ray powder
diffraction pattern substantially free of diffraction lines associated with crystalline
thienotriazolodiazepine compound of Formula (1). For the purpose of this application “substantially
free” shall mean the absence of a diffraction line, above the amorphous halo, at about 21° 2-theta
associated with crystalline thienotriazolodiazepine compound of Formula (1).

[00100] In one embodiment, a pharmaccutical composition of the present invention comprises a
spray dried solid dispersion of an amorphous form of a thienotriazolodiazepine compound of
Formula (1) or a pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an
enantiomer, an isomer, or an isotopically-labeled form thercof and a pharmaceutically acceptable

polymer. In one embodiment, the pharmaceutically acceptable polymer is polyvinylpyrrolidone. In
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onc embodiment, the weight ratio of thienotriazolodiazepine compound of Formula (1) to
polyvinylpyrrolidone ranges from 1:3 to 1:1. In one embodiment, at least some portion of the
thienotriazolodiazepine compound is homogencously dispersed throughout the solid dispersion. In
another embodiment, the thienotriazolodiazepine compound is homogeneously dispersed throughout
the solid dispersion. In some embodiments, the solid dispersion exhibits a single inflection for the
glass transition temperature (Tg). In some embodiments, the single Tg occurs between 175 °C to
185 °C. In other such embodiments, the single Tg occurs at about 179 °C. In some such
embodiments, the solid dispersion was exposed to a relative humidity of 75 % at 40 °C for at least
onc month. In some embodiments, the solid dispersion exhibits an X-ray powder diffraction pattern
substantially free of diffraction lines associated with crystalline thienotriazolodiazepine compound
of Formula (1). For the purpose of this application “substantially free” shall mean the absence of a
diffraction line, above the amorphous halo, at about 21° 2-theta associated with crystalline
thienotriazolodiazepine compound of Formula (1).

[00101] In one embodiment, a pharmaceutical composition of the present invention comprises a
spray dried solid dispersion of a crystalline form of a thienotriazolodiazepine compound of Formula
(1) or a pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an enantiomer,
an isomer, or an isotopically-labeled form thercof and a pharmaccutically acceptable polymer. In
one embodiment, the pharmaceutically acceptable polymer is hypromellose acetate succinate. In
onc embodiment, the weight ratio of thienotriazolodiazepine compound of Formula (1) to
hypromellose acetate succinate ranges from 1:3 to 1:1.

[00102] In one embodiment, a pharmaceutical composition of the present invention comprises a
spray dried solid dispersion of a crystalline form of a thienotriazolodiazepine compound of Formula
(1) or a pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an enantiomer,
an isomer, or an isotopically-labeled form thercof and a pharmaccutically acceptable polymer. In
one embodiment, the pharmaceutically acceptable polymer is polyvinylpyrrolidone. In one
embodiment, the weight ratio of thienotriazolodiazepine compound of Formula (1) to
polyvinylpyrrolidone ranges from 1:3 to 1:1.

[00103] In one preferred embodiment, the present invention provides a pharmaceutical
composition comprising a solid dispersion of 2-[(6S)-4-(4-chlorophenyl)-2,3,9-trimethyl-6H-
thienol[3,2-f]-[1,2,4]triazolo[4,3-a][1,4]diazepin-6-y1]-N-(4-hydroxyphenyl)acetamide dihydrate,
compound (1-1):
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(1-1)

or a pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an enantiomer, an
isomer, or an isotopically-labeled form and a pharmaceutically acceptable polymer. In one
embodiment, the pharmaceutically acceptable polymer is HPMCAS. In one embodiment, the
dispersion has compound (1-1) and HPMCAS in a weight ratio of 1:3 to 1:1. In one embodiment, at
least some portion of the thienotriazolodiazepine compound is homogeneously dispersed throughout
the solid dispersion. In another embodiment, the thienotriazolodiazepine compound is
homogencously dispersed throughout the solid dispersion. In one embodiment, the solid dispersion
is spray dried. In some embodiments, the solid dispersion exhibits a single inflection for the glass
transition temperature (Tg). In some embodiments, the single Tg occurs between 130 °C to 140 °C.
In other such embodiments, the single Tg occurs at about 135 °C. In some such embodiments, the
solid dispersion was exposed to a relative humidity of 75 % at 40 °C for at least onec month. In
some embodiments, the solid dispersion exhibits an X-ray powder diffraction pattern substantially
free of diffraction lines associated with crystalline thienotriazolodiazepine compound (1-1). For the
purpose of this application “substantially free” shall mean the absence of a diffraction line, above
the amorphous halo, at about 21° 2-theta associated with crystalline thienotriazolodiazepine
compound (1-1).

[00104] In another embodiment, the pharmaceutical composition comprises a solid dispersion
compound (1-1) or a pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an
enantiomer, an isomer, or an isotopically-labeled form; and a pharmacecutically acceptable polymer.
In one embodiment, the pharmaceutically acceptable polymer is PVP. In one embodiment, the
dispersion has compound (1-1) and PVP in weight ratio 1:3 to 1:1. In one embodiment, at lcast
some portion of the thienotriazolodiazepine compound is homogencously dispersed throughout the
solid dispersion. In another embodiment, the thienotriazolodiazepine compound is homogeneously
dispersed throughout the solid dispersion. In one embodiment, the solid dispersion is spray dried.
In some embodiments, the solid dispersion exhibits a single inflection for the glass transition

temperature (Tg). In some embodiments, the single Tg occurs between 175 °C to 185 °C. In other
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such embodiments, the single Tg occurs at about 179 °C. In some such embodiments, the solid
dispersion was exposed to a relative humidity of 75 % at 40 °C for at least one month. In some
embodiments, the solid dispersion exhibits an X-ray powder diffraction pattern substantially free of
diffraction lines associated with crystalline thienotriazolodiazepine compound (1-1). For the
purpose of this application “substantially free” shall mean the absence of a diffraction line, above
the amorphous halo, at about 21° 2-theta associated with crystalline thienotriazolodiazepine
compound (1-1).

[00105] In one embodiment, a pharmaceutical composition of the present invention comprises a
solid dispersion of an amorphous form of a thienotriazolodiazepine compound (1-1) or a
pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an enantiomer, an
isomer, or an isotopically-labeled form thereof; and a pharmaceutically acceptable polymer. In one
embodiment, the pharmaceutically acceptable polymer is HPMCAS. In one embodiment, the
dispersion has compound (1-1) and HPMCAS in a weight ratio of 1:3 to 1:1. In one embodiment, at
least some portion of the thienotriazolodiazepine compound is homogencously dispersed throughout
the solid dispersion. In another embodiment, the thienotriazolodiazepine compound is
homogeneously dispersed throughout the solid dispersion. In one embodiment, the solid dispersion
is spray dried. In some embodiments, the solid dispersion exhibits a single inflection for the glass
transition temperature (Tg). In some embodiments, the single Tg occurs between 130 °C to 140 °C.
In other such embodiments, the single Tg occurs at about 135 °C. In some such embodiments, the
solid dispersion was exposed to a relative humidity of 75 % at 40 °C for at least one month. In some
embodiments, the solid dispersion exhibits an X-ray powder diffraction pattern substantially free of
diffraction lines associated with crystalline thienotriazolodiazepine compound (1-1). For the
purpose of this application “substantially free” shall mean the absence of a diffraction line, above
the amorphous halo, at about 21° 2-theta associated with crystalline thienotriazolodiazepine
compound (1-1).

[00106] In one embodiment, a pharmaceutical composition of the present invention comprises a
solid dispersion of an amorphous form of a thienotriazolodiazepine compound (1-1) or a
pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an enantiomer, an
isomer, or an isotopically-labeled form thereof; and a pharmaceutically acceptable polymer. In one
embodiment, the pharmacecutically acceptable polymer is PVP. In one embodiment, the dispersion
has compound (1-1) and PVP in weight ratio 1:3 to 1:1. In one embodiment, at least some portion
of the thienotriazolodiazepine compound is homogencously dispersed throughout the solid
dispersion. In another embodiment, the thienotriazolodiazepine compound is homogencously
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dispersed throughout the solid dispersion. In one embodiment, the solid dispersion is spray dried.
In some embodiments, the solid dispersion exhibits a single inflection for the glass transition
temperature (Tg). In some embodiments, the single Tg occurs between 175 °C to 185 °C. In other
such embodiments, the single Tg occurs at about 189 °C. In some such embodiments, the solid
dispersion was exposed to a relative humidity of 75 % at 40 °C for at least one month. In some
embodiments, the solid dispersion exhibits an X-ray powder diffraction pattern substantially free of
diffraction lines associated with crystalline thienotriazolodiazepine compound (1-1). For the
purpose of this application “substantially free” shall mean the absence of a diffraction line, above
the amorphous halo, at about 21° 2-theta associated with crystalline thienotriazolodiazepine
compound (1-1).

[00107] In one embodiment, a pharmaceutical composition of the present invention comprises a
solid dispersion of a crystalline form of a thienotriazolodiazepine compound (1-1) or a
pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an enantiomer, an
isomer, or an isotopically-labeled form thereof; and a pharmaceutically acceptable polymer. In one
embodiment, the pharmaceutically acceptable polymer is HPMCAS. In one embodiment, the
dispersion has compound (1-1) and HPMCAS in a weight ratio of 1:3 to 1:1. In one embodiment,
the solid dispersion is spray dried.

[00108] In one embodiment, a pharmaceutical composition of the present invention comprises a
solid dispersion of a crystalline form of a thienotriazolodiazepine compound (1-1) or a
pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an enantiomer, an
isomer, or an isotopically-labeled form thereof; and a pharmaceutically acceptable polymer. In one
embodiment, the pharmacecutically acceptable polymer is PVP. In one embodiment, the dispersion
has compound (1-1) and PVP in weight ratio 1:3 to 1:1. In one embodiment, the solid dispersion is
spray dried.

[00109] The solid dispersions of the invention, described herein, exhibit especially advantageous
properties when administered orally. Examples of advantageous properties of the solid dispersions
include, but are not limited to, consistent and high level of bioavailability when administered in
standard bioavailability trials in animals or humans. The solid dispersions of the invention can
include a solid dispersion comprising thienotriazolodiazepine compound of Formula (1) and a
polymer and additives. In some embodiments, the solid dispersions can achieve absorption of the
thienotriazolodiazepine compound of Formula (1) into the bloodstream that cannot be obtained by
merely admixing the thienotriazolodiazepine compound of Formula (1) with additives since the
thienotriazolodiazepine compound of Formula (1) drug has negligible solubility in water and most

DB1/ 75949565.1
26



10

15

20

25

30

WO 2014/068402 PCT/IB2013/003026

aqueous media. The bioavailability, of thienotriazolodiazepine compound of Formula (1) or of
thienotriazolodiazepine compound (1-1) may be measured using a variety of in vitro and/or in vivo
studies. The in vivo studies may be performed, for example, using rats, dogs or humans.

[00110] The bioavailability may be measured by the area under the curve (AUC) value obtained
by plotting a serum or plasma concentration, of the thienotriazolodiazepine compound of Formula
(1) or thienotriazolodiazepine compound (1-1), along the ordinate (Y-axis) against time along the
abscissa (X-axis). The AUC value of the thienotriazolodiazepine compound of Formula (1) or
thienotriazolodiazepine compound (1-1) from the solid dispersion, is then compared to the AUC
value of an equivalent concentration of crystalline thienotriazolodiazepine compound of Formula (1)
or crystalline thienotriazolodiazepine compound (1-1) without polymer. In some embodiments, the
solid dispersion provides an area under the curve (AUC) value, when administered orally to a dog,
that is sclected from: at least 0.4 times, 0.5 times, 0.6 time, 0.8 time, 1.0 times, a corresponding
AUC value provided by a control composition administered intravenously to a dog, wherein the
control composition comprises an equivalent quantity of a crystalline thienotriazolodiazepine
compound of Formula (1).

[00111] The bioavailability may be measured by in vitro tests simulating the pH values of a gastric
environment and an intestine environment. The measurements may be made by suspending a solid
dispersion of the thienotriazolodiazepine compound of Formula (1) or thienotriazolodiazepine
compound (1-1), in an aqueous in vitro test medium having a pH between 1.0 to 2.0, and the pH is
then adjusted to a pH between 5.0 and 7.0, in a control in vitro test medium. The concentration of
the amorphous thienotriazolodiazepine compound of Formula (1) or amorphous
thienotriazolodiazepine compound (1-1) may be measured at any time during the first two hours
following the pH adjustment. In some embodiments, the solid dispersion provides a concentration,
of the amorphous thienotriazolodiazepine compound of Formula (1) or amorphous
thienotriazolodiazepine compound (1-1), in an aqueous in vitro test medium at pH between 5.0 to
7.0 that is selected from: at least 5-fold greater, at least 6 fold greater, at least 7 fold greater, at least
8 fold greater, at least 9 fold greater or at least 10 fold greater, compared to a concentration of a
crystalline thienotriazolodiazepine compound of Formula (1) or crystalline thienotriazolodiazepine
compound (1-1), without polymer.

[00112] In other embodiments, the concentration of the amorphous thienotriazolodiazepine
compound of Formula (1) or amorphous thienotriazolodiazepine compound (1-1), from the solid
dispersion placed in an aqueous in vitro test medium having a pH of 1.0 to 2.0, is: at least 40%, at

least 50% higher, at least 60 %, at least 70 %; at lcast 80 %, than a concentration of a crystalline

DB1/75949565.1

27



10

15

20

25

30

WO 2014/068402 PCT/IB2013/003026

thienotriazolodiazepine compound of Formula (1) without polymer. In some such embodiments, the
polymer of the solid dispersion is HPMCAS. In some such embodiments, the polymer of the solid
dispersion is PVP.

[00113] In other embodiments, a concentration of the amorphous thienotriazolodiazepine
compound of Formula (1) or amorphous thienotriazolodiazepine compound (1-1), from the solid
dispersion, is: at least 40%, at least 50% higher, at least 60 %, at least 70 %; at lcast 80 %, compared
to a concentration of thienotriazolodiazepine compound of Formula (1), from a solid dispersion of
thienotriazolodiazepine compound of the Formula (1) and a pharmaccutically acceptable polymer
selected from the group consisting of: hypromellose phthalate and ethyl acrylate-methyl
methacrylate-trimethylammonioethyl methacrylate chloride copolymer, wherein each solid
dispersion was placed in an aqueous in vitro test medium having a pH of 1.0 to 2.0. In some such
embodiments, the polymer of the solid dispersion is HPMCAS. In some such embodiments, the
polymer of the solid dispersion is PVP.

[00114] In some embodiments, the solid dispersions, described herein, exhibit stability against
recrystallization of the thienotriazolodiazepine compound of the Formula (1) or the
thienotriazolodiazepine compound (1-1) when exposed to humidity and temperature over time. In
one embodiment, the concentration of the amorphous thienotriazolodiazepine compound of the
Formula (1) or the thienotriazolodiazepine compound (1-1) which remains amorphous is selected
from: at least 90 %, at least 91%, at least 92%, at least 93%, at least 94%, at least 95%, at least 96%,
at least 97%, at least 98% and at least 99%.

Iv. Dosage Forms:

[00115] Suitable dosage forms that can be used with the solid dispersions of the present invention
include, but are not limited to, capsules, tablets, mini-tablets, beads, beadlets, pellets, granules,
granulates, and powder. Suitable dosage forms may be coated, for example using an enteric coating.
Suitable coatings may comprise but are not limited to cellulose acetate phthalate,
hydroxypropylmethylcellulose (HPMC), hydroxypropylmethylcellulose phthalate, a
polymethylacrylic acid copolymer, or hydroxylpropylmethylcellulose acetate succinate (HPMCAS).
In some embodiments, certain combinations can be encountered, for example, in the same sample
some molecules of the thienotriazolodiazepine of the present invention may be present in clusters

while some are molecularly dispersed with a carrier.
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[00116] In some embodiments, the solid dispersions of the invention may be formulated as tablets,
caplets, or capsules. In one some embodiments, the solid dispersions of the invention may be
formulated as mini-tablets or pour-into-mouth granules, or oral powders for constitution. In some
embodiments, the solid dispersions of the invention are dispersed in a suitable diluent in
combination with other excipients (e.g., re-crystallization/precipitation inhibiting polymers, taste-
masking components, etc.) to give a ready-to-use suspension formulation. In some embodiments,
the solid dispersions of the invention may be formulated for pediatric treatment.

[00117] In one embodiment, the pharmaceutical composition of the present invention is
formulated for oral administration. In one embodiment, the pharmaceutical composition comprises
a solid dispersion, according to the various embodiments described herein, comprising a
thienotriazolodiazepine compound of Formula (1) or a pharmaceutically acceptable salt, a solvate,
including a hydrate, a racemate, an enantiomer, an isomer, or an isotopically-labeled form thereof;
and a polymer carrier. In one embodiment, the pharmaceutical composition further includes one or
more additives such as disintegrants, lubricants, glidants, binders, and fillers.

[00118] Examples of suitable pharmaccutically acceptable lubricants and pharmaceutically
acceptable glidants for use with the pharmaceutical composition include, but are not limited to,
colloidal silica, magnesium trisilicate, starches, talc, tribasic calcium phosphate, magnesium
stearate, aluminum stearate, calcium stearate, magnesium carbonate, magnesium oxide, polyethylene
glycol, powdered cellulose, glyceryl behenate, stearic acid, hydrogenated castor oil, glyceryl
monostearate, and sodium stearyl fumarate.

[00119] Examples of suitable pharmaccutically acceptable binders for use with the pharmaceutical
composition include, but are not limited to starches; celluloses and derivatives thereof, e.g.,
microcrystalline cellulose (e.g., AVICEL PH from FMC), hydroxypropyl cellulose, hydroxyethyl
cellulose, and hydroxylpropylmethylcellulose (HPMC, ¢.g., METHOCEL from Dow Chemical);
sucrose, dextrose, corn syrup; polysaccharides; and gelatin.

[00120] Examples of suitable pharmaccutically acceptable fillers and pharmaceutically acceptable
diluents for use with the pharmaceutical composition include, but are not limited to, confectioner’s
sugar, compressible sugar, dextrates, dextrin, dextrose, lactose, mannitol, microcrystalline cellulose
(MCC), powdered cellulose, sorbitol, sucrose, and talc.

[00121] In some embodiments, excipients may serve more than one function in the pharmaceutical
composition. For example, fillers or binders may also be disintegrants, glidants, anti-adherents,

lubricants, sweeteners and the like.
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[00122] In some embodiments, the pharmaceutical compositions of the present invention may
further include additives or ingredients, such as antioxidants (e.g., ascorbyl palmitate, butylated
hydroxylanisole (BHA), butylated hydroxytoluene (BHT), a-tocopherols, propyl gallate, and
fumaric acid), antimicrobial agents, enzyme inhibitors, stabilizers (e.g., malonic acid), and/or
preserving agents.

[00123] Generally, the pharmaceutical compositions of the present invention may be formulated
into any suitable solid dosage form. In some embodiments, the solid dispersions of the invention are
compounded in unit dosage form, e.g., as a capsule, or tablet, or a multi-particulate system such as
granules or granulates or a powder, for administration.

[00124] In one embodiment, a pharmaceutical compositions includes a solid dispersion of a
thienotriazolodiazepine compound of Formula (1), according to the various embodiments of solid
dispersions described herein, and hydroxypropylmethylcellulose acetate succinate (HPMCAS),
wherein the thienotriazolodiazepine compound is amorphous in the solid dispersion and has a
thienotriazolodiazepine compound to hydroxypropylmethylcellulose acetate succinate (HPMCAS),
weight ratio of 1:3 to 1:1; 45 -50 wt. % of lactose monohydrate; 35-40 wt. % of microcrystalline
cellulose; 4-6 wt. % of croscarmellose sodium; 0.8-1.5 wt. % of colloidal silicon dioxide; and 0.8-

1.5 wt. % of magnesium stearate.
V. Dosage:

[00125] In one embodiment, the present invention provides a pharmaceutical composition that
maybe formulated into any suitable solid dosage form. In one embodiment, a pharmaceutical
composition in accordance with the present invention comprises one or more of the various
embodiments of the thienotriazolodiazepine of Formula (1) as described herein in a dosage amount
ranging from about 10 mg to about 100 mg. In one embodiment, the pharmaceutical composition of
the present invention includes one or more of the various embodiments of the
thienotriazolodiazepine of Formula (1) as described herein in a dosage amount selected from the
group consisting of from about 10 mg to about 100 mg, about 10 mg to about 90 mg, about 10 mg to
about 80 mg, about 10 mg to about 70 mg, about 10 mg to about 60 mg, about 10 mg to about 50
mg, about 10 mg to about 40 mg, about 10 mg to about 30 mg, and about 10 mg to about 20 mg. In
onc embodiment, the pharmaceutical composition of the present invention includes one or more of

the various embodiments of the thienotriazolodiazepine of Formula (1) as described herein in a
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dosage amount selected from the group consisting of about 10 mg, about 50 mg, about 75 mg, about

100 mg.

[00126] Such unit dosage forms are suitable for administration 1 to 5 times daily depending on the
particular purpose of therapy, the phase of therapy, and the like. In one embodiment, the dosage
form may be administered to a subject in need thereof at least once daily for at least two successive
days. In one embodiment, the dosage form may be administered to a subject in need thereof at least
once daily on alternative days. In one embodiment, the dosage form may be administered to a
subject in need thereof at least weekly and divided into equal and/or unequal doses. In one
embodiment, the dosage form may be administered to a subject in need thereof weekly, given either
on three alternate days and/or 6 times per week. In one embodiment, the dosage form may be
administered to a subject in need thereof in divided doses on alternate days, every third day, every
fourth day, every fifth day, every sixth day and/or weekly. In one embodiment, the dosage form
may be administered to a subject in need thereof two or more equally or unequally divided doses per

month.

[00127] The dosage form used, ¢.g., in a capsule, tablet, mini-tablet, beads, beadlets, pellets,
granules, granulates, or powder may be coated, for example using an enteric coating. Suitable
coatings may comprise but are not limited to cellulose acetate phthalate,
hydroxypropylmethylcellulose (HPMC), hydroxypropylmethylcellulose phthalate, a
polymethylacrylic acid copolymer, or hydroxylpropylmethylcellulose acetate succinate (HPMCAS).

VI. Process:

[00128] The thienotriazolodiazepine compounds disclosed herein can exist as free base or as acid
addition salt can be obtained according to the procedures described in US Patent Application
Publication No. 2010/0286127, incorporated by reference in its entirety herein, or in the present
application. Individual enantiomers and diastercomers of the thienotriazolodiazepine compounds of
the present invention can be prepared synthetically from commercially available starting materials
that contain asymmetric or stereogenic centers, or by preparation of racemic mixtures followed by
resolution methods well known to those of ordinary skill in the art. These methods of resolution are
exemplified by (1) attachment of a mixture of enantiomers to a chiral auxiliary, separation of the
resulting mixture of diastereomers by recrystallization or chromatography and liberation of the

optically pure product from the auxiliary, (2) salt formation employing an optically active resolving
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agent, (3) direct separation of the mixture of optical enantiomers on chiral liquid chromatographic
columns or (4) kinetic resolution using stereoselective chemical or enzymatic reagents. Racemic
mixtures can also be resolved into their component enantiomers by well-known methods, such as
chiral-phase gas chromatography or crystallizing the compound in a chiral solvent.

[00129] If desired, a particular enantiomer of the thienotriazolodiazepine compounds disclosed
herein may be prepared by asymmetric synthesis, or by derivation with a chiral auxiliary, where the
resulting diastercomeric mixture is separated and the auxiliary group cleaved to provide the pure
desired enantiomers. Alternatively, where the molecule contains a basic functional group, such as
amino, or an acidic functional group, such as carboxyl, diastereomeric salts are formed with an
appropriate optically-active acid or base, followed by resolution of the diastereomers, thus formed
by fractional crystallization or chromatographic means well known in the art, and subsequent
recovery of the pure enantiomers. Various methods well known in the art may be used to to prepare
the thienotriazolodiazepine compounds of Formula (1) with an enantiomeric excess of generally
more than about 80%. Advantageously, preferred enantiomeric excess is of more than 80%,
preferably of more than 90%, more preferably of more than 95%, and most preferably of 99% and
more.

[00130] The solid dispersions of the present invention can be prepared by a number of methods,
including by melting and solvent evaporation. The solid dispersions of the present invention can
also be prepared according to the procedures described in: Chiou WL, Riegelman S:
“Pharmaceutical applications of solid dispersion systems”, J. Pharm. Sci. 1971; 60:1281-1302;
Serajuddin ATM: “Solid dispersion of poorly water-soluble drugs: carly promises, subsequent
problems, and recentbreakthroughs”, J. Pharm. Sci. 1999; 88:1058-1066, Leuner C, Dressman J:
“Improving drug solubility for oral delivery using solid dispersions”, Eur. J. Pharm. Biopharm.
2000; 50:47-60, and Vasconcelos T, Sarmento B, Costa P: “Solid dispersions as strategy to improve
oral bioavailability of poor water soluble drugs”, Drug Discovery Today 2007; 12:1068-1075, all of

which are incorporated herein by reference in their entireties.

[00131] In onec embodiment, solid dispersions of the present invention are prepared by a melting
process. In one embodiment, the melting process comprises melting one or more of the various
embodiments of the thienotriazolodiazepine of Formula (1) within a carrier. In one embodiment, the
melting process includes cooling a melted compound of the present invention and a carrier. In one

embodiment, the melting process comprises pulverization of the melted compound and the carrier.
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In one embodiment, a melted compound of the present invention and a carrier are pulverized

following the cooling step.

[00132] In some embodiments in which the thienotriazolodiazepine of Formula (1) or a
pharmaceutically acceptable salt, a solvate, including a hydrate, a racemate, an enantiomer, an
isomer, or an isotopically-labeled form thereof and the carrier are incompatible, a surfactant may be
added during the melting step to prevent formation of two liquid phases or a suspension in the
heated mixture. In some embodiments, one or more of the various embodiments of the
thienotriazolodiazepine of Formula (1) is suspended in a previously melted carrier, instead of using
both drug and carrier in the melted state, thereby reducing the process temperature. In one
embodiment, melted drug and carrier mixture is cooled an ice bath agitation. In one embodiment,
melted drug and carrier mixture is cooled and solidified by spray cooling (alternatively spray

congealing).

[00133] In one embodiment, melted drug and carrier mixture is cooled and solidified by forming
the melt into particles by spraying the melt into a cooling chamber through which ambient or cooled,
low temperature air is passing. In one embodiment, melted drug and carrier mixture is cooled and
solidified by atomization and re-solidification of the molten dispersion in a suitable fluid bed
processor. In one embodiment, melted drug and carrier mixture is cooled and solidified by melt-

granulation in a heatable high-shear mixer.

[00134] In some embodiments, hot-stage extrusion or melt agglomeration may be used to avoid
melting limitations of the drug. Hot-stage extrusion consists of the extrusion, at high rotational
speed, of the drug and carrier, previously mixed, at melting temperature for a short period of time;

the resulting product is collected after cooling at room temperature and milled.

[00135] In one embodiment, one or more of the various embodiments of the
thienotriazolodiazepine of Formula (1) is processed at a reduced processing temperature to avoid
degradation of any thermally labile compound. In one embodiment, the reduced processing
temperature is achieved by associating a hot-stage extrusion with a temporary plasticizer such as
carbon dioxide. In one embodiment, melt agglomeration is used in the preparation of solid
dispersions in accordance with the present invention in conventional high shear mixers or in a rotary
processors. In one embodiment, the solid dispersion in accordance with the present invention is

prepared by adding a molten carrier containing a thienotriazolodiazepine compound in accordance
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with the present invention to a heated excipient. In one embodiment, the solid dispersion in
accordance with the present invention is prepared by adding by adding a molten carrier to a heated
mixture of the thienotriazolodiazepine in accordance with the present invention and one or more
excipients. In one embodiment, the solid dispersion in accordance with the present invention is
prepared by heating a mixture of a thienotriazolodiazepine compound in accordance with the present
invention, a carrier and one or more excipients to a temperature within or above the melting range of

the carrier.

[00136] Insome embodiments, a one or more of the various embodiments for the formulation of
the thienotriazolodiazepine, according to Formula (1), is prepared by a solvent evaporation method.
In one embodiment, the solvent evaporation method comprises solubilization of a
thienotriazolodiazepine compound, according to Formula (1), carrier in a volatile solvent that is
subsequently evaporated. In one embodiment, the volatile solvent may one or more excipients. In
one embodiment, the one or more excipients include, but are not limited to anti-sticking agents, inert
fillers, surfactants wetting agents, pH modifiers and additives. In one embodiment, the excipients

may dissolved or in suspended or swollen state in the volatile solvent.

[00137] In one embodiment, preparation of solid dispersions in accordance with the present
invention includes drying one or more excipients suspended in a volatile solvent. In one
embodiment, the drying includes vacuum drying, slow evaporation of the volatile solvent at low
temperature, use of a rotary evaporator, spray-drying, spray granulation, freeze-drying, or use of

supercritical fluids.

[00138] In one embodiment, spray drying preparation of a formulation for the
thienotriazolodiazepine composition, according to Formula (1), is used which involves atomization
of a suspension or a solution of the composition into small droplets, followed by rapid removal
solvent from the formulation. In one embodiment, preparation of a formulation in accordance with
the present invention involves spray granulation in which a solution or a suspension of the
composition in a solvent is sprayed onto a suitable chemically and/or physically inert filler, such as
lactose or mannitol. In one embodiment, spray granulation of the solution or the suspension of the

composition is achieved via two-way or three-way nozzles.

[00139] In some embodiments, preparation of solid dispersions in accordance with the present

invention includes use of supercritical fluids. The term “supercritical fluids” refers to substances
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existing as a single fluid phase above their critical temperature and critical pressure. In one
embodiment, preparation of a formulation, in accordance with the present invention, includes use a
supercritical carbon dioxide fluid. In one embodiment, preparation of a formulation, in accordance
with the present invention, using the supercritical fluid technique comprises dissolving a
thienotriazolodiazepine compound, according to Formula (1), and carrier in a common solvent that
is introduced into a particle formation vessel through a nozzle, simultancously with carbon dioxide;
and spraying the solution to allow the solvent be rapidly extracted by the supercritical fluid, thereby

resulting in the precipitation of solid dispersion particles on the walls of the vessel.

[00140] In some embodiments, preparation of solid dispersions in accordance with the present
invention includes use of a co-precipitation method. In one embodiment, a non-solvent is added
dropwise to a thienotriazolodiazepine composition, according to Formula (1), and a carrier solution,
under constant stirring. In one embodiment, the thienotriazolodiazepine composition, according to
Formula (1), and the carrier are co-precipitated to form microparticles during the addition of the
non-solvent. In one embodiment, the resulting microparticles are filtered and dried to provide the
desired solid dispersion.

[00141] The proportion of compound of Formula (1) and polymeric carrier(s) to be mixed is not
particularly limited, as long as it can improve the bioavailability of the compound of Formula (1)
and varies depending on the kind of polymer.

[00142] The invention is illustrated in the following non-limiting examples.
VIL Examples:

[00143] The invention is illustrated in the following non-limiting examples.

Example 1: in vitro screening of solid dispersions of compound (1-1)

[00144] Ten solid dispersions were prepared using compound (1-1) and one of five polymers,
including hypromellose acctate succinate (HPMCAS-M), hypromellose phthalate (HPMCP-HP55),
polyvinylpyrrolidone (PVP), PVP-vinyl acetate (PVP-VA), and Euragit L100-55, at both 25% and
50% of compound (1-1) loading, for cach polymer. Solid dispersions were prepared by a solvent
evaporation method, using spray-drying followed by secondary drying in a low-temperature
convection oven. The performance of each solid dispersion was assessed via a non-sink dissolution
performance test which measured both the total amount of drug and the amount of free drug present
in solution over time. Non-sink dissolution was chosen because it best represents the in vivo

situation for low soluble compounds. This test included a “gastric transfer” of dispersion from

DB1/ 75949565.1
35



10

15

20

25

30

WO 2014/068402 PCT/IB2013/003026

gastric pH (0.IN NaCl, pH 1.0) to intestinal pH (FaFSSIF, pH 6.5) approximately 30 to 40 minutes
after the introduction of dispersion to the test medium, simulating iz vivo conditions. [FaFSSIF is
Fasted State Simulated Intestinal Fluid, comprised of 3 mM sodium taurocholate, 0.75 mM
lechithin, 0.174 g NaOH pellets, 1.977 g NaH,PO4°H,0, 3.093 g NaCl, and purified water qs 500
mL.] The amount of dissolved drug was quantified using a high-performance liquid
chromatrography (HPLC) method and an Agilent 1100 series HPLC. The dissolution profiles of the
formulations (Figures 1 A-1J) showed large increases in drug solubility in all dispersion candidates
relative to the unformulated compound in the same media. Of the solid dispersions, the 25%
compound (1-1) in PVP, 25% compound (1-1) in HPMCAS-M, and 50% compound (1-1) in
HPMCAS-M dispersions provided enhanced oral absorption as compared to the unformulated

compound, based on finding higher levels of free drug released at intestinal pH.

Example 2: in vivo screening of solid dispersions of compound (1-1)

[00145] The solid dispersions of compound (1-1), namely the 25% compound (1-1) in PVP, 25%
compound (1-1) in HPMCAS-MG, and 50% compound (1-1) in HPMCAS-M dispersions, were
prepared at larger scale for in vivo studies. Each formulation was assessed in the in vitro dissolution
test described in Example 1. To ensure that these dispersions were both amorphous and
homogeneous, cach dispersion was assessed by powder x-ray diffraction (PXRD) and modulated
differential scanning calorimetry (mDSC). The x-ray diffractomer was a Bruker D-2 Phaser.
Additionally, to understand the effect of water on the glass transition temperature (Tg) for each
dispersion, mDSC was performed on samples first equilibrated at a set relative humidity (i.c., 25%,
50%, and 75% RH) for at least 18 hours. [Water can act as a plasticizer for solid dispersions and the
hygroscopicity of the system due to the active compound or polymer can affect the amount of water
uptake by these systems. ]

[00146] The non-sink dissolution results (Figures 2A-2C) were comparable to those found for the

dispersions in Example 1. PXRD results (Figure 3) showed no evidence of crystalline compound in
any of the dispersions and mDSC results (Figures 4A-4C) showed a single glass transition

temperature (Tg) for cach dispersion, indicating that each dispersion was homogeneous. An inverse
relationship between Tg and relative humidity was observed for each (Figure 5). Notably, for the
25% compound (1-1) in PVP solid dispersion equilibrated at 75% RH, there appeared to be two Tgs,
indicating that phase separation was occurring, and this dispersion also showed a melt event at 75%

RH, suggesting that crystallization occurred during the RH equilibration (Figure 6). This finding
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suggests that the 25% compound (1-1) in PVP dispersion may be less stable than the HPMCAS-M
dispersions.

[00147] To assess the bioavailability of the three dispersions, groups of male beagle dogs (three
per group) were given a 3 mg/kg dose of an aqueous suspension of solid dispersion of compound (1-
1) administered by oral gavage or a 1 mg/kg dose of compound (1-1) dissolved in
water:ethanol:polyethylene glycol (PEG) 400 (60:20:20) and administered as an intravenous bolus
into the cephalic vein. Blood samples were collected from the jugular vein of each animal at 0 (pre-
dose), 5, 15, and 30 minutes and 1, 2, 4, 8, 12, and 24 hours following intravenous administration
and at 0 (pre-dose), 15 and 30 minutes and 1, 2, 4, 8, 12, and 24 hours following oral gavage
administration. The amount of compound (1-1) present in ecach sample was detected using a
qualified LC-MS/MS method with a lower limit of quantification of 0.5 ng/mL. The area under the
plasma concentration-time curve (AUC) was determined by use of the linear trapezoidal rule up to
the last measurable concentration without extrapolation of the terminal elimination phase to infinity.
The elimination half-life (ti2) was calculated by least-squares regression analysis of the terminal
linear part of the log concentration-ime curve. The maximum plasma concentration (Cpax) and the
time t0 Chax (tmax) Were derived directly from the plasma concentration data. The oral
bioavailability (F) was calculated by dividing the dose normalized AUC after oral administration by
the dose normalized AUC after intravenous administration and reported as percentages (%).
Results, summarized in Table 1 below, gave mean oral bioavailabilities of the 25% compound (1-1)
in PVP, 25% compound (1-1) in HPMCAS-M, and 50% compound (1-1) in HPMCAS-M solid
dispersions of 58%, 49%, and 74%, respectively.

Table 1: pharmacokinetic parameters of compound (1-1) after oral (po) and intravenous (iv)

administrations to dogs (the values are averages from three dogs)

Compound (1-1) Dose & Cmax tinax AUC tin F
formulation Route (ng/L) (hr) (ng*min/mL) (hr) (%)
Solution in water:ethanol: 1 mg/kg

PEG400 (60:20:20) v 769 0.083 53,312 1.5
Aqueous suspension of 25% 3 mg/kg

compound (1-1)/PVP solid PO 487 1.0 93,271 1.6 58
dispersion

Aqueous suspension of 25% 3 mg/k

compound (1-1)/HPMCAS-M PO & 228 0.5 78,595 2.0 49
solid dispersion

Aqueous suspension of 50% 3 mg/k

compound (1-1)/HPMCAS-M PO g 371 1.0 118,174 1.5 74
solid dispersion
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AUC: area under the plasma concentration-time curve; Cp,,: maximum plasma concentration; F:
bioavailability; HPMCAS: hypromellose acetate sodium; IV: intravenous; PEG: polyethylene
glycon; PO; per os, oral; PVP: polyvinylpyrrolidone; tpax: time of Cpax; ti2: plasma elimination
half-life

Example 3: preparation and clincial use of capsules containing a solid dispersion of
compound (1-1)

[00148] A gelatin capsule of 10 mg strength was prepared for initial clinical studies in patients
with hematologic malignancies. Based on results of in vitro and in vivo testing of solid dispersions
of compound (1-1), as described in Examples 1 and 2, a 50% compound (1-1) in HPMCAS-M solid
dispersion was sclected for capsule development. Capsule development was initiated targeting a fill
weight of 190 mg in a size 3 hard gelatin capsule, as this configuration would potentially allow
increasing the capsule strength by filling a larger size capsule while maintaining the pharmaceutical
composition. Based on experience, four capsule formulations were designed with different amounts
of disintegrant and with and without wetting agent. Since all four formulations showed similar
disintegration test and dissolution test results, the simplest formulation (without wetting agent and
minimum disintegrant) was selected for manufacturing. Manufacturing process development and
scale-up studies were performed to confirm the spray drying process and post-drying times for the
solid dispersion; blending parameters; roller compaction and milling of the blend to achieve target
bulk density of approximately 0.60 g/cc; and capsule filling conditions.

[00149] Crystalline compound (1-1) and the polymer hypromellose actate succinate (HPMCAS-
M) were dissolved in acetone and spray-dried to produce solid dispersion intermediate (SDI)
granules containing a 50% compound (1-1) loading. The SDI was shown by PXRD analysis to be
amorphous and by mDSC analysis to be homogeneous (i.c., single Tg under ambient conditions).
The 50% compound (1-1) in HPMCAS-M solid dispersion (1000 g) and excipients, including
microcrystalline cellulose filler-binder (4428 g), croscarmellose sodium disintegrant (636 g),
colloidal silicon dioxide dispersant/lubricant 156 g), magnesium stearate dispersant/lubricant (156
g), and lactose monohydrate filler (5364 g) were blended in stages in a V-blender. The blend was
them compacted and granulated to obtain a bulk density of approximately 0.6 g/mL. The blend was
dispensed into size 3 hard gelatin capsules (target fill weight: 190 mg) using an automated filling
machine and finished capsules were polished using a capsule polisher machine.

[00150] Pharmacokinetic assessments were performed following oral dosing of 10 mg capsules
containing the 50% compound (1-1) in HPMCAS solid dispersion and results were compared with
pharmacokinetic assessments performed following oral dosing of administration of 4 x 10 mg
capsules containing the Eudragit solid dispersion of compound (1-1) to healthy volunteers
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[00151] A comparison of the two pharmaceutical compositions is provided in Tables 2A and 2B

below. The Eudragit formulation previously was described in Example 5 in US Patent Application
2009/0012064 A1, published January 8, 2009. That application noted that the Eudragit solid
dispersion formulation was made by dissolving and/or dispersing the thienotriazolodiazepine of
formula (A) and coating excipients, including ammonio methacrylate copolymer type B (Eudragit
RS), methacrylic acid copolymer type C (Eudragit L100-55), talc, and magnesium aluminosilicate,
in a mixture of water and cthanol. This heterogencous mixture then was applied to microcrystalline
cellulose spheres (Nonpareil 101, Freund) using a centrifugal fluidizing bed granulator to produce
granules that were dispensed into size 2 hydroxypropyl methylcellulose capsules.

[00152] In both clinical studies, blood levels of compound (1-1) were determined using validated
LC-MS/MS methods and pharmacokinetic analyses were performed based on plasma concentrations
of compound (1-1) measured at various time points over 24 hours after capsule administration.
Results, summarized in Table 3 below, showed that the HPMCAS-M solid dispersion formulation
had over 3-fold higher bioavailability in humans than the Eudragit solid dispersion formulation
based on AUCs (924*4 / 1140, adjusting for difference in doses administered). Additionally, based
on the observed Tax, the HPMCAS formulation is more rapidly absorbed than the Eudragit
formulation (Tmax of 1 h vs 4-6 h). The marked improvement in systemic exposure with the
HPMCAS-M solid dispersion formulation is unexpected.

Table 2A: solid dispersion capsules of compound (1-1) for clinical use

pharmaceutical composition containing 50% HPMCAS solid dispersion of compound (1-1):
10 mg strength, size 3 hard gelatin capsule

Ingredient Function nfgpsule Con{i]r;t%
Compound of formula (II) active agent 10.0* 5.56
Hypromellose acetate succinate carrier for solid 10.0 5 56
(HPMCAS-M) dispersion ) )
Lactose monohydrate filler 85.0 47.22
Microcrystalline cellulose filler-binder 70.0 38.89
Croscarmellose sodium disintegrant 10.0 5.56
Collidal silicon dioxide dispersant/lubricant 2.5 1.39
Magnesium stearate dispersant/lubricant

Total 190.0 100.0

Table 2B: pharmaceutical composition containing Fudragit 1.100-55solid dispersion
of compound (1-1): 10 mg strength, size 2 hard gelatin capsule

. . Capsule Content
Ingredient Function me Wi%
Compound (1-1) active agent 10.0* 3.8
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Core:

Microcrystalline cellulose spheres .

(Nonpareil 101, Freund, Inc) vehicle 100.0 38.5

Compound/polymer layer:

Ammonio methacrylate copolymer, type B (NF. PhEur) .

(Edragit RS, Evonik) coating agent 10.8 4.2

Methacrylic acid copolymer, type C (NF)/

Methacrylic acid-ethyl acrylate copolymer (1:1) type A coating agent 257 9.7

(PhEur)

(Eudragit L100-55, Evonik)

Talc coating agent 88.2 339

Magnesium aluminometasilicate .

(Neuslin, Fuji Chemical) coating agent 20.0 7.7

Triethyl citrate plasticizer 5.0 1.9

Silicon dioxide fluidizing agent 0.8 0.3
260.0 100.0

* as anhydrate

Table 3: pharmacokinetic parameters following oral administration of solid dispersions
of compound (1-1) to humans

Dose
: # Cmax Tmax AUC0-24h
Compound (1-1) formulation Patients Ra:)r:ie (ng/mL) (hr) (ngeh/mL)
Eudraglt.sohd dispersion 7 40 mg 23 4106 1140
formulation PO
50% HMPCAS-M solid 10 mg
dispersion formulation 7 PO 286 ! 925

AUCq24y: area under the OTXO015 plasma concentration vs. time curve over 24 hours
Cmax: maximum concentration in plasma

hr: hour

HPMCAS: hypromellose acetate succinate

mL: milliliter

ng: nanogram

PO: per os, oral

T max: time of Cax

[00153] Example 4. Oral exposure in the rat

[00154] The oral bioavailability of three formulations of solid dispersions of compound (1-1) was
determined in rats. The three dispersions chosen were the 25% dispersion of compound (1-1) in
PVP, the 25% dispersion of compound (1-1) in HPMCAS-MG, and the 50% dispersion of
compound (1-1) in HPMCAS-MG. The animals used in the study were Specific Pathogen Free
(SPF) Hsd:Sprague Dawley rats obtained from the Central Animal Laboratory at the University of
Turku, Finland. The rats were originally purchased from Harlan, The Netherlands. The rats were
female and were ten weeks of age, and 12 rats were used in the study. The animals were housed in

polycarbonate Makrolon II cages (three animals per cage), the animal room temperature was 21 +/-
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3 °C, the animal room relative humidity was 55 +/- 15%, and the animal room lighting was artificial
and was cycled for 12 hour light and dark periods (with the dark period between 18:00 and 06:00
hours). Aspen chips (Tapvei Oy, Estonia) were used for bedding, and bedding was changed at least
once per week. Food and water was provided prior to dosing the animals but was removed during
the first two hours after dosing.

[00155] The oral dosing solutions containing the 25% dispersion of compound (1-1) in PVP, the
25% dispersion of compound (1-1) in HPMCAS-MG, and the 50% dispersion of compound (1-1) in
HPMCAS-MG were prepared by adding a pre-calculated amount of sterile water for injection to
containers holding the dispersion using appropriate quantitics to obtain a concentration of 0.75
mg/mL of compound (1-1). The oral dosing solutions were subjected to vortex mixing for 20
seconds prior to cach dose. The dosing solution for intravenous administration contained 0.25
mg/mL of compound (1-1) and was prepared by dissolving 5 mg of compound (1-1) in a mixture
containing 4 mL of polyethylene glycol with an average molecular weight of 400 Da (PEG400), 4
mL of ethanol (96% purity), and 12 mL of sterile water for injection. The dosing solution
containing the 25% dispersion of compound (1-1) in PVP was used within 30 minutes after the
addition of water. The dosing solutions containing the 25% dispersion of compound (1-1) in
HPMCAS-MG and the 50% dispersion of compound (1-1) in HPMCAS-MG were used within 60
minutes of after the addition of water. A dosing volume of 4 mL/kg was used to give dose levels of
compound (1-1) of 1 mg/kg for intravenous administration and 3 mg/kg for oral administration. The
dosing scheme is given in Table 4.

[00156]  Table 4. Dosing scheme for rat oral exposure study.

Rat Weight Dose (mL) Test Item Route

| 236.5 0.95 Compound (1-1) intravenous
2 221 0.88 Compound (1-1) intravenous
3 237.5 0.95 Compound (1-1) intravenous
4 255.5 1.02 25% dispersion of compound (1-1) oral

in PVP
5 2242 0.90 25% dispersion of compound (1-1) oral

in PVP
6 219.2 0.88 25% dispersion of compound (1-1) oral

in PVP
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7 251.6 1.01 25% dispersion of compound (1-1) oral
in HPMCAS-MG

8 240.4 0.96 25% dispersion of compound (1-1) oral
in HPMCAS-MG

9 238 0.95 25% dispersion of compound (1-1) oral

in HPMCAS-MG

10 226.6 0.91 50% dispersion of compound (1-1) oral
in HPMCAS-MG

11 228.4 0.91 50% dispersion of compound (1-1) oral
in HPMCAS-MG

12 228.5 0.91 50% dispersion of compound (1-1) oral

in HPMCAS-MG

[00157] Blood samples of approximately 50 uL were collected into Eppendorf tubes containing 5
uL of ethylenediaminetetraacetic acid (EDTA) solution at time points of 0.25, 0.5, 1, 2,4, 8, 12, and
24 hours after dosing, with each sample collected within a window of 5 minutes from the prescribed
time point. From each sample, 20 uL of plasma was obtained and stored at dry ice temperatures for
analysis. Analysis of each sample for the concentration of compound (1-1) was performed using a
validated liquid chromatography tandem mass spectrometry (LC-MS/MS) method with a lower limit
of quantitation of 0.5 ng/mL.

[00158] Pharmacokinetic parameters were calculated with the Phoenix WinNonlin software
package (version 6.2.1, Pharsight Corp., CA, USA) with standard noncompartmental methods. The
climination phase half-life (t;,) was calculated by least-squares regression analysis of the terminal
linear part of the log concentration-time curve. The area under the plasma concentration-time curve
(AUC) was determined by use of the linear trapezoidal rule up to the last measurable concentration
and thereafter by extrapolation of the terminal elimination phase to infinity. The mean residence
time (MRT), representing the average amount of time a compound remains in a compartment or
system, was calculated by extrapolating the drug concentration profile to infinity. The maximum
plasma concentration (Cpax) and the time to Cpax (tmax) Were derived directly from the plasma
concentration data. The tentative oral bioavailability (F) was calculated by dividing the dose
normalised AUC after oral administration by the dose normalised AUC after intravenous
administration, i.c. F = (AUC(oral)/Dose(oral))/(AUC(intravenous) / Dose(intravenous))] and is
reported as percentage (%).

[00159] The pharmacokinetic parameters are given in Table 5, and the plasma concentration

versus time plots are shown in Figures 7 and 8.
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Table 5. Pharmacokinetic parameters of compound (1-1) after oral and intravenous administrations.

The values are an average from three animals.

PCT/IB2013/003026

Compound Parameter 1 mg/kg 3 mg/kg oral F(%)
intravenous
Compound  (1-1) | AUC (min*ng/ml) | 74698
water:cthanol:PEG | Cpax (ng/ml) 730
400 (60:20:20) T max (hr) 0.25
t1/2 (hI‘) 85 85
CI/F (ml/min/kg) 13.4
MRT (hr) 7.4
25% dispersion of | AUC (min*ng/ml) 39920 18
compound (1-1) in | Cpax (ng/ml) 77.9
PVP Tomax (hr) 1
tiy2 (hr) 8.5 13.8
CI/F (ml/min/kg) 75.2
MRT (hr) 18.0
25% dispersion of | AUC (min*ng/ml) 35306 16
compound (1-1) in | Cpax (ng/ml) 48.3
HPMCAS-MG Tomax (hr) 0.5
tiy2 (hr) 8.5 11.0
CI/F (ml/min/kg) 85.0
MRT (hr) 17.1
50% dispersion of | AUC (min*ng/ml) 40238 18
compound (1-1) in | Cyux (ng/ml) 67.0
HPMCAS-MG T max (hr) 2
t1/2 (hr) 8.5 9.5
CI/F (ml/min/kg) 74.6
MRT (hr) 12.8
[00160] Example 5. Preparation of spray dried dispersions.

[00161] Spray dried dispersions of compound (1-1) were prepared using five selected polymers:
HPMCAS-MG (Shin Etsu Chemical Co., Ltd.), HPMCP-HP55 (Shin Etsu Chemical Co., Ltd.), PVP
(ISP, a division of Ashland, Inc.), PVP-VA (BASF Corp.), and Eudragit L.100-55 (Evonik Industrics
AG). All spray dried solutions were prepared at 25% and 50% by weight with each polymer. All
solutions were prepared in acetone, with the exception of the PVP solutions, which were prepared in
cthanol. For each solution, 1.0 g of solids (polymer and compound (1-1)) were prepared in 10 g of
solvent. The solutions were spray dried using a Biichi B-290, PE-024 spray dryer with a 1.5 mm
nozzle and a Biichi B-295, P-002 condenser. The spray dryer nozzle pressure was set to 80 psi, the

target outlet temperature was set to 40 °C, the chiller temperature was set to -20 °C, the pump speed
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was sct to 100%, and the aspirator setting was 100%. After spray drying, the solid dispersions were

collected and dried overnight in a low temperature convection oven to remove residual solvents.
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[00166] HPMCAS-MG after | month, 2 months and 3 months, respectively, after exposure at 40
°C and 75 % relative humidity. The patterns did not show any diffraction lines associated with
compound (1-1).

[00167] It will be appreciated by those skilled in the art that changes could be made to the
exemplary embodiments shown and described above without departing from the broad inventive
concept thercof. It is understood, therefore, that this invention is not limited to the exemplary
embodiments shown and described, but it is intended to cover modifications within the spirit and
scope of the present invention as defined by the claims. For example, specific features of the
exemplary embodiments may or may not be part of the claimed invention and features of the
disclosed embodiments may be combined. Unless specifically set forth herein, the terms “a”, “an”
and “the” are not limited to one element but instead should be read as meaning “at least one”.
[00168] It is to be understood that at least some of the figures and descriptions of the invention
have been simplified to focus on elements that are relevant for a clear understanding of the
invention, while eliminating, for purposes of clarity, other elements that those of ordinary skill in the
art will appreciate may also comprise a portion of the invention. However, because such elements
are well known in the art, and because they do not necessarily facilitate a better understanding of the
invention, a description of such elements is not provided herein.

[00169] Further, to the extent that the method does not rely on the particular order of steps set
forth herein, the particular order of the steps should not be construed as limitation on the claims.
The claims directed to the method of the present invention should not be limited to the performance
of their steps in the order written, and one skilled in the art can readily appreciate that the steps may

be varied and still remain within the spirit and scope of the present invention.
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CLAIMS
I/'we claim:
l. A solid dispersion comprising an amorphous thienotriazolodiazepine compound of the
Formula (1)

N

Hsc\( N
/

N
S \(CH2)2CONH-Rg
Rz \ I S N\
H

— N
R4

X

wherein X is a halogen, R; is C;-Cy4 alkyl, R, is C-Cy4 alkyl, a is an integer of 1-4, Rj is C-Cy4 alkyl,
C;-C4 hydroxyalkyl, C;-C,4 alkoxy, phenyl optionally having substituent(s), or heteroaryl optionally
having substituent(s), a pharmaceutically acceptable salt thereof or a hydrate thereof; and a

pharmaceutically acceptable polymer.

2. The solid dispersion of claim 1, wherein Formula (1) is selected from the group consisting
of: (1) (S)-2-[4-(4-chlorophenyl)-2,3,9-trimethyl-6H-thieno[3,2-f][1,2,4]triazolo- [4,3-
a][1,4]diazepin-6-yl]-N-(4-hydroxyphenyl)acetamide or a dihydrate thereof, (ii) methyl (S)-{4-(3'-
cyanobiphenyl-4-yl)-2,3,9-trimethyl-6H-thieno[3,2-f][ 1,2,4]tri- azolo[4,3-a][ 1,4 ]diazepin-6-
yl}acetate, (iii) methyl (S)-{2,3,9-trimethyl-4-(4-phenylaminophenyl)-6H-thieno[3,2-f][1,2,4 ]triaz-
olo[4,3-a][l,4]diazepin-6-yl} acetate; and (iv) methyl (S)-{2,3,9-trimethyl-4-[4-(3-
phenylpropionylamino)phenyl]-6H-thieno[3,2-f- ][ 1,2,4]triazolo[4,3-a][ 1 ,4]diazepin-6-yl} acetate.

3. The solid dispersion of claim 1, wherein Formula (1) is (S)-2-[4-(4-chlorophenyl)-2,3,9-
trimethyl-6H-thieno[3,2-f][1,2,- 4]triazolo[4,3-a][ 1,4]diazepin-6-yl]-N-(4-
hydroxyphenyl)acetamide.

4. The solid dispersion according to any of claims 1-3, wherein the pharmaceutically acceptable

polymer is hydroxypropylmethylcellulose acetate succinate.
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5. The solid dispersion of claim 4, wherein the solid dispersion has a thienotriazolodiazepine
compound to hydroxypropylmethylcellulose acetate succinate (HPMCAS), weight ratio of 1:3 to
L:1.

6. The solid dispersion according to any of claims 1-3, wherein the pharmaceutically acceptable
polymer is PVP.
7. The solid dispersion according to claim 6, wherein the solid dispersion has a

thienotriazolodiazepine compound to PVP weight ratio of 1:3 to 1:1.

8. The solid dispersion according to any of claims 1-7, wherein the solid dispersion is obtained
by spray drying.
9. The solid dispersion according to any of claims 4 and 5, wherein the solid dispersion exhibits

a single glass transition temperature (Tg) inflection point ranging from about 130 °C to about 140

°C.

10. The solid dispersion according to claim 9, wherein the solid dispersion was exposed to a

relative humidity of 75 % at 40 °C for at least one month.

11.  The solid dispersion according to claim 10, wherein a concentration of the
thienotriazolodiazepine compound after exposure to the relative humidity of 75 % at 40 °C for at
least one month is at least 90 % of the concentration the amorphous thienotriazolodiazepine

compound prior to such exposure.

12. The solid dispersion according to any of claims 6 and 7, wherein the solid dispersion exhibits
a single glass transition temperature (Tg) inflection point ranging from about 175 °C to about 185

°C.

13. The solid dispersion according to claim 12, wherein the solid dispersion was exposed to a

relative humidity of 75 % at 40 °C for at least one month.
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14.  The solid dispersion according to claim 13, wherein a concentration of the
thienotriazolodiazepine compound after exposure to the relative humidity of 75 % at 40 °C for at
least one month is at least 90 % of the concentration the amorphous thienotriazolodiazepine

compound prior to such exposure.

15. The solid dispersion according to any of claims 1-14, wherein the solid dispersion exhibits
an X-ray powder diffraction pattern substantially free of diffraction lines associated with crystalline

thienotriazolodiazepine compound of Formula (1).

16.  The solid dispersion according to any of claims 1-15, the solid dispersion provides an arca
under the curve (AUC) value that is at least 0.5 times that of a corresponding AUC value provided
by a control composition administered intravenously, wherein the control composition comprises an

equivalent quantity of a crystalline thienotriazolodiazepine compound of Formula (1).

17.  The solid dispersion according to any of claims 1-15, wherein the solid dispersion provides a
concentration, of the amorphous thienotriazolodiazepine compound, in an aqueous in vitro test
medium at pH between 5.0 to 7.0, of at least 5-fold greater than a concentration of a crystalline
thienotriazolodiazepine compound of Formula (1) without polymer, in a control in vitro test medium

at pH between 5.0 to 7.0 test medium.

18.  The solid dispersion according to any of claims 1-15, wherein a concentration of the
amorphous thienotriazolodiazepine compound, from the solid dispersion, in an aqueous in vitro test
medium having a pH of 1.0 to 2.0, is at least 50% higher than a concentration of a crystalline
thienotriazolodiazepine compound of Formula (1) without polymer in an in vitro test medium

having a pH between 5.0 and 7.0.

19.  The solid dispersion according to any of claims 4 and 5, wherein concentration of the
amorphous thienotriazolodiazepine compound, is at least 50% higher compared to a concentration of
thienotriazolodiazepine compound of Formula (1), from a solid dispersion of
thienotriazolodiazepine compound of the Formula (1) and a pharmaccutically acceptable polymer
selected from the group consisting of: hypromellose phthalate and ethyl acrylate-methyl
methacrylate-trimethylammonioethyl methacrylate chloride copolymer, wherein each solid

dispersion was placed in an aqueous in vitro test medium having a pH of 1.0 to 2.0.
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20.  The solid dispersion according to any of claims 6 and 7, wherein a concentration of the
amorphous thienotriazolodiazepine compound of Formula (1), is at least 50% higher compared to a
concentration of thienotriazolodiazepine compound of Formula (1), from a solid dispersion of
thienotriazolodiazepine compound of the Formula (1) and a pharmaccutically acceptable polymer
selected from the group consisting of: hypromellose phthalate, and Eudragit, wherein each solid

dispersion was placed in an aqueous in vitro test medium having a pH of 1.0 to 2.0.

21. A pharmaceutical formulation comprising a solid dispersion, according to any of claims 1-
20, and one or more pharmaceutically acceptable excipients sclected from the group consisting of:
lactose monohydrate; microcrystalline cellulose; croscarmellose sodium; colloidal silicon dioxide;
magnesium stearate; and combinations thercof;

wherein said pharmaceutical formulation has a bulk density ranging from 0.55 g/cc to 0.60 g/cc.

22. A pharmaceutical capsule comprising the solid dispersion according to any of claims 1-20.
23. A pharmaceutical tablet comprising the solid dispersion according to any of claims 1-20.
24. A pharmaceutical formulation comprising 10-15 wt. % of a solid dispersion according to any

of claims 1-20 ;45 -50 wt. % of lactose monohydrate; 35-40 wt. % of microcrystalline cellulose; 4-6
wt. % of croscarmellose sodium; 0.8-1.5 wt. % of colloidal silicon dioxide; and 0.8-1.5 wt. % of

magnesium stearate.
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A5 BT, BT IR [ AR BOARLE pHAE A 5. 0 2 7. 0 BAERAN KPR A 3R SR AL 58
WEWy I =M RO EALE VIR R 2D 5 %

18. AR ZL R 1-15 FAF & — Tl () [ 44 5, Hodr, AHE T A& RS 46
mn PRI (1) B MRy FE =Mk 4 AL AE pHAE N 5.0 & 7. 0 AR SZRINRA 5T
HR R, AT IR AR 2> BUARLE pHAB N 1. 0 & 2. 0 FRARAR KR A 57 A 45 31 1) 76 5E R0
Wy IF =M IF —RUR B SR E m 2D 50% .

19. AR ELK 4 A1 5 IR — WU I B A 73 B , e A Fividk I e T2 i ey I = e
I ROk EAL S B Bl R F1 A oA B E 3 (1) Brs ey 3F = IF %0k
AL SRR E = 20 50 %, Az R wieia = (1) Fros e 7F =Mt — 508 5
& UL Rk B B AR A — R F A 2k H BR AT 4E SR B A T IR IR O — RN IR A - =
R iz £ 0 TR I TR T S0 ) SR 2 R Py 2w ) 24 2 T 43 52 (R SR B VDT U » I ELITR %
[F5] 47 7 B FRCEE pH AR 1.0 & 2. 0 AR AN K IR A 57

20. FRABAFIEL R 6 F1 7 HAF 55— WU R i A4 o i, Horb g e e IR ) =X (1) P
R I Ry I = I — R B S IR BE B H R 0 AR 2 A B R (1) Froas i) gy I
=R R A E YRR R 2 50 %, Horiz E A dA Ny e (1) Bt 7 =
M —m R EALE L DL S B B AR R R N A R A 4E R R A Eudragit ZH R 4H
R 24 S T RS2 IR SR B D U I BT IR 25 [ AR 7 U UL AE pHAE N 1. 0 28 2. 0 144
AR KPR

21, — P2 W), HAL S MR AR SR 1-20 A 2 — T adk i) [ 4 20 A, DA K —
Fhel 2 2 22 TR 32 IO 1), et Frid IO )i B e ZL0E— K-S s 4T 4E R S HOR
FH L - 2 2R A I Ak — SR A L 8 R R B L 2H 5 P 4L s ) 2L 5 5w B 245 4 ok ) o M 2
YN 0. 55g/cc & 0.60g/cc.




CN 104968334 A W F E ok B 3/3 7

22. —Fh Wi B, HoA SRR BRI R 1-20 AR5 — T T I 1) [ 44 23 ik

23. —Fh 24 Fr, HALERIE AR E SR 1-20 AT 23— T Ay [ 4 2 Hicds

24. — MW7), A5 (10 EE -15 EE % ARIESCR E K 1-20 R — TR K
[ 4% 73 HicfA 45 % 50 HE % M ILHE—/KEY).30 HEY 40 HE % MM 4R 4
HAE % 6 H % MR LA 42 40.0. 8 % —1. 5 BB % KRk —E b rEf 0. 8 H
% —1. 5 HiE % RIS
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BREMF =M HF R =L ESWRIZEFI T

[0001]  AHIGHIEIAE X 5] H

[0002] AR HITEE R 2012 4 9 H 28 H #2742 1 32 [H Ifi B HF 1 No. 61/707, 465.2013 4 3
H 14 HRAZ 5 E s H 3% No. 61/782, 882, LL K 2013 4 6 F 6 H #3835 H i I 5 i
No. 61/831, 811 KR &, BT A 1% £ BG4 SC 3 LA 5| 7 sO0F AR S

ARG
[0003]  ARHIEATFHIR T BA O0E 10 A A= R 22 0 18wy o = e g — AR 4k
(thienotriazolodiazepine) &40 A AR 43 B .

BRREAR

[0004]  FICHTREL (1) Kb &Y & Bon 6] 2 WA 2H 85 5 HA 5008 BT IR
X ZE#93k (BRD) F%E s 4 K 7 Kk (FRN BET (IR X 45 A4 RIS 79l 463t ) B 1 o, 0 45
BRD2. BRD3 11 BRD4) & & . 2 W3 E LR HiE A JF No. 2010/0286127 Al, H43CPAS|I
T RIFAAL ., Denis, G. V. 7F “Bromodomain coactivators in cancer, obesity, type 2
diabetes, and inflammation, ”Discov Med 2010 ;10:489-499 ( iZ k4 ul N2 A5
JTAFFEANASL) il 7 A0 WA BET 8 H AR 939 8 A 0 A ) = 2 R R A% R
T HS IR, I L3 55 401 1) -3 I B I 077 26 BSER =7 AS 25 L0 I8 A 2 BRWE PR 1 28 i 1
J5 R RIS T v« DA R B A e i (A5G0 28 IR 14 5715 R A R G LD BRI ) 1) 2 SR M
A % Bk, 30 (T s & 0m] LU TR T 2 P e O MU0 2 B8 BRI A
G E (AN RABAE 5T RN R GEVELLTEARIE ) «

[0005]  FICATIRRIEN (1) A ImEmy f =B Jf — R S AR B 5 HReH 5N
BRI 2RI £ AT S IRRE A8 1 R AE , D0 B35 24 il AR M) 23 DA R B R) AR 8 A ) 3 o o
B V1 22 SR )R S T L, O e A0 Iy I = W I U IR S PR AR A M T A R E
LA

[0006] 2 Rii, W1ZE [E & F B % A TF No. 20090012064 Al H R (% SCHR A48 N 28 LA
ST RIEARSC) , 4 kI (1) AmEmy I =M %008 5rT DL SR IR IR £ 0 -
NGRS - =W R AR NIGIREEE Y (trimethylammonioethyl methacrylate
chloride) HI3LEEY) (Eudragit RS, H Rohm A &A= ) FCHl], MR AELE T MgiE Hh A Je ke
TGN 53 UL T8 9T KRR (It 1t 45 i 2 A se 2 R ) 1 el 51 i i 2 i5e
(&), KIUE RAYERRN S, 3 (1) By I =M =58 54 SR AL
FRRE T LA B HoF 6 M A8 1 B AR A B2 (1) ey f =k o /U 2 St B WiE
WRAT 22 MR P v S O B o R, 6 T VR 2 JLAm R RE T & W LSRR 2 (1) fmEmy Jf =
M R AL E Y B B i e RO R R . DR, RE M (1) BEEy =
eI Bk AL SV 7R, R AT DE IR (1) AEmy F =M E — aUR S B
T 1y R AL 22 VAT A

[0007] R HIMEIA
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[0008]  FE— SRt TT SH, AR ATHRAE 1 B8k, 8 e Bl (D) s
ey I =M —EUR B A Y A T B B K &Y s LR E T2 IR A,
HepX (D) M-
[0009]

RS

1

=N

R? / | R*
S

L
aE \N/
[o010] M X AKX &R, RV C —Chedk, RPN C —Chidk, a v 1-4 MIBEEL RPN C —-C
B\ C-C R bR C |\ —C e i B ATt BT — AN B N IR R 2 | B i i B —
ANELZ AN BRI 1 2% 05 4
00111  FE—Asgi 9, X (D) kB B T A M4 - (1) (S)-2-[4-(4- &
O HE)-2,3,9- = Wk —6H- MEwy I [3,2-F1[1,2,4] =M I -[4,3-al[1,4] =& 24
B3 [-N-(4- R ) AW e eI K& (1) B (9)-{4-(3 - F AL
K —4- K )-2,3,9- = F I —6H- BE Wy IF [3,2-F1[1,2,4] =M 3 [4,3-al[1,4] & &
B-6- 5} A TRME;(ii1) AL (S)-1{2,3,9- = FF JE —4— (4— % 3 o 5t 0 3L ) —6H- g wy
I [3,2-F1[1,2,4] =M [4,3-al[1,4] Z AT E 6-} SWM: L& (Gv) H 2
(S)-1{2,3,9- = I 3t —4-[4-(3— 2R & 9 Mk &= &% ) R A& ]-6H- ME wy 3 [3, 2--][1, 2, 4]
=Mt [4,3-al [1,4] R HE -6} LMRER. £ DR EF, X (D) N
(S)—2-[4- (4- & ARZEFL ) -2, 3, 9- = H 3L —6H- MEWy IF [3, 2-f1[1, 2, 4] =M FF [4, 3-a]
[1,4] 845 -6- 3 J-N-(4- LI ) LM%,
[0012]  FE—H850 7 2, 255 2 K R B VIR IR A2 N 2k FH L A 4 R ITHIR AR . 1
— 4 IS ) S g R R AR ) A E Yy S = O R AR AL S S R R T A AR AT
A IEHIRES (HPMCAS) fEE R 1:3 & 1:1. 78— Lo R Sty = oh, [El44 2 Bk 7E
Z1130°CEZ) 140°C Ve B PRI A — (B AR IR E (Te) #7505 76— S8 i Szt
5 e, WEWY I =M R EALAIAE 40°C T HXHEEN 15 % M T R E E D 1A
H 5 R FE DN TG 8 T ME Wy H — M JF 24k A G W) FE Wt 58 % 2 AT IR FE I 222 90 % o
[0013]  7EHAMM) ST S, 255 AT B2 (M SR G0N PVP. 75— LB b R ST =,
PRI B F ey I = I R A AL B )5 PVP B R EE A 1:3 & 1:1. fE—Se bRk
Jiti 7 TR, AR BUARFEL) 175°CE L) 185°CYu N R I H f— I B AL 6 AR IR (Te) 453
Ko TE—SU bR St Ty &, Wy IE = e gt TR B A ITE 40°C R HXTIEE N 75%
T BEE 20 1A RN TG € Ty 3 =M 3 — R R A S WE Wt R fR 2
ATRIIREE 2D 90% .
[0014]  7E 57— NSty S, [l4A 25 i 2 i i i 55 13k 1Y
[0015]  f7E 53— ASLHt 7 2, L AR 7 B B Fe s (1) X S &t RAT T R R, A B
6
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AEES R (1) B i 3 =3t — 5 R S WA RIIATH 42 .

[0016]  7E 5 —ANSLiti )7 287, i A o BRIt 28 T T AR (AUC) R Hh # ik 45 24 0t R
HEWIRBEAIF N AUC H I ZE /D 0.5 £, Hrb o A A E &M Er g R Er= (1D
Bz~ B ey =3 R R 2B

[0017]  FEX 75—l S, ML TA SR EW g S (1) Brs py ey ¢ —m:
I ZEOR A EYIAE pHAE Y 5. 0 2 7. 0 [0 BRSNS 5T A 0 S B 3 44 7 sl A AE
pHAE A 5. 0 22 7. 0 ARSI KM ot S AL 1) T e T My H — Mk 3 — U AL A P Ik
JERZEAD 5%,

[0018]  FER—ANSLitir i, AHE T AR RAE YN 45 e r) X (1) Fros ey 3 = m I
TRAR AL EYILE pHAEN 5.0 2 7.0 AR AR BT A AR, HH BT [ A4 o B 7R pH
fH4 1.0 & 2. 0 fR &M KPR BT 45 21 1 J6 8 T2 ey FF =M JF U2k S SR
A2/ 50% .

[0019]  FE—ANSLia 7 S H, Jo e T MEmy I — M JF 528 S AL A VD R BE LL Bl T 41 [ 44 4y
BRI R (1) Fros B sy ¢ =M — B0UR AL S IR i 220 509, Forbiz A 7y
BUAR N (1) B e 3 =k 3 = A G A2 5 T 82 2 I B G TE U  1% 24
SN R AR AR R R TN S R R A A R IR AR R Sl - IR A TR
W — = H R O TR T AR TR I S I SR DA R 2L, I L AR 2% [ A - B 3 B T pH BN
1.0 2 2.0 ARSI A BT

[0020]  FE—ANSLiE 7, i o st (1) B rmemy H =3t — 5 R 24 a )
W PE LG R A1 A o B A 2 1) 5K (1) B ey 3 = w3 — 58 AL SR B i 2
b 50% , ForpZE AR BN B0 (1) B By I =gt — 5 A AL S R 2 T e a7
(ISR DT BRI 1 255 T 42 52 B BE-G03E B PR AR — B IR AR T 26k P DL - 44 3R T AN TR M PR
TG — FRE UG TR G — = R B U IR I S SR DA R ) 4L, FF HL L Hp 25 [ A
S BRI E T pHAE N 1.0 & 2.0 MRAM K IEIR A B b .

[0021] AR HIAITRE—BHE i 17 257150, FoAL 5 AT FT IR i 55 ) ] 44 w4 DA
Joide B R H A B — R B PP ) S T 2 IR IR — KA s R A e R R BOR
LA YE TN s ek A RE SEEREREE A ENIMA A . 75— SLstr = b, 2377 ) 3
RGN 0. 55g/ce & 0. 60g/cc. E—LE5i 7 A, 9T UNZ VIR 3 . /E— 28
St Ty S, i T LN Z e

[0022] AR HE— B3R T 25050, HAE 10 EE % -15 B8 % B A SR 1)
1% 25 458 P[] 42 43 B RS TR 726 7 ik R R 21 44 R B IAR TS (HPMCAS) , e A BT ik Mgy o = e
H R B G WAL R R Te e TR, F HEWy =M sk A S IR R T
B B AF 4 R IRIAMRESE (HPMCAS) [E R 1:3 32 1:1 ;45 EH 8 % 50 H & % FIAE—IK
&) 535 Y% 40 EE WM AEER 4 HEY% -6 58 % KSR P4 540 ;0. 8
HEY% 1.5 EE YRR AR f1 0.8 EEY 1.5 HE % KA IRIRE: .

[0023]  [ff ik

[0024] 45 REOR M ST T 22 PR B P O el s ), 2 B A M R A T T 140 R W AR I DA R
AR S B AL W Wy S — M I AR R A R ) 2 W A A M AN T R B ST T R T IR . H
JT 5 BOZIRR 1) F2 A B AS BT Bz PRS0 2 HE AT T B

7
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[0025]  FEFfEIA -

[0026] P& 1A 7 H 1 /B0 3 4k 43 HA A P b s ol ) 7 s e P, JHC P o ) [ A 2 B . 75
25% HI4k&%) (1-1) F1 Eudragit L100-55 ;

[0027] P& 1B 7 HY /B0 [ 4k 43 EESC A7 P b s ol ) P s e P, JHC P B ) [ A 2 B . 75
50% {4k &4 (1-1) A Eudragit L100-55 ;

[0028] P& 1C 75 H 70 A5 ] 4k 43 HIC AR (140 7 £8) A2 1) 50 P e PR G v o 1 4 0 S04
5% LAY (1-1) AIE ZIFMEE Il (PVP)

[0020] P& 1D 7% T A5 ] 4k 43 HC AR (140 7 48] A2 1) 550 7 e PR G o o 1 4 - A
B 50% MtEH (1-1) A1 PVP ;

[0030] P& 1E 75 7 0 5 ] 4k 43 HC AR (140 7 £8) A2 1) 50 P e PR G o o 1 4 0 S04
& 25% HIEW) (1-1) M PVP- /2 )% s (PVP-VA) ;

[0031] P& 1F 75 7 0 A5 ] 4k 43 B (140 7 £8) A28 1) 550 7 e PR, G v o 10 4 0 504
T 50% Btk AH (1-1) A1 PVP-VA ;

[0032] P& 1G 75 T A A5 ] Ak 43 HEC AR (140 7 48] A2 )50 7 e PR G o o 1 4 2 A
B 25% M & (1-1) FOEEER ¥ TR 368 H R4 4 R PRFIRRES (HPMCAS-M) 5

[0033] P& 1H 7% 70 A5 ] 4k 43 HC AR (140 7 48] A2 1) 550 7 e PR G o o 1 4 0 54
& 50% HItE&W (1-1) AT HPMCASM ;

[0034] P& 1T 75 7 A0 A5 ] Ak 43 HEC AR (140 7 48] A2 1) 550 P 9 e PR G o o 1 4 0 S04
2% ME (1-1) FIARR R AR S LA 4E Rl (HPMCP-HP55) ;

[0035] P& 1J 75 T A5 ]k 43 B (140 7 48] A2 1) 550 7 9 e PR G o o 1 4 - A
£ 50% HI4k&%) (1-1) A1 HPMCP-HP55 ;

[0036] P 2A 7t 1 Ao A7) A A PR A 45 R s PR L B 25 % AL A (1-1)
A1 PVP 1) AR 73 B

[0037] P 2B 7t 1 oo A7) B4 A PR e 45 SR o PR L B 25 % AL A (1-1)
A1 HPMCAS-M 1) [8 4 43 Hi A

[0038] P 2C 7t 1 ool 1 700 B4 A P e 25 R, 2o P L 25 50 % AL & (1-1)
A1 HPMCAS-M ¥ A 43 i

[0039] P& 3 i TALEW (1-1) (B4R > BUPR D X S 2ok R AT 59 B

[0040] P 4A R T B SR ZE R R PUREEZ, HH TAERE &M T P 25 %4 &
Yy (1-1) F1PVP ([ 44 Bik

[0041] B 4B IR T B s Z R EPUREEZ, HH TAERE &4 T P 25 %40 &
¥ (1-1) F1 HPMCAS-M [ [ 44 43 5

[0042] P 4C R T B I Z R EPUREEZ, HH TAERE &M T P 50 %4 &
¥ (1-1) F1 HPMCAS-M [ [ 44 43 5

[0043] K5~ T 6T 25% L& (1-1) A1 PVP B HPMCAS—M F¢ [E 4 43 #eda « BA & 50 %
LAY (1-1) A1 HPMCAS-MG H[El 4 7 Bl i, HBIEA AR IR L (Tg) SAHNHEEE (RH) 1)
KEHE

[0044] W6 T E R EHUREEL, H AT 75 %R R TR 25 %1k &
Wy (1-1) F1PVP {1 [ 44 ik




CN 104968334 A i MR P 5/34 Tii

[0045] P 7o T SRR S TR oC R 2k, FoH T 1mg/kg F bk € B 45 24 J5 1AL &9

(1-1) (SE0K T ) 3mg/kg AREELZN 256% &Y (1-1) :PVP (20 R P ) . 25% 1k

AW (1-1) :HPMCAS-MG ( =0 =1 ) M 50% A& (1-1) :HPMCAS-MG ( 0 AIBRI =4 )

RS 7R bR B 2 A 1) R 8

[0046] I8/ H T I IRIKEE SRS R M2k, HFH T LL25% 4k &4 (1-1) :PVP (20 (5

) 25 %G54 (1-1) :HPMCAS-MG ( 7.0 = 7E ) 1 50% 444 (1-1) :HPMCAS-MG ( 750>

8 =) TENAE Smg/kg D IE B2 fa L& (1-1) o wEIHZ TR ERE F2

H A A R

(00471 K 9 /n il T 7ERR E MR 0 B, AL &9 (1-1) F1 HPMCAS-MG g [l 44 43 U441 X

S 2Ry RATHS B

[0048] & 10 7" T 7€ 40°CFIAHAHGEE 5 % MM IE F 28 1 MH R b&d (-1 £

HPMCAS-MG H (1) [ 44 7 B AR 1) X S b AR AT 49 PR

[0049] & 11 75 H T 7E 40°CRIAHAHEE 5 % MM IE F 25 2 M H A tb&d (1-1) £

HPMCAS-MG H (1) [ 44 7 B AR 1) X S b AR AT 49 PR

[0050] & 12 7" T 7E 40°CFIAHAHGEE 5 % MM E F 25 3 M H A tbad (1-1) £

HPMCAS-MG H (1% [ 4 73 544 1) X S 2ok AR AT 49 B

[0051]  KEHVER

[0052]  BLAE, T SCK S HR B R RA S i 5] Sk B 4 i 4 R A e B ) £ R, s 7 AR

PRSI TT 58 o AHE, A B 3280 AT DL UAAS [R] B T AR IR, FF HAS BOAZ g R i= BR T A

BA B ST 58 o T, 3808 X 8 St 77 8 FF AT AU 1A —FoR N L Re i it BRAE

FAEULEH , 75 W A A B i ) BT SR FORE 2 AR TR # BT BT i 32 8l J& R s (1) AT — 3

EFE AN GO TR AR A R o AR B R TR AT B R R SR R A 2

LRI LG T AR

[0053] 1. X

[0054]  ASCRTHRIARLE “heds” SRR HE s 5 R .

[0055]  ARAE“HUR MBS 28 B — N Ei AN BURIE A e 350 40, e db Biradk () HOACIE 3

KT RERE FEEHE —DEE K.

[0056]  TLiRAIE “Jfi ik 72 U I 2 AR A BRI I — 34 (il “C, Ja@ids (55:) )

A, Hod s B 20— Nk — B 158 4 AN LR S8k BY B BE — O R 3 ], o prif 1

BB R I FH R 1) 2 AN AR IR IR RNk R L — AR A 2,

HHFTR R Z @S H— Mk e B E—NEEFmE 2R S0 LR XU DA

=l (2) 8o (B) M GRS A I 5L A 45 (HAN PR T 20 s L M ik 0 T 2

(2- JR3E ) TR . HSLIEHE C, JMEFEER C, i,

[0057]  ARiE “Cip” (Hirdr j Ak AEE, HOR R FRIfe m diiE ) RIahikE. it b

BB R SR BN e S TR ], B A A ) B S Ay, A, Bk DART EARS R B R,
iR R MHET (BEEE ). Bl Cy R 1.2.3 5 4 MRIE-F KI5 F .

[0058]  WIASCATH, RiE “ Q7 8 “x%&” /&8 F. C1.Br 8¢ 1.

[0059]  ARAGE“HjE 232 M ER” R A AIR A AR, H H2Ta e &P A X o B 1% B T HLIRR

A HLERID SR B O EA MBI 3k, ELFE (Flan ) 7EAR & B4 -& 9 BT AL 5 1)

9
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i Igi=a

[0060]  GNASSTHTFH, ARAE “ [ 44 3 Hik ” S g — [ AR =9, Lt 2 /0 2 FhOAR RN ) Al 43 21
J s SN SRR AR R K 25 0 (3G ) S

[0061]  ARAB“FVER” &AL AN, F H A& 38 B S5 N0 N5E 4 i A 55 3 1 S5 ) 40
T MARE “AEF 7 2 Fa T S L ARG RS Lo+ “TTFs 77 2 i e
E R o B AT 7 I 1 1

[0062] ff'5“===== " T2 B, HORT DL B B Bl

[0063]  GHAS ST FH 5 AR “XoF Bt S5 Ky 4k AR0T ) 475 2 %o e S5 A A P s ) A B 5 “ Al 1) 7 5
B S A AR, AN, 5 1 2 e A A DL B 0o e S ) A S G Y 2 S A AR BRIV 420, JH Hp ko B S
A DA B S Fg A i R T AR AE, Bl &/ 10% ,25% ,50% ,75% ,90% , 95% , 98 % 8K 99 %
POy aluSuS-—

[0064] 4R IE “STARSFRIPR” FEAR ST R, BT R0 UAR] S5 1 0 hete S g R B 6
W SERIR R . AR W TS T X b SR B TRTR S0 2 For ik R K. eah, BT
FF AL DI RA) G S R AR R e e S A AR B 5 FE AR N

[0065]  UNASCHT A, ARG “ SEARIE A AL A2 TR 2 B SR, AR B — ) S R A B ST
BT ST AL HR O (R R P B TR R AL B B ST A O (I RE R T ST AR SRR A Y £
IR AW, I HIX B 2 B S AATIR A F1 K o STARIE 3R AR 76 77 o6 Al 38 5 P R A st ke 32 ¢
PERIEAL . B2 L Carreira, E. M. and Kvaerno, L., Classics in Stereoselective Syn
thesis, Wiley—VCH:Weinheim, 2009,

[0066] ARG “Wi% 157 48 H I SO bR B BOA T EZ L N R E b B = (R
HA MR MR 7, Blan S 50 B sBe 1 Aas ) sk L Ra 0+
BRI T2,

[0067]  4NAS SR, RIE“YRIT A SR & 48 Ak B I ME N FF — Ik 3 — %0 2% s Bl AR T 3
At 25 3 AR AT AT &, 5 R 2852 b B () IR Wy 5 = M I 0 s L A 25 4 3 1 X 1
FH . £ A B, BT I 1 5 1R Iy = M 5 — G2 B L At 245 v PR AR 2 e 1 v o T
6 T8 TR BRk 2 e 2R L BRI 5 B PR B R LI i R ) 26

[0068]  ARiE “Z)” J&fg +/-10% .

[0069]  FEAS HHIF K i PR AR ASURIZE SR A 1) 4 S0, BRaAE B S0 20t 5 Ak B, 75 3R] 1
F&7 B AR (I “BE7 B BEE”) AN ZER N AT RTIA KB EOD IR B A
BHEOP B, - B HERR T AT A B w0 R Bl — A P IR

[o070]  HETCZKIL, FXARRI (1) RmEmy It =me It — KA 54 9] LLS 2524 7]
P2 A — IR L1 A A 2 B0, TS v] DU 254 20 55 b B i v 52 IR i 2 i
WAEA AR DRG] E— AN T7 S, 2555 0] 5252 1 SN T R D% B0 IR 15 2 79 23 R DL 4
ek (HFRABE IR A Fk R JL 21 4 R BRIARRIE 5 HPMCAS) o 7E—ANSEE ) =, 25 ml 2%
RIERE YN N Sl (PVP) o

[0071]  7E—SE5if 77 S5 b, BEPR F2 TR 2k F JE 47 4 R BRF IR S (HPMCAS) mT LAELHE - B
9% LMEHE /11 % BEFAMEIE ) M 20 (a0, HoAFIKi42 08 5 wm i) HPMCAS ( Bl HPMCAS-MF,
AUy 2% ) B B FIRi4% )y Tmm 1) HPMCAS ( Bl HPMCAS-MG, BikiZk )) : A 12% 2 it
/6% BEFAMEIE A H 2% (B dn, B FEki42 4 5 wm i) HPMCAS ( Bl HPMCAS-HF, 44y 2% ) sl

10




CN 104968334 A i MR P 7/34 T

B A5V HRi4% 8 1mm ft) HPMCAS ( Bl HPMCAS-HG, Jikigl )) sl B 8% LBkt /15 % BEFAME
FER L (Fltn, BAF¥Ri429 5 um ) HPMCAS ( B HPMCAS-LF, 40y 4% ) B B A 3k
#%259 1mm f HPMCAS ( Bl HPMCAS-LG, Jikig% )) .

[0072]  f7E — U STt U7 Z P, R 48 i g 5 i 1Y) 43 & AT Lo 2 2, 500 ( Kollidon
® 12 PF, E ¥4 T &~ 2,000 £ 3,000) . % 9,000 (Kollidon® 17 PF, | ¥ 7 + &
N 7,000 % 11, 000) . 5 25, 000 ( Kollidon® 25, = ¥J 7 1 & ¥ 28, 000 % 34, 000) . £J
50, 000 ( Kollidon® 30, E TN 44, 000 £ 54, 000) . F1Z] 1, 250, 000 ( Kollidon® 90
g Kollidon® 90F, #E3I%4rF &N 1, 000, 000 2 1, 500, 000) -

[0078]  TI. MEW;If=MeIt: R ENHED) -

[0074]  FE— SR TT S, LE AR W i) 7] o s FH () Iy I =k 3 — Bk AL S A
(1) Frn (OFEHARR M ER S A g oo il S da 44 L SN e oK &4 e P ARt i 22
BAK ) -

[0075]

(1)

R4

[o076]  H.A .
[0077]  RUNBRECN 1-4 Hkedt (REAER T 0 &R TEECN 1-4 HAR R 5 & 5 1
R IEBUAR e 38 SR i 2 5 AT M bl o 2R P B R 36 BB 1-4 BB g B
Bl 1-4 ke  E3E . —NR— (CH,) ,—R° (Hih OSSR TER BN 1-4 ki, m A
04 %, I L ROAAT G b gl g 28 R B AR B b e JL ) L 813 - NR™—CO0— (CH,,)
—RECH A ROVE R FERBRBON 1-4 BIk%E, n N 0-2 UEEHL, JF H R Rk i o & R
THUARH B g 3 ) 3 H R N— (CH,) ,— CO—NH—R *( b a Jy 1-4 H8%, 3F
H RZABRECN 1-4 Wke3E ), BRECN 1-4 IRk, BEN 1-4 IR E L, B (T ik bl
BECN 1-4 Ie 35 IREC 1-4 (b S 2 L U8 BlR JE B ) R R it g 2%, ml3— (CH,)
,— COOR " ( Hrp bl 1-4 FEEH, ROABRECN 1-4 HIkid ) o
[0078]  {E—ANSEHETRH, AEMFEATESH | MR T2 4 R 712 5 S
BRI, ALty B, SERRE RS 1R TFE 3 AMRE T RZ& s
BEGEIEIEH] . fE— AT B, AEMNGEEREEE | MR T2 2 MRIETF 2t sk
SCHERE IR AN T R, RV R b R R RN PR T R 2 A R
B IET IR T AP T BUT 2o 76— St /7 S, 781 () e e A B A AN R 1 R 66
ZFE 3k RN 2- FIIE —1- PR LA 2- RO —2- Pk,
[0079]  7E L5t J7 &, AR BHARAE 1 A% K BH ok IRy gy I — W — ok 5L S
Py AR A (BFEK S ) FIRALERFRICHITER . B —ANSEiE 7 2, By
11
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=M I TR AR AL S 2 5 AT 1 52 ) B B HE S TOHLER T B BRI B 3 o 7 — /> S
R, MRy FE = I TR I 24 S AT 2 I O LR 0 s B L 4 R R L AR TR L SRR |
PR IR S AR AR R (1) £ o 7B — NS 7 S8 R, MRy I = M3 Rk S B I 2525 1]
2B 5 ENIRIE RN BRI SR . 75— AN Sty 2, MEmy =M JF e LG
VIR 25220 2 A HLER I S B AR . 2R R AR B R R R AR 5D
R 2R R F R TR  CRETR 1 6 BRI 55 R IR B BRI A TR e B Bk TR R VR M
FER S MR BR8] 67 B R R0 48] B RS TR TR - A LR  PUIR IR L R IET R K M IR K LR
R IASERR (MR ) I REIR - SRR 2 IR R IR TR T TR VA TR Y LA T I AR O 3k
Tl (2R R A 4— F RSN ) 3.

[0080] A& BHERAL 1A K BH AITIA A WE WY S = I 5 R A% AL B WG 25 2 W B 52 TR A
Fhrd e, HoA — AN EE AN 5 4 R B0 [F] (2 R ot B B s S R AR L R
TR B BB R B & TR A AR Ry I =M T RUR EA S R A 2R
s 35 LR TR RIAL R AL 600 *HATH 8%, 040 Ve e R e & Bl *°CT SR,
a0 °F B 0 TR LB B PN ORT PN S A0 0.0 R0 s DU, il S . ey
F = I AR A P R 2R bR 208 vT DLE I AR IS B R N R L RN
AR 2% o

foogt] X (1) ARt A YIRI R RN ZAric s (BlansI N 7 U RIS AR ) ]
T 2558 / SO B LU A 7 . T U R A = AR CH) ARk -14 (M0) B FEIA
AR A B, BT bLEA 1 BE T Lid B . AR EK R R (Blasi C)) 347
EUAR AT DASR AL H 58 v AR A e M 1T 7 AR ) R ey 9 2 A, 51 A Py 2 3 338 K B 2 77
B R FE, R, 78— Lo B a] LRI . A RS IE PRI R (fFldn Ve F,
0 A1 EN) BEATEUR AT LU T IE T RS ARWT AT (PET) FF, DU TR R 32 1A o5 A
[0082]  7E—L5ijta 7 R, AR B A TF HIEN) JF = Mk Jf A AL S AT DL 24 2T 42
2V T B A UL AR I T AFAE o ARSI B RN 53 N B 1 52, ¥ 7714
YIRS R (AEIX PG L A BH Bk (R ey 9 — b 3 2R 546 &9 ) FIIE TR B AL
FAUPEAEREEY . IR SRIEFIA S THE (BriR psEmy H =3 =k A
) AEYEYE . BT EGE T A @ R I SE B FE AN R T K B, R
W CBERN R . Pt )6 38 RV RN 24 28 T 52 R . B i), BT B3 oK . 7
— AN T S, AR W FTIA B EY) I = I R A A I 2 S T B R I B
& GRS TRV A 58 e v 7 A DY S0k g 5 7R A A — PR S ST
FIA) T BEVE R 2— T REVE R . BRI 1, 3- W3 -3,4,5,6- U
A -2 (1H) - M5 uE B ( “DMPU”) ¥ 04641, 3— — H JE R M bk ( “DMI”) ¥ 74k 4. AN
1, 3~ I FEBRMEIRER ( “DMP”) ALY BB IHITE B4

[0083]  7E—Ls5ijta 7 P, AR W FTIA I E ) JF = Mk Jf A AL S AT LLEL B — AN Bk
ZAFE A AT/ BORCEE, PRI AT DA LA LART S R4 R S5 B S ) A S = 6o e S ) 42 1) T A7
7E. A LAR#E Cahn - Ingold - Prelog KUK fiy 4 MEWMy H: = Mk I — A% 540 &4 I % B 5
P A AR i SR A, BT B FULKs “R” B “S” R 75 5 H8 @ B ST ey CGEH AR
NFEMEH ), IR E 7 FIRRF S48 RNk - Bodg (LA & U SRR ), X R T
DL AE 540 44 o0 AL B 0 155 T s il AN 23 IR 0
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[0084]  7E—L5ijta 7 2P, AR W BT IA A E ) I = b I — U4 s AL A AT LA CAAINE e VR
BB ANE eI SAFAE, Fo] DL & M4 7 I S5 810 22 e FAS Jie o e S ke 4. AT LA
BRI () - 80 d1- KRBT MR TeIR G4, R A Be A i A R i AHSE (1:1) 1
REW. AL, B4 rac— (B racem—) BUF 5 RS A1 SR 7] LA T-fiw 44 SMH e R A4 -

(00851  wthAh, HHEXAR IR Gefi — icoSUBE I HE A B33 AR IR Bl SR BA e Jok B 2 A R HE 71 i 7
AR U] SR AR AT DUAETE T AR BRI B0 b o 78— SRSt 7 B, fF 5 ===== AL T
FooN AT DO LA OV R =B A B . RISk — oS I U T DLdn B R 2“7 BL“E” 1
AL, HARIE 77 F“E” ARYE TUPAC ARvEEAEF o BRAE S VE UL, 75 T3 XUBE ) 45 #4325 T
“CLTRICE” SRtk . B GeR — BB A EARZE B AT ARR A “IRER (cis) 78k X (trans) 7,
Horp iz 27 BRI AR UUEE ) (R -, i ¢ e 20 7R HUARIEAE BV R o] | o HAR S
Rl Ge b PR I HE A ] LA 44 08 “Ia” 350 /e a7 ARIE MR R m B L 7E 28 19 ~F 1 1 )
)b, 1 ARGE s 207 R BARIE TR FA I~ T e o JFL rp B 32 L A 1~ T 4 )00 R
X A G PR T R & W 46 8 “Iiak / e 8“7/

[0086]  7E—Lsijt 7 S, AR B FT A T (e Wy I = M I — 5 A% Ak AT DA DL R B
Z il B2 WAL . (E— AT R, AR BHFT A FF iy H =3t — 5k 24 &
WA I EEIER . E— DT 0, AR BT AT REYy H =3 —m R 2 &)
BEHE—Z R, 1557 — DT R, AR BT AT REY) H =3 R R E )
BEHZ REPREGY. 1£5— AT Z9, i avnss .

[0087]  7E—Lsjta 7 S, AR W AT A T FOWE Wy I = Mk I — 58 A Ak ST DL LR — X
e ) A B o WL S A A R T AR AE o TE— NS S8 R, AR U B BT A JF (1) My - — e
IR A AL AP DG W R A B A LU T 80 % L AP AE . 72— AN SEili Ty rh, A
R BIT8 F (P) M wy = M 3 U AL S LA B S e AT & 43 BRI 90 % TR A
TEo FE—/NSLHt T 27, A B i A FF B ME Wy FE =k 3 — 284 B A0 G 4 DA B e A 4T &
H 5tk 98 % MITE RAFAE . 15—/ NSEHE T S, AR BT A FF Iy =M JF R =
1B A B S A A L B A LU AR I 99 %6 T A7 TE . 70— SRSt B, AR BT AT
[ EMy =M R RS ELLEE R ED 10% . 2D 25%  E/050% ED 5% &
190% /> 95% . 22 /0 98 %6 Fl A 2> 99 %6 it 2 i i 2L )6 o S R A B 43 LR A
1t

[0088] X TXF LS A ARSI &, v LM A DA R 50 (56X (1) SRiHE T B #44& E1 AH
XX B SR R R B2 PR B S R A I B A L

[0089]

(E1-E2) x 100%
HtREEEIFIEET S v =

(E1+E2]
foo9o] &3 (1)
(00911  w] DLt 1 i RO AH (3 (HPLC) A% REFEHR (NMR) BYATAr] A B33 1 5 vk il
€ E1FE2 PIAHNT &R . FE— LS 7 S8, 0 Wt S A A A 5 I 4 55 v DA 6 L S A 4k E L
FTE2 A T HARA R &, X e H AR RVR: A AFE R =R/ BRSO s S B
[0092]  FE—4ESj Ty ZH, 20 (1) B IMEW) 3F =M IF %000 AL S Y B R E AR -0
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Wy = RS s S (1-1) & (1-18), HAH|F F % A .
[0093] K A W] DALAH T4 & BH Avads 1 )55 A s g AL &9
[0094]

(1-1) N (1-2)

2H ()\O\()H

(1-3) (1-4)

[0095] FTA(ELE) :
[0096]

14
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(1-5)

OCH;

H;C N

RAELER) -

[0097]
[0098]

(1-6)

H;C

15



CN 104968334 A i R P
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(1-10)

HN

. (1-11) (1-12)
N
Hg(‘\N 0 | N
N
)l
i
h \N
H,C —N ’ !/
I\ N—cn ""C%I\
HiC S NNy O |
: s .
N
H3C
(1-13) ‘ (1-15
Cl
0
H3C, ——=N A
/ \ NHCH; N
H;C S -“\\/.\‘
N
HyC
[0099] FKA(HEZ EF) .

[0100]
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(1-15) (1-16)

NH,

. =z
) NH |
A
(1-17) (1-18)
OCH
{
AL\()(‘H / N
- |

[0101] & — 25ty 7 £, X (1) Fros B ME Wy I = M3 — R R S &+ (1)
(S)—2-[4- (4- EAREEHL ) -2, 3, 9- = HI 3L —6H- MEmy 3 [3, 2-f1[1, 2, 4] =M -[4, 3-a]
[1L,4] — R AR E 6- 3 ]-N-U-FXKE) oMk e im_ KE&EwGi) ¥ i
(S)—{4- (3" — F I Bk & —4- 3L )-2,3,9- = H It —6H- & Wy Jf [3,2-f][1,2,4] = W If
[4,3-a][1,4] “ &5 —6-F ) Z1REE ; (1ii) B (5)-1{2,3,9- = H I —4-(4- FHE
FRHE ) —6H- MEWy I [3, 2-F] [1, 2, 4] =MEJf [4, 3-al [1, 4] &I H —6- 2 } LRER ;LA
Jo (iv) HEE (S)-1{2,3,9- = I —4-[4-(3- FEENBEE L ) 2RI ]-6H- MEmy If [3, 2-1-]
[1,2,4] =Wt [4, 3-al [1,4] Z%RE —6- 5} LIRIEE.

[0102] fE —sesj y o, N (D o Em 3 =M I — A2 A aHsE
(S)—2-[4-(4- EANHK I, ) -2, 3, 9- = H 3 —6H- WEW; JF [3,2-F][1, 2, 4] =M JF [4, 3-a]
[1,4] 84 H -6- 3 J-N-(4- IR ) LW,

[0103]  III. #i5)

(01041 X (1) PR BIEIITE S St 4G4 1) L 4h 24 F0 1) 45 07 T 22 I HS R 3 Rk 1
PRI , 604 24 i AR W) 38 DA K B 35 1) R0 B8 3 P TR 7 S I 28 1) 738 A Ak PR e ) A, b 75 2
B TUF- AR 7K 1 IR WE My I = W I — S 2 5L H R R 7 2R

[0105]  Z W, V& &I o] AR AR T IR 2.0 — R NAGER F il - —H 8 RN
RIS LR Y) (Eudragit RS, H Rohm i ) K52 (1) B~ AL & P e il i 5 44 43 Hi
4, TSR HLAE R T8 AR e BT 25 M 4 5 AR TR 97 A% i (e P25 i R A e 2
) AR (SEE LR S 20090012064 A1,2009 4E 1 H 8 HA) . it 2 /MR
(B EIPMR) » I R PR =, 3 (1) BWEMy H =M JF = R S A e R AR
FRIRE TS LA B L5 48 P05 A8 1 LA F st (1) (o I = g — R 5L & W e B Bl
W AT 2 I YA PR R B R E B
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(01061 FI T, REAMR DURAE R (1) FT (0MEIY 6 =13 — UK S A0 S22 T 4
R TR (LA ) S HE e SR O IR B b i 2T L T 252
T 4552 1 9% 2 0 T R 45 3 AT B2 086 1 B0, 32 1 R 70 e 5 6 250 20043 B
P i O LSS o8, LA 2 PR LB E A o 76 R A ek O S W
52 WIHFR 397 S ME a1 Budrag ¢ [ 4 BRI A0 L, 71 50 26 4 43 PR
R0 S

[0107) [ 4 A e A 2 4 25 s 1 1 R 0 BB . — 6 - B

(o108 1A ST, A [ P A e b A — AL 7, S 5 > 2 RN Y
TR LR AR B2 8 (BN, HRAR R (1) PR IEED) I = M — R sl e 3
T2 5 TE 4 BP0 THES, AT LI 43y 6 FIOR RIS TR0 [ 5 v . S8, 8 e 43 e
5909 el RS CR R A0 BTV GG (glass solution) AERHE AR5 Gt 6
ToHETGOUE « BEA, FTAEAE AL A, B — B b, —8 77T LREIRAEAE, Tij— 45>
FUS TR

[0100] /NS R, A (1) s e 3 =43 — A% S A AT DL B A T
A ST T TR (B . FER— Sy &, Rt (1) s 0y 3 =4 3¢
SRR AL AT LA DL BRI S 7E S o BT DA S . 7
Sy — A R, BT LR TR

[0110] S 7 R, AR R0t T A R 4 4 Bk 0 25 AL 2, 3P TR
SIS AR (1) FRAOMEN I =8 IF U S A, B B2 S TR 1 £ 9
HALH CRLFKE ) MBI W i SR PR BRI D o B bR s DA 24 4
ST, ST R, 265 3 0 B A R B M 2 P 4 PP S 4 3%
(7R T B 7 R A 2F 24 25 U PRI B HPNCAS) . 75—/ SIzHi 7 6 o, 43 B s ey
I IR R A R O A PR S 4 IR (HPMCAS) MTLRREL Y 1:3 %5
L 7E— NSRS 28— A Y I = M L A £ S 43 T A
SIS A, VR O O L S A 51 M 4 T A L
HOARH . 7E— B S, [ 5 R DL B R (Tg) (13— 15—k
S, W1 Tg 6 130°CE 140°C 2 MR AL TE LM S /7 R, 41 Tg
FE29 135°CF 2 BRI IS T R b, B 5B AE 40°C ARHEFE S 75% 355
FREED LAH . AE— B 5, FEFR A B I X SR AT B e, 3 E R
FEAE L8 GRS (1) R (M) 3 =43 — B S A0 6 AT £ A s i 0
T &, “HEARTAEE RARTEL 21° 120 4b, 7E5EIE% (amorphous halo) LRFEAE 5
G GRS (1) R HOMEW) 3 = M3 — Rk s L A0 ST T 2

01111 EE—ANSEHE T S, AR R T 2 A, S E R (1) R e 3 =
I R S A ER S T B I TR (LK ) AN B X e A
s SR A ) 3 35 L TS SUE 26 2 T 452 A B e P MU FEL A . S
7 G, P AT S R A R LGB (AR RIS PYP) o 2 — A5k
77 o1, A3 S TS I R LA PVP RO 13 B 1 L fE g
Wi 7 o, B — B I SR 3 A AL A ST 5 T A S B .
A2 o, WS I LR S A ST T N A e
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By S [ A BRI B AL A AR (Te) AR FE—LBSLHTT =,
L[ Tg 7£ 175°C A 185 CZ I kA FEHAMIISRY STy S, B[ Tg ££4 179°CAb
KA AE—ERIEIRAG ST R, B AR BUALE 40°C R AHXTIREEDY 75 % HAE N Rk 2
TS H o A B SE T S AR AR U X SOy RATI B S, AR EAFEAE 545
PR EC (1) Fros ey I =Pt — %0 S S RNATH 2. WA RIg R A i =,
CHANEAERIREL 21° 20 &b, e ® EAFAE S S TERI S (1) Frosii sy
I =MEIF R FA SV R IAT I 2L

[0112]  fE NS 7 58, A W) 2 WD 2H 6 0 B 5 [ A o AR 2z [T 44 70 B iR 0 5
SEME (1) B B AUy I = M JF — 0% AL S el H 25 52 nl 352 1 TR
Yo CRLFEKEDD ) A e o Wb 78 S R B L R A = bR L R 3K, BAR 2528l 1252
ISR G AE— AN SEHMTT SR, 2524 n B2 I R S VIOV B R DR IR I P P 2k FR R 2P 4 3K A
AN S A (1) Bos B 9 5 F SR AT 4 IR IR DR FA R 5 I IR TR P PR I 2 A 6 Y
AERMERVEREDY 1:3 2 11 Ay R, 20— I =Mt %R =
AP 213 73 BT B R o Ui T o A8 55— AN ST S W I = MR UK B4
B SIHL T ECT A TR B . AR LRSI S [ A > B R I B A B AR
IR (Te) MIF—Pim. £ LS i, B Tg 7£ 130°CE 140°CZ KA. fEHAD
BESRI SRt S, B Tg E2) 135°C R R B SR ERI S5 S » i A7) R i e
40°C R ARy T5% ISR T 2 A0 1 AN H o 7E— LUl EHp, 78 A4 Bk ) X
SR R AT S, AR EAAAAE S SRR A0 (1) Fros fsEem 7 =m0t — a5 &
YIAT R IATI e WA IR I H AT &, “ AR ZIaEL 21° 20 4b, fETEE
= EAFAESEETERIEC (1) Fros e if =mJF 208 S ST RIATH 2L

[0113]  FE—ANSEHE T G, AR I RO 25 AL & 1 B 85 T A4 23 B, 2 A 7 Bk B 5
SEIE (1) B B AUy I = M JF — 0% AL S e H 25 52 nl 352 1 IR
Yo CRLFEKEDD ) AN e o Wb R S AR B R A s AR e R 30, ARG 22l 252 1
REW . AE DS R S, 222 B2 R EVINER LIGHEE Bl . £S5t &4,
2 (D) FrosieEm; i =mJF — 2R S a5 R O el B R LBy 1:3 2 1: 1,
FE—A ST S, 22— ey IF = IF TR AL S Y S b oy BT B [ A0 R
PR AR5y AN SEH T SR, Ry IF =W IF RO S S o) BT B [ R O3 A
Mo FE—BUSI T S, (AR S SO R I BB A AR B (Tg) AR — B i 78— LUSIif
Ji g, ) Tg #£ 175°C 2 185 CZ i Kk E . EHAMBLRA) St 7 SR, . — ) Tg ££4
179 ChE A o AE— LR USRI ST S [ 4R 73 BOAAE 40°C IR DN 75 % I EE F &
FeE /D 1A H o AE ST S, AR ] A > B R X 2Ok R AT B S, AR B AR AE
HE5amERI (1) Fros BsELy 3 =M R S S A RRIRTST 2. A FRE Y H BT
B CEARANERET RIEEL 210 120 A fEE R E EAFAEE S ETER (1D P
WEWY FF =M IF ROk EAL S VI RIIATI £

[0114]  FE—ANSEHETT ZEH, AR IR 2L &P L& T A4 73 BROUR 2 1 Uik B 2 45
an T ARG (1) s ROy I — e 50 A & P Bl B 24 2 T 12 2 1) 2 T R A
CEEIKED ) B e o W R A 2 R AR B R A s AR E R 3, DL 2 52 T 52 1 R
G AT R, A 2 MRS VONBRIRIE IR R 2 N S H LA iR . #E—
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ANzt 7 S, (1) B mEwy H =3t 5% S4B 1) 5 BE RR 3% B R I 2 T ik R Rk 4
fmmMEEILEEA 132 1:1.

[0115]  FE—/NSLHti 7 S b, A R WA 1) 25 W 28 A W 5 [ A o 500, 2% [l A 70 0 B 5 2
(1) Fros B4 db % QB e my I = Wk JF 2% AL A s 25 2 v 352 1 3 VI AL
(BFEKEY ) HNE YD i e b i e dg R Bl R R ARG 2, BA R 252 T 3252 1) 58
G AE—SLHETT R, A5 2 R AR CAFEMs Sl . 7E— AN Sy R, 5
(1) B pmemy 3 =Mt R G5 R O Aamens e i B s L a o 1:3 & 11
[0116]  FE—LUsti 7 S8, e I3 55 Rk i 2% 0 5 [BA - SR I 29 A &40

(01171 FE—/NSEHE T A, A R B I 25 0 40 W 60 W 5 J6 1 [ A7 3 A, 22 i Ak 2
AR AL 20 (1) Fros B BEmy I =W I — BUR B A0 G W) B 24 2 a2 (1) 36 v e )
(BFEIKEY ) MY i e b i S dg R Bl R R ARG 2, DA R 252 T 3252 1) 58
G AE =AW TT B, T2 MR A VN BRI R FR N R IR A 4 R /2 —
e E v, (D) FiR i &Y SEERIERE 2 N R R AR EEEREAN 1:3
211 fE—AEHE T A, 20— o ey H — eI Uk ELAG W S A BT A
[l A4 3 A R 7R 5 — N Sl 6 A, Ry I = I E TR A A D38 S b A T A [
iAo 7 — S0t 7 22, A SR R I B AL A AR TR (Te) B —Pi e 7E
— BB 7 R, B Tg 7F 130°C & 140°C 2 Al KA o 78 HoAth e 9zt 7 = b, B — 1)
Tg fE4) 135°C N KA . fE—LL b By STt 7 9, [EfR 73 BUARTE 40°C AHXTREE A 75% 1)
WETEHZRD LAH . B0t T7 2, 78 B BUAR ) X I ek RATH B 22, FE A
EAFESZE SR (D) FrosrsEr; 3 =t =8 R 5 5 WA RIATH . SiARHIE
) H TS, “TEARNEAERABEL) 21° 20 &b, AL e EARFES SRR (1)
s BNy I =M I F —RBUR B S R IATI R

[0118]  FE—/NStE 5 A, AR BH IR 25 0 405 60 W 5 J6 1 [l A7 3 JA A, 22 i Ak 2
AR AL 20 (1) Fros B BEmy I = I — BUR B A0 G W) B 24 7 Al 5632 (1) 36V e )
(BFEIKEY ) HNE YD i e b i S dg R Bl R R ARG 2, BA R 252 T 252 1) 58
G AE—SEHETT R, A5 2 R AR CAFEMS S . 7E— AN Sy R, 50
(1) FiaeE 5% G e i B by oAy 1:3 2= 1:1. E—NSLitiy &4, £/0
— R WEy H = M IE R A AL S I S A BT AN [ AR o B o AR S — AN S R
H R FE =M IE TR AL G S o BT AN [ R A R . 7R — ST
BRI R B AR IR T (Teg) W —Py . fE— S0t T7 b, . — 1) Tg 7 175°C
2 185 C I RA . fEHAMBE R ALt 77 b, B — ) Tg 7E49 179°C R kKA. fE—Luthk
(R SE T TT e, [BAAR S BUALE 40°C AHXHREE N T5 % MM EE T &g 20 1 M H . L5t
it 77 S, AE [ 44 7 B (1) X S 2ok RATH B, R EATAE S 45tk r =X (D) B
WEWY I =M 3 R A AL S R IIRT I R . A B H T S, “ AL AR AE
Z121° #1260 kb, FEIERE EAFESS RN (1) Bros By 3F =t — 5 0Ur 514k
G A RIINTHEE

[0119]  FE—/NSEHE T A, A R BH IR 25 0 40 W 60 5 W 5 J6 1 [ A7 3 JA A, 22 i Ak 2
BB & e T (1) B M R ey = e IF — %00 sk B El s 2 e 2%
PER ALY CBFEEKEYD ) HME D) 0 LS R AR SR R B R A R AR i TR 2, BA
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EREZ IR E . AE— AT R, 255 A2 N R G N S IR DRI IR s 2 P4 2
RAaAmER DR, X (1) FrosifsErs; 3: =t =84 w0 SV 5 B R IR HTR
B L LA AR E RO N 1:3 5 1: 1. fE—DSLiti g E i, /b33y =
M I = BUR A Y3 S M A BT BEA AR A iR R . A 5 — N SETt T SR, Ry IE =
H R IR EALE I S Mo BT A AR R o AR — RS ST T R [ A B R I
MR (Te) B —H . fE—Sesji 7 &, B.—1 Tg 7£ 130°C & 140°C 2 [A]
KA. TE— SIS T b, BAR S BUATE 40°C AHXTIEE N 75 % IR T R 2 /b
LANH o EHAD MR RS T7 S, B— ) Tg /E4 135°C N R4 fE—SesiujifiJy 9, 78 [
PR BRI X S 2k RATH B, AR AR S S EmER (1) B ey 3 =k
TR ENEYA AT . ARSI H NS, CHEARANEE” RIREL 21° 20
b, FETCE T2 EAEE S 45 @itk r s (1) B fmEmy H =3t — 8 aR 54 &Y LT
Wk

[0120]  7E—/NSEHtE 5 A, A R BH IR 25 40 40 60 5 W 5 J6 1 [ A7 0 J A, 22 i Ak 2
BB & T Tl (1) B % R ey 9 — e JF — %000 sk B El s 2 e 2%
PER ALY CBFEEKEYD ) HME D) 0 S R AR SR R B[R A7 AR i TR 2, BA
EET MR AY . (B — AT B, A5 2 R GV R S Sl . 7E—
AN 7 S, (1) B iEwy H =3t 5% S4B 15 58 Mtk g Joe B 1) 22 & B Y
BN 138 1 1o fE— ANty B, 220 — 567 ey H = W 3 4 s LA Y035 51 43 B
TREA AR B R . A5 57— STt 7 S, WEWy I = Rk s S ST H BT
B[ AR HA T o AR LS T SR A B R I B A R AR IR R (Te) I —4)
o fE—HBSi 7 =, B—) Tg 7E 175°C & 185°C Al kA . 78 HoAh 2R i izt 77 =,
B Tg FE2) 179°C N RA . 15— b RSt 77 28, [ A4 70 BUAR7E 40°C VAR E A
TSN T BERD 1 MNH . 75—y E 9, 78 B 5 8Ok B X S8 R AT 5 B &
W AR EAFES S (D) PR s 3 =it — KR 8 S Wa K IIRTI 2.
AR HIE R H KIS, RN RIGEL 21° 120 kb, ELEERE EAGFESE S
PERIS (1) B BIMEM 3 = W3t — Rk B S WA S IAT T 42

(01211 FE—/NSEHE T A, A R B I 25 0 40 W 0 5 W 5 J6 1 [ A7 3 J A, 22 i Ak 2
BR S (1) Frargs s sEyy 3 =m0t R A AL Sk 2 e T 2 1 £
W CEFEIKEDD ) AMNE e T B AA R R B E A = AR D R, DL 5T
R A FE— A7 R, 255 0] 8252 ) -G W RS TR B H R 16 0 A ik FR R 41 4
Fo E—SErZH, 3 (1) FrarsEny 3 = =540 S & S BERR BRI R R 2 TN
FEHIEAR R ERLTBEAN 1:3 2 1:1,

[0122]  FE—/NSEHE T A, AR B I 25 40 40 60 5 W 5 J6 1 [l A7 0 A, 22 i Ak
BR S (1) Frargs e seny 3 =t — R A AL Sk H 2 e T 2 1 £
W COFEIKEDD ) ANE e T B AA R R B E A = AR IC R S, DL 5T
IR EW)  AE— ALl )7 R, 25280522 B G NER LIRS el o 75— SEiE
i, 20 (1) FoRENy I =Mt Rk AL A5 R L0 e e i ) EE E LL Y A 103
£ 1:1,

[0123]  FE— MG SLHETT R, AR SR T — Mg &, o d B wioik, %
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[ 44 2 B B :2- [ (6S) ~4— (4- &ARIKIE ) -2, 3, 9- = HI3E —6H- MEW; If [3, 2-F1-[1, 2, 4]
=M [4, 3-al [1, 4] Z& R —6- 5 1-N-(4- BRE) OB /KEY (&Y (1-1))
B LG T B2 K 3h IR (CRAEK S ) AN Al of il S R AR | S Fg A i ) o7 2=
PR B s AR S aT e 2 IR &, o prid k&4 (1-1) a0k -

[0124]

. OH (1'1)

[0125]  7E—/NSEE 7 Rrf, 24T 822 R A0 9 HPMCAS o 7E— NSt J7 S, 7 ik
0 (D) FonfIte &5 HPMCAS B RN 1:3 & 1:1. fE—/ ML R, 20—
WEWY = W I R AR FAL B ST Lo BT BN R 2y B . R S — AN S SR, M
Wy H = W G S B ) S A BT A AR o Bk . TE— AN St R [R5
B AR BT 55 T 1) o E—SE ST 7 S, [ 7 B R I B AL 3 AR S (Tg) BB —1
o fE—HESE 7 =R, B Tg 7E 130°C & 140°C Al kA . 78 Hoh b 2R i izt 7 &b,
B Tg 7E2) 135°C T RAE. 75— RISt 7 S Hp, R BUARTE 40°C FHXHE BN
%R T BTERD 1A 15— 7 Z 9, TEFER B 1) X 9 2k R AT B %
W, AR EAGFES SRR (1) Fis ey 3 =gt /R 5B Y L IIRT I 2R
FARHIER H IS, RN RIGAEL 21° 120 kb, ELEEEE EAFESSE R
PERIER (1) BT B mEmy o = w3t — 58 4% AL B A R HIRT 328

[0126]  7E35 —NSZitiy b, Ik 25 4L &0 & AR BUA, Z B R Uk 8 AL
G (1-1) BB KA B2 EE VAR (CBIEKEDD ) AMNETRY) X TR R 5744
IR FIAL RARMC L s DA R A B2 R AW (E— N SEiti g B, 2525 552 (1 5
EWIN PVP . FE— AN b, s EUA b &9 (1-1) 5PV EER N 1:3 E 1:1. 1F
— AN T R, A FR A Ry I =k I R AR AL A 38 S A BT AN [ R o B
W o T8 55— AN STt 7 S8, MEWy HF — M I A 5L AL G W 3E S0 A T R A T AR A R R
TE— AN St 7 R rR AR B R T 25 T4 Y o 75— S 77 S, A4 43 B R B0 B
WHARRE (Tg) BB —P M. ST Zrh, . —1) Tg 7£ 175°C 2 185 C MK 4E.
T H A SR St g 2, B — ) Tg 720 179°C R R A4 o 75— L8 K I St 77 2 v, [ 4k 43
BUARTE 40°C AHXHEE N TH X IR F RS/ 1 NH . 75— S sjifir R, 76 [ 44 4 B
R X SRR R AT R A, AR EAFAE S 45 MYt (1) B ey 3 = Jf — %44
FEALE YA RIIATH 2. BRI E M S, “EARNFLE” BIEEL 21° 1120 &, 7E
T w EAFES SRR (1) BRIy 7 =it =R RSB YE RIIRT 2.
[0127]  FE— AL 7 &, AR 254 &0 & AR BUA, ZEE S Bk e &
SE LI R Ey HE = — R s sk & (1-1) BB 22 a2 0 3 ARk (B

22
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IKEWN ) HINE FEDD K W SR AR SRR BRI AR IE IR S s DA R T 2 I B
fE— NSt T b, 2520 T A2 I SR W8 HPMCAS . E — NSt 7 &b, o Bk b AL &4
(1-1) 5 HPMCAS W E & 1:3 & 1:1. E—ANEHE T i, /0 — 50 BEY) 3 =it —
B Bk B I 5T B oy BT AN AR > SR o TR S — AN S T R, MR S =g R
Fe AL W S L BT A AR B T . R AN ST R AR S B % T A
[y . 75— BB szt 7 b, [EAA o A R B AL R AR IR T (Te) (B —45 . fE—LL5)
TrEF, B—f) Tg 7E 130°C & 140°C 2 B K4 . fEHAD SRR STt i, B—1 Tg £
135°CF kAo FE—Le bR SEHE g S, B4R 7 BUARTE 40°C VAHXHR RN 75 % R T &
B/ 1A H o BT 9, 78 B 5 8O 1) X S 8em RATH R, A EATELE
a5 B (1) Fros s 3¢ =Mt —5UR A S REIATIZ . LA H3E 1) H 1
T CREANAEAET RABTEL 21° 20 &b, fEL &R EAFE S SN (D) Bt
MWy I = I T AL A YA AT £

[0128]  FE—ANSLE T R, AR B K29 AL &8 & AR o B, i EAR 2 BUAR B &
ETIE AR AIEWY JE = e 3 R AL AW (1-1) B H a2 ik amiey (&
FEIKEW) ) ~ AH e i B SR AA AR B R A FwE bRt T R DL R A T 2 R A
Yo TE—NSEHETT S, A2 B2 MR AN PVP. 75— /NS b, A h 1k &9
(1-1) 5PVPHEEL N 1:3 £ 1:1. fE—DEHTT R, 2087 ey I7F =1 — &R
B AW ST R Ay BT AN R o HUAR . 7R S N SE R T R, My IR =g R
1 &35 513 0 BT AN B AR o B b . AR AN ST R, [ AR 2 B S 5 TR A
FE—SE ST 5 Z2 [ 2 iR R I S A e AR IR T (Te) ABR— P s E— LB S 7 &
W, B— ) Tg 7E 175°C & 185°C 2 ) K AE o 7EH AR St 77 R, B — 1 Tg fE49 189°C
NRA . E— LR RY ST R, AR BUARTE 40°C AEXTIR N TO % IR T Bz 2
DA H o 7B RS T R, TR R SO X 20k KT R b, AR LA 5 45
mnPERE (1) Fios ey 3F = Mgt 5 A YA RIAT I L . AR HIE R H 17 5
CREARANLEERIBEL 21° 1120 4, fEE MR EAFES S SRR (1) By
FH =M I R IR B S R IIATH 4R

[0129]  FE— NS o, AR B K 25 W0 AL &6 2 AR 2 U, A TE R 2 B 2 < 45
T I IE Wy I =M R A (1-1) B A 2 ik m ey (s
IKEWN ) HINE FEDD K W SR AR SRR BRI AR IE TR S s DA R AT 2 I SR E W
fE— NSt T b, 2525 T A2 I SR W8 HPMCAS . E — NSt 7 &b, o Bk b AL &4
(1-1) 5 HPMCAS HEE =LA 1:3 & 1:1. E— ALy &b, R B 2 5 55 T 1 .
[0130]  FE— NS o, AR B K 25 W0 4L S8 & AR 2 U, i B R 20 B 2 < 45
TR B ENy =Mt R B A Y (1-1) B H 222l 32 (0 Eh IR TIe (45K
G ) S ANETEYD T B A A AR E R AL AR I R R DA R A TR R A Y. 1R
— AN R, 2B R AN PVP. 1R — NSy =, AR & (1-1)
5 PVP E RN 1:3 & 111, fE— ST S, [ElA 7 #2551 1 o

(01311 448 it FH A= & BH BT 3k 1) [T 4 23 PR e, LR 3 R sl A R M BT . M AE Bk
N A TE A o 1 AR R P 23X H e BT (314 o 504 16 A R4 Do P 9 - AN R T —
B H 7K AR 28 o A BE ) T A4 o SR T LS & A 20 (1) Fros i e my ¢ —
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HEZRBIRENE D G UL SN0 B4 7 s o 76— LS T 2 v, [ A4 3 i mT LA
SEELK (1) BrsmEmsy 3¢ = w3 — 2% s A0 -G WLE L i IR A, T3 2 AN BT Bl i A A R
X (1) B ey 3F = = 5 A S S i IR G 3R1E 10, X2 AR (1) Fros
(e Ry I = M I — S A% AL B2 S AE KRR 43 B 7K PR A o PP 8 A ] 28 At AT A
S Z PR AN / BRI TR B2 (1) BT s B MEwy H — Wk = 0% AL G D Bl ey
= mm RS (1-1) WA R AR AT AT DS 5 0ok R sl A2k
KT

[0132] W LUEE WA REALER (X 3 ) BIRFTRZEM AR (Y $l ) E2eil=X (1) Brs py ey I
ST TR AR AL A YIS E Y =M R A A A (1-1) WO B 2RI B, AT
PAFHE TR (AUC) H, Bt S AR 2 SR W P [ R - B 1) =8 (D) B
Ry EE Iy I = I I Bk EAL B ECE Iy I =M EUREAEY) (1-1D) B AUCEH S A
TREWNEMIER S SR (1) By 3: = mIE 50 B G 4 & ik
WEWy H = I R AR EALEY) (1-1) B9 AUCE LI, E— LS 5 S, 2404 i ] 4 75
B2 it FH 25 M0 i), 2 1] R o3 BOfR () il 2 TR (AUC) B A HH & ot FH 25 40 Fg et R 2H &
YIIA R AUC {E I & /D 0. 4 £5.0. 5 £5.0. 6 £5.0. 8 fi5. 1. 0 5%, Hhprid X A &M &5
MrERgs RN (D) Fos By - =t —m A A .

[0133] W] LLIE ok A5 40L B SR A0 i N A B 1 pH B B AR S MR I 2 AR RI R 2. AT LA
L (1) P mEny - = Jf = &40 AL S EEY 3 =Mt —m R s A (1-1)
) TR 73 B B V7 AE pHAE M 1. 0 22 2. 0 ARSI A 5T A, S LG S e %o B8R A &1l
R pH AT N 5.0 £ 7.0, A LAYE pH B A J5 BB 2 AN AR AT Aa e T ke i
EAEMMI (1) Pros sy 7 =t — 508 B S E0 & TRy IF =1 — FUoR 5
WEY (1-1) PIRE. fE—5sii 7 £, S8R Rt (1) sy
I =M T EUR B B YA Sy I =R AU EAE Y (1-1) IR EEAH L, 78 pH AR
J95.0 2 7.0 ARSI T b, Bl woik e R G (1) Brs B semy 3 =M Jf
TR EANE BTG E Ty H =M R R A (1-D) B Em RS S EUL B R
be LB T A B 8L L R 9 R B 2D 10 50

[0134]  FEHAMRISCHE T, SAEEREWNERIER (D) BrspeEry 3 =M gt —
B AL SR E AL, 78 pHAE Y 1. 0 & 2. 0 H AR AR K AR A 55 v, T 3 [ 4k 4
e RN (1) Fros B BEmy I =M IF —BUR S E W) EE E TR ey FF = e JF — 0%
sEY (1-1) FREEED 40%  ED50% . E060% .20 70% .5/ 80% .. fE—L8it;
K ST 22, [ 2 B R B8 &) ) HPMCAS o 78— S8 1 K Ry Szt 77 22 vh, AR 49 BOiAR 1)
REWH PP,

[0135]  7E HAth B it 77 S8 v, B ] 4k 43 5k i i e s T R 5K (1) Bl 7 AR g gy — e
H Rk AL ST S TR MEy I = R A sAE (1-1) U EE R 3R AR 4 Bk
a1 B mmEmy H =g 5 S ek m 20 40% . 20 50% LA &2/
60% 2/ 70% . 2/ 80% , HoA FIRFEA D BUAME (1) Py 3 =k %0 &
G UL S e H AR R = F R 2 P ik R R A 4 X TR A T A R I — FR S TG IR G - =
3L 2 R TR I R T S A e TR AH R P A R I 25 22 v 2 (R SR G 1) 5 e A B s % [T 4k 2
BB AE pHAE N 1.0 2 2. 0 HIARAM K ERR A B 78— S8 S 2R seiti 7 B, A
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A AR BRI S-S0 09 HPMCAS o 7E— S8 b SR St 77 28+, PT i [ AR o Uik 1 R -G 40°R
PVP,

[0136]  7E—LLSi Ty 22, AN I B P ads () ] 42 2 BSOAA FE — i PR PS8 AN T % i — BRI
[ B, HER LT (1) Fros ey 3 =M Jf 50 2% AL S P sy H — i —%UR 5
taEY (1-1) MESSREMN. D7 29, et (1) Frs sy i =
FE B BB R R e T Ry I =g R AR AL S (1-1) BkEIRE 2D
0% 210 91%. 2092%. 2/ 93% . £/094%. 2/ 95% . £/ 96% .2/ 97% . F /b
98 % A&/ 99% o

[0137]  IV. 5%

[0138] T LAFH T4 BH I [ AR 9 BSOAAR (1) 6 R 7R B AE AN R T B3 31 /0 o 1)L Bk
F BR FULFR S ZNEURL (granule) HURL (granulate) ARy AR BT LS FH A9 40 iz 15 A Sk 1 5%
EERFA .. AEARE LB EAR TR - H IR R 4R RN A4 =
(HPMC) &I — H P2 A i H R 4R 4 3R SR L NI IR L R4 L B IR 7 A ik F R 4 AR 2R 918
IR EE (HPMCAS) o £ —L8SThti /7 2, I AFAE L2 &, 45 a0, 76 AH [F] FRE i v, A8 B 1)
Wy I = I R B 1) — 283 1 ] DLLUBERAFAE , 11— 2855+ W PA 73+ 18 0 T 344
.

[0139]  FE—LUsiti 77 S8 v, A W B[] 4% 43 w44 wT DA /) Jl o 791) s 98 BRI 9 o A — 25K
Tt 77 28 A R B [ A4 43 wicpA R ARG ) B/ e AR ERAEIN T (pour—into—mouth) /N
Fi 8i# 405 (constitution) MR K. 7E—LLSTHE 7 e, A<k B I [ 4 9 Bl 5 3
flL R (0, ) s 4G i / DTUE ISR E W FEM o 55 ) G IR 8 TA 18 R 51
o, AT A 21 R R BY 1 &7 70 o 78— LS 7 8, AN I BH 4 ] 44 70 0P mT RABC ) FH 708
JLIBIT

[0140]  FE—NSLHET &, AR AMAEPIRECHIH T O kG 25, E— DT R
L TR B 250 A S L B AR AR R B T 1) 22 A STt 7 SR 1 A A i, a5 (D)
s R EE Wy I =M JF AR ALY, BB H A e T 2 3 s e (A KED) |
AT BED it il e pa A SR AR ek R A AR IE R X LR RGN aidk £ — AN 7 =,
JIv i B 25 W 20 G a0 — P 22 PR 0 R, 450 G A R TR B R R 4 ) R
k.

(01411 A& 25 22 T FE 32 IR 7R 25 2 T e 32 (R B ) (T RTid 25464 ) 1)
SEAG AR A PR T S RERR B VE K U A IR = L R TR R B B IR RS L A TR R A
RIRBE B A BE VIR O B VA e oM R H I = e BRIES « B AR IR « Ak B R vt  H Vi A
NEBRER  FAE G I I = L5 FR A

[0142]  AiEMZ T2 IR 467 (T Ik 28 Aa-&Y ) LB e EART e
s A YER L HATAEY, Bl s A 4eZR (Flan AVICEL PH, 15 H FMC) RN A 4R R L
FEAAE R PR NI LA 4E 2% (HPMC, 51 41 METHOCEL 13 H Dow Chemical) ;RERE 4G JiEHE
FOKBER s ZhE AR

[0143] A 2522 T Fe 2 AR RN 24 S nT 42 32 AR R 1) (T IR 25 A &4 ) 1Sk
5] B0 45 (AN BR T 6 1) 3 e RO S T 4 W o 2 W 45 5 )RR e LB L R I
mnZF4EZ (MCC) AR 4EFR M AR 1L ALEE | EHE  AIE A
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[0144]  7E—LUSj )7 0, FEPT IR 29 &Y, TROE A PT LUK HE 2 T — M Dhge. 41
TERRCRE 25 77134 T LA A AR AR5 BIVAL ) RS B 7 T 7R S R R 5

[0145]  7E—LLSLE 7 R, AR A A YT Ltk — a5 i el dl 4, Bl ande
EALF (B anduIn i iR A% AR R e T ZE A0 AR L 1 & I (BHA) - — T L 2 L H 2R (BHT) |
a-AFH ANEKEE TR MNE SR ) HUiA ) B s f2oe 5 (EanN =g ) M/
B4y gl

[0146]  EH, A B ) 25 W0 4H -G 40 mT DARC i) e ARAr] G0 ) [ AR 77 2 o FE— S8 St 7 S8
AR B PR [ A O VR B A B ) B, A8 T R B B R B 2 ok R e (A5 i/ RRE
BURURL BB MR ), DU T4 4.

[0147]  FE— LT R, 9WA-EM R AR 8O, A o Bl B B AR 4 A R W
Jr 3 ) [ AR o3 AR B 22 AN St 77 R (1) P BEmy 1 =M JF — BUR S0 -E 1, Ml IR 2
P2 LA 4E R IR IR AR (HPMCAS) , e BT ik (e Wy I = M — U A0 & W 7E [ 44 7
AU TR R TE e TR, I ELMEWy IF =M Bk s S 1) SR R R T i B AR AT 4 R IR IR IR IR
(HPMCAS) (IR &L A 1:3 5 1:1 345 HE % 50 EE % HFE— /KA ;35 HE% 40 &
EWHARA4ER 4 HEE% -6 EEWHISCHRR LA RN ;0.8 HE % -1. 5 HE%IN
Ak — S ALhE s A0 0.8 B % —1. 5 B % I AEREE .

[0148] V. ffl&

[0149]  FE—NSEiti )7 b, AR B HE AL 7 ] DABC i) Bl AR ] & od () ] 44 7] 24 1y 245 P 20 &
Mo fE—ASEHT7 9, iRIEA K 25 A G5 AR HPrd 0 (1) By ¢ = w3t
THRIREZASLIT E P AN A, Ko Ik U (1) ey I = AR R
EAEZ) 10mg 222 100mg Ju N« 7E— ALt 77 9, iR Ak B I 249 4 &8 A K B
Frik = (1) BmEmy I =M Jf ZBUR B 2 ALt 77 Zh i — A a4y, Hd g =G (1) 1)
W 7y FF — M I R AR Rk H a0 TR E AT <40 10mg 249 100mg. 2 10mg 22
90mg~ %] 10mg £ %] 80mg- 2] 10mg £%] 70mg. 2] 10mg £ %] 60mg. 2] 10mg £ 2 50mg.%] 10mg
£ 2] 40mg. %) 10mg £%] 30mg. FZ) 10mg £ 20mg. 71—t 7 =, #RIE A K B 24
HEWAET AR KRR (1) FIENy H =M I B R 21 2 A0t 7 R — el 24,
HArpriR=l (1) fymEmy 7 =M Jf — 84 515k H 2 10mg. 2] 50mg+ 2] 75mg. £ 100mg
JIT RS BG4

[0150]  MR#EEITHIEAR B 69T BB B SE, XA RS TR H 2545 1 &2 5 K. fE—
ST A, A TR E RS RE T LA R R H 2 T AR . R — S
FHEP, AFEMZAELIEH I EEH 2D 1 A £t £, A7
B2 AT LA A R it 2R B, JF BRI B o AR SR/ B E R E . R
ANSEHE T R, B 75 LR 52 T DU B i A R A, RERR 3 R AN/ B 6 R . fE—
ANSEE T R, B 7B RS2 E 0T LR — R VEERS 3 R VRERE 4 R VERERE 5 KA/ Bl A i
IR . fE— ALt 7 f 9, A 77 220052380 T AR H IR SR8 2 DN A3
il E=EE |5 i ==

(01511 g dun ] LU FH i s A >R B 22 i FH O 70 28, 490 G B 3 3510 /I8 3510 B AL B S LA
ANTIORL  RIORL AR K o B3 B AR T AR E AN R T-4R8 — R LR A 4 2 FR N H L 4
Y zs (HPMC) AR 2K — HH IR 2 TR ik HH L A o 2% 5% W 58 DR M T Lk SR D) s e TR 2 FHY R 4 4
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FRILIHMRMEE (HPMCAS) .

[0152] VI. L&

[0153] S B T o3 O O My I = W I — 0% S Ak S W AT DA DA 28 el BB ok k7 26
FAE 5 12307 125 B B o ek 7T AR 918 3 [ & A1) 1 35 23 JF No. 2010/0286127 ( 4= A 72 A
CLSI 5 AR SCE A HE F ) A b 1) TP K3k A5 . ARk B R WE gy I — I I — 25 A%
B P B X8 e S ) A RTS8 P S5 g A AT DA 0 2 AN R R e B AR e A 0 1 T B T
3R AR A BE LG BT 2 2%, B Al I ) % A TH e VR S 4 L AR i T AR AR ) R L
HEEARN BV KR IR £ o KL TGN « (1) A0 B S R 4 1 R & P Bt
EAE TV b 18 4 5 B 1 50 B AR I R R A AR VR S 4, O B B R
JOGEAE) + (2) T RDGCEE TR R R 5 (3) E TV (o3l AT b B30 B oxt
LS A AR IR A B (4) A3 FH STARIE B E A 5 W B R A T 3 D1 95 55« A, SR
Ji@ e 03 WT LATE L 2 R0 B 5 9 T 4R 70 B E AT TR J RS 7 B0 Tl e A A, 4510t = AH <
FH T8 A A S D AE TR 45 it

[0154]  Gn S 75 EL, AR B BT A I ey I =M JF R B A D I RE 8 X S R A mT DA
T IS AN FR G A B S A TR BRI A R %, b A R R A A VR S P
53 B9 FF HAm B AL AR V1), AT H it ol 75 B 20 B B e A o B, 7R ik 70 TS e B
Rell (Blang s ) BRIt E el (Bl ) IGO0 T, JER MR A i Ehd i LT it
REIE B A5 FH 5 3 AR O 2 77 P P PR Bl A2 i 5o {0 i e A A (3 T A 49008 2 SR ) 70 2
g5 O BT BT % ) AT 4523, FFAEBE i (RIS 20 P f Bl S AG) 45 o RT3l FH A &0tk 24
S 2 RO R 20 (1) s BMEmY I = M R Ak B0, e A o e S M R ) et
H 77 il I 29 80%6 . A H I, P o il e A 4R IS & 0 B KT 80 %, A KT
90% , SEARIE KT 95%, I Ham ik 99% LA L.

[0155] A< & Y ) [ 4% o BSCAR AT LUSE I 22 b 05 VA SR Al 4%, (03 I R A A ) 28 K T k.
A, AR B AR [ A4 7 M ks W LR 4fE 40 SC R P i ) C R i) % :Chiou WL, Riegelman
S: “Pharmaceutical applications of solid dispersion systems”, J.Pharm. Sci. 1971 ;
60:1281-1302 ;Serajuddin ATM: “Solid dispersion of poorly water—soluble
drugs:early promises, subsequent problems, and recentbreakthroughs”, J.Pharm.
Sci. 1999 ;88:1058-1066 ;Leuner C,Dressman J: “Improving drug solubility for
oral delivery using solid dispersions”, Eur. J. Pharm. Biopharm. 2000 ;50:47-60 ;£

Vasconcelos T,Sarmento B,Costa P: “Solid dispersions as strategy to improve
oral bioavailability of poor water soluble drugs”,Drug Discovery Today 2007 ;
12:1068-1075, A3 3X L8 3R A5 J5 s 4 SO AR L.

[0156]  FE— NSt 7 S8, AR WY A [ A iAo al I s i T 2 a5 Y o AR — SR T
S JER L 2R BRI (1) Fros B MERy =W R0 5L 2> SEE T S/ —
AN ANERL . AE— ST o M T 2R A R A R A RS K . E
—ANSEHE T S MR T 2R Rl A S A B AR I . AE— NS T T ER AD
PR J5 R A W EA) s ik ) A5 D AN AR 1

[0157]  fE—2e5jta 77 b, 3 (1) Froas (e Wy IF = e IF — 0% 5 Bl H 24 % nT 1252 1)
AT CBREKEYD) VHME BV SRR S AR BRI A SR br e i 20 B A
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ASAHZ, TEIX PR Bl , AT CATE I oD 35 o In N SR T MR 77, AT B 1R 7E in#k TR & P o
B2 MBRAH BB . fE— S8 Sitiy rh, 30 (1) s i mEmy I = M F R 2% 510 2 N St
7RI — AN B A S T EBTE T B A R A R R T AR A P A TR 7S 1 2 il A R
A, BUCRRAR T TR . 7E— A0 R, TEUKI I FE T ¥4 S04 Rl 1) 24 5 RN A4 1RV
EWe TE—ANH T A, @I B 55 A A (BE W W S A ) VAN [ Ak Rk 24 i A
WARIREW

[0158]  7E— NSt /7 S, I A At 25 AR v 1 s (A PR EE IR RS 504 HNEE KR
AIEIZA ENE ) TR AR BRI T VA R[] A 0 R 24 R R AR R A
Yo LE—ANSL0t 7 S8, G875 A3 PR AL PR A 3 2% H 48 o i 23 B0 25 A0 R i 4, AT 74
HIVRI ] A ) 24 SR AR B . TE— AN STl T R B AR AT IV = BT U IR A A
HHEAT A R RIDRL , AT ¥4 200 5 ] A4 478 il 00 243 o R AR RV B 420

[0159]  FE—4Lsiji 7 &, v LUR B BLHF Y (hot—stage extrusion) BRI K
WG 2] S AR R o« PR BB LR 0 NI R AR A RS TR TG TR A 1 2 R R A
DA e SHAE B TB) N B S 7E =R R A H S U B 18 10 7= P B

[0160]  7E— ANt 7 b, K (1) Frosmemy 3 =gt R AR S 2 AN S0t 7 R )
— AN AN Sl 5 SRR (FIURLE TN T, AT Je G AT o] AR Ak B R AR B . T
— NS T FE R, GBI G B Y SR TR ) (It SRR ) S AT AR B RHR
AEERIR o TE— AN STl S, FEARHE AR 2 B (14 [ A4 23 SOk R ) % v TR L =i B D) J0TR
AR A A TS R R . AE NS T R B RS MR R AR R ey
T = W I AL S IR A AR I N 0 A PR IR TS5 v, T ) 6 R B A A 1 [ 4
IR . FE—N S 7 S G IR A R A N B AR A R B My I =g R A
5 —Fh B2 PRI A I ARG A P H MG ) 25 AR B AR R B D AR o i . AR — AN ST
S, Ik AR AR R W R Ry I = M I TR EAGA YD B R — Bl Bl 2 AR T R R
BN ER B AR 075 R L P B DA b R S AT ) 6 AR A A A B P i - A

[0161]  7E—Lsijfa 5 2 rp, Wi A2 R 7 ok i AR IE 20 (1) B iy ey I =g —
B BRI R 2 A S R — N B NS T R . TE— AN STl R IR 28 R T
ELFEAARIE N (1) From i MEmy =k Jf — 5 2% SRR RV A 43 R VA R, SR a4 R
PEIEFNZE R« AE—AH T R, ¥R MEEFIAT O — Pl 2 BRI A 75— ANt 5 5
Hh, k2 PR A SR AN IR - HURG 7 1 M TRk SR TR L pH S AT A . 78
— AN 7 S, W AT DLV RT3 R PR 7R A, BRE TR R PRV I 2 B B IR
2

70N o

[0162] £ SR 58 AR A5 Y ) [ A - RO ) e B 468 Ao 2 48 R ks 7 v
)b B 28 AR T o AE—ASSEHT SR, BInd (0 T A5 B A6 B2 Tl s R Ik s 7 A
R T 218 78 S FH e e 225 SR A 58 BT Je s W58 B DASE 40 O TR B A R s 07 A

[0163]  FE— /SRt S, A 1 W% TR AR YE K (1) Pros AgWERy JF =M — %K
S ZH AR R A3 S8 P IR Y 2 0 RV B VR AT BN TR 5 SR T BRI I 2% 4 7
HRITE o A SE BT S8 R A S W (R ) 570 18 ) 46920 e Pt 25 AR, EL R 57 T 3 77
AL B VIR I e B G AL A T TR/ e S SRR B, ) a0 LR B H R
W o E NS T3 5 7 B O B =3 M MG T 3 P 2E 5 0 1 Y T B v A 5 5
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[0164]  FE—LLSi Ty 2, MRS AR S W D ] 4% 2 S 1 ) 5 B0, 3 BB Ml oAk . R0
“CERIE SRR AR ARG SR A TR 77 CLE DL — A AAE I . A — N SEit T &
Hh AR i A 5 B R ) ) 4D ) % B A P R Il R R AR . A — AN ST S, R R
I SRR EE A IR AR S B (R ) R ) & B4 SRR =X (1) From By ey JF = kI — Rk 5L
A A DA B AR AR T DL T A, 12 R I N S A A [R5\ B ORI R A
W5 DL SCRE T I V0 B, DN T AV 7R 40 B I A A RO A X, L S A5 ] k23 O R e
TETER AR I RE I

[0165]  7E—LLSji 77 e, MRS A i W 4[] 42 2 54 1) o) £ B0 43 458 FH R DT 7 v A2 —
AN T B, FERFSRE MR ARE I 2R 2 (1) B omsemy 3 =t Rk s
BRI BRI A o FE— A0 A, AR MRS R AR A, AR R =0 (1) Fros ey
I = I R AR A A YRR AT IR TTE , T T BOOURL » 75— AN S 7 i, 15
T8 BT A5 B IORIURL , AT S AL By 75 1 ] 4 29 A

fotee] X (1) Ptk &GV SR EWEAR (—FEZ M) FIRE LA R E, A
FHATAMEES (1) B4 &Y R 22 BT, JF Bz AR 4 28 & P Ak 2 M e
[0167] 7 LA AERR & 14 i St 4] A 156 AR & B

[o168]  VII. fif

[0169]  7E LA AERR 5 14 i Szt 4] A 156 B AR & B

[0170]  SZHfs] 1 AL&W (1-1) BRSSOk IR A i ik

(01711 fFHEY (1-1) LA 5 FhEA A () — Fhte il & P 4R o3 o, Hop BT id 5
A W) LR R B A IR I 4 TR 5k HR L 41 48 2 (HPMCAS-M) A % — F R ¥ 7 36 L &7 48 R T
(HPMCP-HP55) « 5 Z Ja Mt i kel (PVP) \PVP— 1R Z 44l (PVP-VA) %n Euragit L100-55, Jf
HXTRMEEM, &Y (1-1) MREEN 25% F 50% . 8k i 71728 &k 7 12K i 4% [E]
PG A A I 55 08, SR 5 FEARIE O i 8 48 Hh dh AT IR T AR uiﬂt/ﬁd‘ TR RED
i (non—-sink dissolution performance test) 1Al 2% [EAA D BiR Bk RE , o pr ik
T 1 24 i 1) ek 5 R P T) PRI HE RS T VT B A AE ) 8 2 i R i o e B AR D A VA A A
T H B it LA RRARIE R B AL S AR N S O o 1 B3 18 2 5o 4 51N 223 o
CIZIMARA BRI, T AR P 264 ) J5 20 30 2 40 43, 2 Btk i1 B #8 pH A& (0. IN NaCl, pH{A
71.0) &N pHAE (FaFSSTF, pH{E A 6. 5) 11« B ##H”. [FaFSSTF NS AN T
W, Hor 3mM 2R S HER AN 0. 75mM F BREE L 0. 174g 1) NaOH UL 1. 977g ) Nal,PO, <H,0-
3. 093g 1) NaCl . FH 4l ¢ 7K idi & 500mL ZH A% J o A% s R AH (i (HPLC) 794 Agilent
1100 F 41 HPLC K€ i 25 & . w7 v ie B (B 1A-1]) R AHXT TR A
RAECH LAY S, 76 TR I 0 O e v b, 24 0 RV A B 350 KR 5 o 75 BT A A ]
Sy AR, MR LR 9 pH BT BT RS AR B B 25 /KR R s X — R, 25 %t A (1-1)
7E PVP (43 Bk 25 % A& (1-1) £E HPMCAS-M o 43 HudA . LA K. 50 % k& (1-1) 78
HPMCAS-M = [y 43 A B AL 1) [ H&H&L{&xﬁz%m$ﬂiﬁaﬁwm%/*%

(01721  sZjfsl 2 A& i
[0173]  DABE KR AR 454 (1 1) EI’JIMV\WZIS Rl 25%1L&9 (1-1) £ PVP H )
IrHUAR. 25 %A (1-1) 75 HPMCAS-MG H ()43 B0 Fil 50 %46 &4 (1-1) 7E HPMCAS-M H
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[R5 BUR DU TR B9 . SIS 20 1 Seiitifs] 1 Fd AR NS X v Ad . R 1
TRIX L8 73 HIR 2 0 € T B3 5) 1, i X 5 4ok RATHZ (PXRD) H1EE Bu i) Z2 7 4 4l i Tk
(mDSC) FRVPALIX LL/ ik . X ATt N Bruker D-2Phaser. BAN, AT T KN & Fh
S EUAR BRI AR IR T (Tg) IREM, X LE W & FIAH RS (B, 25%.50% F1 75% RH) T
AT A 18 /NI A S ST mDSCo [ 7K AT LA A [ 44 2 ¢ (g 38 98 550, I HAR R el T
TG A A YD B G W US4 T DA S M X 6 4R R IR USRI K ) & D

[0174]  JEJRMEA MRS R (B 24-20) 5Sif] 1 oh oy BUk g A0 . PXRD 455 (& 3)
FUEE P BRI R BoR R4S A, JF H mDSC &5 (& 4A-4C) KK
BURIAAAE B — B B A AR R . (Tg) , IR RS A B & 5110 0T & Fh o B0k,
EZ3) Tg GHMEBEZME XA (KF5) . HERZ, MTE 75% RH T P45 25% 1L
& (1-1) 78 PVP il EAR A, BRI T 2 A T, XRBIR A THAE, 3 B %0 Bukid
SRHIAE 75% RH R R4 T /s al, X F WA RE P e rh B4R T 450 (’6) . iZRIEY
25% AW (1-1) 7E PVP A B[R 2 Bk i RS oE PR 55 T HPMCAS-M 238l fs

[0175] A T VPN IX =Fh o BRI AE DRI 26, ) 2 AR e R (R4 3 R) AT 7Hl&E
N 3mg/kg W& (1-1) BIFEMA D BUR KK R Gl HIREMESS 24 ), B 25 157
N Img/kg HIVERRT /K « W : IRZ ¥ (PEG) 400 (60:20:20) 1 H4b&4 (1-1) (FHLLE
kAR 4 24 A Sk ) o FERRIKGA 2SR I 0 0l (TR ) 5 0 Bh 15 34 A 30 23
FULZNEE 2 7B 4 /N 8 /NI L 12 ZINEERT 24 /N, DL T IRIEREE 2655 1 0 204 (T
FE ) V15 235 A0 30 43 4h L LKL 1 /NIE 2 /NI (4 ZNBF (8 /INBF L 12 /NIRRT 24 /N % F))
W) 30 KIS LVRE o (3 FH 32 8 LC-MS/MS 7y A S R AZEE AL & (1-1) 1Y
&, JFHEE NRA 0. 5ng/mL o 18I G AR T2 (B2 5 v I 6 RO BE, 17 A 24¢
KRIEBRASMERTCTT R ) R E MR BE — B Ta) gl 2R 1 il 28 ST AR (AUC) o 3l 3 X %o 450
FE — I 1) h 42 (1) 2 R 2R3 43 b AT B/ TR A Al Rk BV R B () o FHIMZRIK
JE BUE EL A B i K IR FE (C,.) Ak F C, FOBHA] () o I I IRES 26 )5 1575 & A
— AL I AUC B LA kA 24 Ja i 770 B 00— AR i AUC SR DUIRAEAI IR (), IR
(%) TEAIRE . TR 1 FHRENERSNEE T 25%46E% (1-1) 7£ PVP B[ 4431
. 25% A (1-1) £E HPMCAS-M () [FE A 43 HifA F1 50 % (&4 (1-1) 7E HPMCAS-M H (]
[ 47 73 B 1135 IR AE PRI 26 (5896 .49 % A1 74% ) »

[o176] 3K 1 AW AR (po) FIERRK (iv) BAEMMAEY (-1) M3 LS8 (BUE
3 R4 )

[0177]
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o | FUEAE | Chpax tmax AUC tin F
feat (1-1) K 7 (ng/L) | (hr) (ngemin/mL) | (hr) (%)
Kt
fiz .:PEG400(60:20:20) | 1 mg/kg 769 0.083 53,312 1.5
R I
25%A AW (1-1)/PVP
B Bk Ak kg | 3 merkg 487 1.0 93,271 1.6 58
W PO
25%4 &Y "

(1-1)/HPMCAS-M r;%/kg 228 0.5 78,595 2.0 49
R4y B B K M BT

50%At &4

(1-1)/HPMCAS-M 3P%g/kg 71 1.0 118,174 1.5 74
R4y B B K M BT

[0178]  AUC : KR — B [A] H 2R BITHIAR 5Cpe B R ML ZRIRBE 5F AW FI FH 2R sHPMCAS -
T R F0 TR 2 FR SRR 4 4 2540 5 TV < i K PEG : 5 4 % sPO 2 11, TR sPVP < 58 M N v It
PR PP v O 1): 5 |1 NS OR8] S 2553 -1 B

[0179]  SiZjtffl 3 AL &Y (A-1) 1) 4A 7 HE % 11 il 2% Al
[0180]  ffill %% 10mg 5% 5 ()6 e i B , 70 FE A S M I B0 10 BB 3 v AT W00 I PR AT 7 o 36
Lt 1A 2 Rk A (1-1) PR B B S AR s R, 8 50 %61k &4
(1-1) £ HPMCAS-M H (1) [l A 73 B FH T IR BRI B A . DA 38 RSH AR R A e 2 78 2% 190mg
[ 78%% B B AR R IT LR B FE BT A, TR R I A 1100 R P 8 1 ) s T I O 7 28 B KR ST I e
BT RO I B (), RIS PR FF G & . ARPRELS, Wit T 4 PR ZEHI57), Hrp
BAAF &R 75 H BAEANBG A T ETA 4 R #0887 AR o )
TRV AR R 2 3R, i DAIGE 5% e 7 S R il 1) CAS BT 70, H B s b &R A ) AT
i1 o HEAT 013G T2 AR RIS K BRI 5, DT A ] 4 23 Bk (1) 58 25 T 2 AT
W JE T 1] s IR S H N 3R1G4) 60g/ce 1) H brifE %5 BE 1 IR I R FNAIT B 5 DA SR
TR

[o1811 & @mtEte a9 (1-1) MESVIBIRIEHIRR NS A4 4 2k IR 4R 48 3 (HPMCAS-M) ¥
T IR T, IR 5 T, T AE PSS 50 % A& (1-1) 0 38 38 1 [ 44 43 Bl o ) 44
(SDI) iki. PXRD 4341 &7 SDI & 6 5E M ), mDSC 43 A1 &7 SDI /2 ¥ 21/ ( RIFE IR EE 2%
HTFEAR—MTe) . 1E VBT Z NI B (stages) FHLIR 50% & (1-1) 1E
HPMCAS-M H [y [ 44 73 #4A (1000g) FAMRIE TR ( CLFE Tl i 27 4 2= k) — R 477) (4428g) (&
ICHR R L 40 4 20BN AR 7R (636g) AR — A A 4 HIGT / TS R (156g) A T R 85 43 BT
/THIEF (156g) FIFLRE— /K EWIERL (5364g))  SRJG, K IR A WIIE K FHPRL, M5 22
0. 6g/mL HHEE E . AT H B S ARG R -GV 0B 2 38 RO BRI IR FE ( Hir A
Feim :190mg) H, FHAT e JE 51 A e B Rl it 510

[0182]  FEIARZ %4 10mg IR¥E (L7 50% 4k &9 (1-1) 7E HPMCAS H i [l Ak 4y ik ) J5
BHAT 25 AR E) D1 S WIVEAY , R a5 R SR E T DRSS 24 Ax10mg Jii%E ( HASHEY
(1-1) ¥ Eudragit A 8UE ) 5T 280 775074k n LA EE .

[0183]  7E R 2A F 2B W4t T IX M AW A G . H— Eudragit Hl5I7E 2009
1A 8 H A SE E LR iE 2009/0012064 AL Ay sziifs] 5 g BTk . 1% i 0
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AR CRERIR A Y RSN / B (A) s MRy FF =g T AUk A
FEHBEH (B H IR IR IR 5 B & (Eudragit RS) . FEEMMER LI C
A (Eudragit L100-55) i A AEERREEED ) K& Eudragit FA>wUiEHIH. R)5, 5 H
BRI LR IR I IR S1TR A Y0 I 7E AR £F 4 25k (Nonpareil 101, Freund)
b AN = A B AR 24 FRUST IRF TA 2 P O 1 4 3% 8 v 1) K

[0184]  7EIX 2 MIFIRHF 7T, A F £ 56 0E 19 LC-MS/MS J7 vk et &4 (1-1) Bk
S, FERAR LR B LA 2 5 24 /NI P9 )2 B TR) s SR A A4 (1-1) PR 2 ok B R adk AT 254K
S, T 3 TR AR 45 RN, HEHE AUC, HPMCAS—M [f] 4443 i il 751178 N2 i A=
YR 2 H Budragi t [44SR #1571 (924%4/1140, &35 25 F B 2= 34T 07 ) 5 3
LA phAh, IRIEI LRI H T, HPMCAS il 5 W KGE BT Eudragit 57 (T, o8 1/
N vs 4-6 /NI ) o %%aﬁ'&%% HPMCAS—M [&] 4% 43 Hc A< 1) 7 JE’JEULKE&%%%*#Z%E‘JO
[0185] % 2A :JH H : '

[o186]1 H&MAEW (1-1) E’J 50 % HPMCAS l%éj‘ﬁ&ﬁ-‘ﬁ’]?%éﬂA% :10mg 3R, 38 R~

V)88 45 o P
[0187]
E;/\E

415y ol f;‘g e
RADFT =&Y EEF 10.0* 5.56
I TR REAEE | msnnt | 100 5.56
HME—KEY K 85.0 47.22
WA & IR} &5 57 70.0 38.89
BRI I IE 47 4 2 i Ji il 10.0 5.56
A% — A RE /\ﬁﬁl 57U /3 T 57 2.5 1.39
it i 1 B a1 CillelE N gl
Bt 190.0 100.0

[0188] K 2B :HEAW (1-1) f) Eudragit L100-55 A #UAR I Y2054 :10mg 53
P, 28 ST RO Rs 5 e v g
[0189]

BB EE [ 4 &

[0190]
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mg HE%
HEM(-1) T 7 10.0* 3.8
B
15k & 41 4 Z Bk (Nonpareil 101, Freund, Inc) AW 100.0 38.5
WEMIEREWE:
ZE R N IR TR IR AL R B HY (NF. i
PhEur)(Edragit RS, Evonik) A 18 el
L MR AL B 4 C BY(NF)/F L4 5 18 - T 6
B 2B B Y (1:1)A BL(PhEur) (A 45 B W4 g AR 25.2 9.7
L100-55, Evonik)
wA AL AR 88.2 33.9
fi: 2 % %5 (Neuslin, Fuji Chemical) ALAIA 20.0 7.7
MR = 2. 1 9 ) 5.0 1.9
—FAbEE mALF 0.8 0.3
260.0 100.0
01911  * NE/KIER
[0192] R 3 1B EY (-1) WA HiRss 2525 N R IE I 25HK8N 11254
[0193]
‘ FEHE | Comex T e AUC,.
ama-ymn | amy | RS 28
= (ng/mL) (hr) (ng*h/mL)
Eudragit [& {4 73 # {4 40 mg
13 7 PO 83 426 1140
50% HMPCAS-M 10 mg
‘ 7 286 1 925
A4y TR 1) 57 PO

[0194]  AUC, p4:24 /INEF PN OTXO15 IfIL 257 94 FEE 5 Bf ) il 28 1 ) T

[0195]  C,,: MIL3R A ) B30 KRR FEE

[0196]  hr /NI

[0197]  HPMCAS :BRPRIZHIRRBRFE N EE R AT 4k =

[0198] mL :ZJt

[0199]  ng :ZfTE

[0200] PO :£5 1, AR

[0201] T, :i&% C ., I [H]

[0202]  sEjafs 4. 728 KRR A R % 7R

[0203]  FERERHMEMAEYD (1-1) WA 5> B 3 M 78 O IRAEIRI . Fridk

(1) 3 Aoyl 25 % LA (1-1) 78 PVP H I 8iR  25 % AL &9 (1-1) 7E HPMCAS-MG
()73 BOR AN 50 %4 &4 (1-1) #£ HPMCAS-MG w73 Hkcdd o« #2100 78 b8 FH 3 5 B
KIREE RS (Z52%) i Central Animal Laboratory HIJTCHrds i (SPF) [ Hsd:Sprague
Dawley Ko KRBV E AT 2K Harlan. KROYMEME, 3 H o 10 R, 12 K KRR
FF izt st rh . £ RIRERHS Makrolon 1T 8 iaAFRiZah (AT 3 1), S =iEN
21+/-3°C, ShW=E W A X EE N 55+/-15% , 3F HLahWs i e Bl g N T A, i HoA 12 /)
IS BA R E A (RS 18:00 & 06:00 /N ) o B AKJE (Tapvei Oy, Estonia) i
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TRl JE AR E D 1 k], 15 BA A2 ATt e AR, (BRI 2 8454
Ja A 2 AN A BRI ATK .

[0204] DK P ERES HER K IMA Z X G IEE 0 R ESR T, SRGIRE RN
0. 75mg/mL HIMLEH (1-1) , HHI &5 25% &4 (1-1) 78 PVP Fr )40 Bk . 25 %tk &
) (1-1) 7E HPMCAS-MG H [ 3 B A 50 %6 4k A4 (1-1) £ HPMCAS-MG H 1 73 HCHA 1) 11 iR
TE B TERHRS 252 100, ¥ N IR E B8 AT I iR & 20 B2 Tl ikeh 24
()58 B VML 2 0. 26mg/mL IS (1-1) , %€ 40 25 VAT Il Smg (4L &4
(1-1) FEfRTIRA Y RH &0, P IrR R AW ES 4nl I°F31 5 F 8N 400Da R 2 —
fiZ (PEG400) \4mL [ 8% (96% 4 ) A1 12mL (K33 5 F T HE /K o ZEMMAIK G 1 30 4380 2 I
EHSH 25% WA (1-1) 78 PVP F [ BUR R € |45 M. TENIAIKE K 60 738h 2
A AL 25 % b & W (1-1) 1E HPMCAS-MG FF 1) 43 BUA AT 50 % A6 &4 (1-1) {E HPMCAS-MG
W BRI B AT T AnL/kg E EG 2, NNEAEY) (1-1) MIER KL 251
YRHIKTN Img/kg, FUIRGE ZHI45 257K N 3mg/kg. & BT RIRAER 4 FAH
[0205] 3R 4. H TR O R G070 1) € m2 201 kIR

[0206]
K |HEE 7& (mL) TR H PEY i
1 236.5 0.95 &Y (1-1) i
2 221 0. 88 &Y (1-1) ik
3 237.5 0.95 wEY (1-1) ik
4 255. 5 1.02 25% AW (1-1) 1E PVP Hfr) 43 Bk (il
5 224. 2 0. 90 25% AW (1-1) 1E PVP H )43 Bk Ak
6 219. 2 0. 88 25% AW (1-1) 1E PVP W) 43 Bk 1k
7 251. 6 1.01 25% A& (1-1) 7E HPMCAS-MG i) 73 Btk T
8 240. 4 0. 96 25% A& (1-1) 7E HPMCAS-MG () 23 Btk AR
9 238 0.95 25%4k& ) (1-1) £ HPMCAS-MG i) 43 HicfAk AR
10 226. 6 0.91 50% 45 (1-1) 76 HPMCAS-MG H [ 45 BiiA 1Ak
11 298. 4 0.91 50%4aW) (1-1) £E HPMCAS-MG H [ 43 Sk 1 Ak
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12 228. 5 0.91 50%4L&4) (1-1) #£ HPMCAS-MG i) 43 HicfAk 1R

[0207] TEE B A 255 10 0.25 /NEFL0. 5 /NEF T ZNEFL 2 ZNEF 4 7N B8 /N B L 12 AT 24
ZINISF FRTINF TR RUINE, 5 29 50 w L IV AE AR 2% 5 ul £ &Y &8 (EDTA) R IY
Eppendorf & H, 31 HAFANEE i #1152 78 B TR S [8] A5 5 2B i 18] 5 P USCER 1o BRI A5 i 3R AR
20 u L I 3% HAEAAAE T UKREE T LA T3 B o AT P S0 VR 23 B BE 5 3% (LC-MS/MS) V2
XTEFEm G (1-1) IREEEAT 504, How & N4 0. 5ng/mL.

[0208]  f# [ Phoenix WinNonlin #ff:40 (6. 2.1 I, Pharsight A, 35 H, InAl4E B I
PN ) S I FRAE AR b AR TR A AEN ) S il B - I [A] AR 2
AREGAEIS 7 1 e /N — e [l VA 4 B R v RV BRAH 2210 (¢, ) o JBIE A MRS TN (H
2 5 J AT R L, e ARV BR A AMEZR T 55 0K ) SR IR BT — I [a) T 48 F Ti
FU(AUC) o Jd Ik 24 R FE A HE 22 00 55 Xk TH T35 BB TE) IRT) , HARER T A WITE DS
FEEARG R I R i 2R B RO B B s KRR E (C.,) FUAE] C,,
FRIRHTA] () o JEIEHF O REA 24 J5 758 3 — 16 AUC Bk PAER k45 24 5 77 & 00— 4k AUC Rit-5E
I CRAEFIHAR (F), Bl F = (AUCC H il )/ = ( EAk )/ (AUC ( #ilik ) / 7il& (&
k), 3F Bk E AR (%),

[0209] 2B SHAER b5 g, I H KR E S e B T8 7 F1 8 H

[0210] 3R 5. 7ERFIFIKG A EEY (1-1) Z MR 15245 HAhmEEnN
28 3 i1 .

[0211]
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wEY ¥ 1 mg/kg 3 mg/kg F(%)
il AR
b & % (1-1)/ K : Z | AUC (min*ng/ml) | 74698
. PEG400(60:20:20) | Cpax (ng/ml) 730
Tinax (hr) 0.25
t/ (hr) 8.5 8.5
CI/F (ml/min/kg) 13.4
MRT (hr) 7.4
25% 1k & ¥ (1-1) f£ | AUC (min*ng/ml) 39920 18
PVP 1153 Bk Cinax (ng/ml) 77.9
Tonax (hr) 1
tiy (hr) 8.5 13.8
CI/F (ml/min/kg) 75.2
MRT (hr) 18.0
25% 1k & ¥ (1-1) 4 | AUC (min*ng/ml) 35306 16
HPMCAS-MG F 1 7 | Cpax (ng/ml) 48.3
B Tomax (hr) 0.5
tiy (hr) 8.5 11.0
CI/F (ml/min/kg) 85.0
MRT (hr) 17.1
50% 1t & % (1-1) % | AUC (min*ng/ml) 40238 18
HPMCAS-MG F 1 4 | Cpax (ng/ml) 67.0
(BN Tomax (hr) 2
t1/; (hr) 8.5 9.5
CI/F (ml/min/kg) 74.6
MRT (hr) 12.8
[0212]  SjAs) 5. W 25 1458 o AR () 1 2%
[0213] L HH 5 Pk IR SR GI & WS (1-1) KI5 TR 25Uk, X 5 f &

Y1~ :HPMCAS-MG (Shin Etsu Chemical /A#] ). HPMCP-HP55(Shin Etsu Chemical A ] )
PVP (ISP, Ashland 2 &) ) 3 #F ) . PVP-VA(BASF & &) ) . Al 75 & & & ig L100-55 (Evonik
Industries AG). &M R AWH% 25 HE %M 50 HEE % M ATE KIS TEE R %
T PVP ISR LAAL, B A AV i 0 A2 AE PO R i) 25 1, Forp PVP VAR AE SR i A 1 X1
BTN E  1E 10g wHIh il 1. 0g [k (REWHik&Y (1-1)) . fEHEA 1. 5mm HiHg
ff) Biichi B-290.PE-024 M5 % T 25 A1 Biichi B-295.P-002 A K233 VA TR G 2 T-18 . i 5%
TR 2R T E 15 7715 € O 80psi, H bRt MR E B N 40°C, Hil A WL B e & -20°C,
TV E N 100%, H HFREWE AR W E N 100% o 7ERT S TG , WO AR S BV, eI X
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Dﬁm%mﬁg__ﬁm%\%&" K H /55 W H30/2 %0 ik B /28
S AM-0002 [~ —- 06Aug2012/02-41-2  [24Sep2012/02-41-59  R40ct2012/02-37-106 17Dec2012/02-37-119
B lgenE B E BEBR ARRR
150550 [MRHBEEH: Wi, H 9/ 8 LT Wi E /B 5
273 (HPLC) |AM-0028 [, 25Jul2012/02-37-21  P5Sep2012/02-4H10  R40ct2012/02-37-105 D9N0v2012/02-34-107
50.0 49 4 49.8 49 2
i H /2% A H 825 i /B8 R H 10/2 5
B A A 5 Y 25Jul2012/02-34-49  P6Sep2012/02-41-64  P40ct2012/02-37-105  P9Nov2012/02-34-107
) T AM-0029 M4 HE  RRT QA [RRT bomm#n RRT % [ A RRT % [ £
(HPLC) TCH IR E A XY PETIR & ALY 068 0.06 0.68 0.07
5 i 0.77 0.06 0.7 0.09
s H /2% R H 225 i H /2 3. WUREN= RGeS
LS L7 N irgeg  [25Iu12012/02-34-49  P6Sep2012/02-41-64  P40ct2012/02-37-105 DON0v2012/02-34-107
)5 (HPLC) = T AT S A EAT R4S B AR S 1 b. 12% b.16%
ﬂb.m \_\um . o . 0
AM-0030 Wpisgm  [RHM/BY. st H /2 8 e T U H /55
KEBKF) |iop <on1> i_.\..\v 02Aug2012/02-41-1  [P7Sep2012/02-37-99  R50¢t2012102-37-110 D9Nov2012/02-37-116
1.52 2.53 D.70 R.43
WA H /28 W H /S5 il H /25 R H #5/5 50
X 5t 28K K A USP <941> & T ETE 24Jul2012/02:24-131  010ct2012/02-41-73  R40ct2012/02-37-107 17Dec2012/02-37-120
5 : (XRPD) ERX WEEEREK, 2ARELERER, 2UHEEEHER, 2B G2 LETILLR, 20E
® 9 & 10 11 12
il H #7244 i H /2% it H 25 R H /25
) - i 5 B0 () R R24Jul2012/02-24-130 26Sep2012/02-37-98  240ct2012/02-37-108 17Dec2012/02-37-121
MMMMM <891>(n = |FWHBUES 1 = 13430C, BE 5 1-13465C, & I .
mDSC)  pAVES) | FAME p-13425C, WE 3= LT S0P 0" EE 1=13535C, EH 2 =EK 1= 134.36C. B 2=
(Tg, 'C) [135.28°C, = e 134.93C, F#=135.14C [137.16C, F#)=135.76C
134.60°C i

RN 2R T KD RIEEEY) (1-1) 78 HPMCAS-MG A 2 Al B W55 55 5 1Y)

DRI RSt 7 1.2 A1 3D H W, 7E 75 % HATREEE AT 40°C R, I 5 VE N AH XCHIE FE 1) BR 5

[0215]
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P AR IR S (Tg) o AT 25 T 1 70 B £ A7 75 HDPE JfL 1) LDPE 42 P, AT AS4EL B B
fus, GERMFETR 6 . 75 0B, Tg N 134°C, 78 1 M HB, Tg N 134°C, 7E 2 MK, Tg
N135°C, 7E 3N HEF, Tg N 134°C, H HAE &I & A 52 2 51— 197 2o bk, I 3RAZ (1) 2%
FESR I X SHERATH % 97 T R MR A 0 i, b &4 (1-1) £ HPMCAS-MG H1
SRR AR 2 B 1) X S by R AT ST RS . &1 10411 A1 12 7n T A6&4) (1-1) #E HPMCAS-MG
HROY R A4 7 B AE 40°C AT 75 % AR RE T 7l s 1M 2 M AM 3 AN H A X i
EMARATHENE . rRMERKRERSHEY (1-1) B REUEMATH 26,

[0216] A< 4UIEk A HS LEFE AN G2 1% R () A2 0 A B 525 A i BH 1Y) B8 92 1) R B B8 1) 2% A
AR SR B A IR I s A0 S T S AT B O TR, R R AR PR AR AR U B AN PR
TP B FF R IR B 7 45 M STt 7 585 H A KRR 25 AR ASOR 22 5K A5 i g SCIR) A i B B4R R
90 BBl N BIAE o A5 n 7 A9 1 St 777 5 RV S SRR IR T DA A I 2 3K B A R B ) — 30 23 B AN 72
—#B5r, HEH T AT B S T7 S RFIE T A4S & o BRAEA R BIAE tH BAR B, RiE“a” “an”
T “the” AR T—AT0E, &M IZEE R “ 2 D—A7,

[0217]  EZIRMR 1) 2 /D AR U B (1) — LSRR A RN AR ] DA T4, T EE AR T 575 48 Hh 2
fRA R WA R T ER , [FIN D 1 75 RS L, T A 4 49 8 6 37 3 5 AR N 53 4 348 At 1) HL A
Tz (HART DS AR —E ) o (H2 BT SR 5 & ARSI A 5, B i T el
AN € 2GR T T i M PR A AR B, it DAE A R B b RS it 2R o 22 R

[0218]  thAb, FTIR B 7 V4 AR T4 K B A1 1020 SR AR 5 DU, 36 0T 5 5 2D BRI
S8 NP> AN LA SRR N BRI SR I PR GE o 58 IR T A R B TR AR ZER AN MO IR T H 5
N 0 SR M e FF H A SIS B AR N 51 0] DAZE 5 3 A a5 3R] DA A8 FRAT R e 7
AT B RS ARV A
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Abstract

A solid dispersion comprising an amorphous thienotriazolodiazepine compound of the
Formula (I), wherein X is a halogen, Rl is C1-C4 alkyl, R2 is C1-C4 alkyl, a is an
integer of 1-4, R3 is Cl1-C4 alkyl, Cl1-C4 hydroxyalkyl, Cl1-C4 alkoxy, phenyl optionally
having substituent(s), or heteroaryl optionally having substituent(s), a pharmaceutically
acceptable salt thereof or a hydrate thereof; and a pharmaceutically acceptable polymer,
In one embodiment, the pharmaceutically acceptable polymer is HPMCAS. The solid
dispersion may be made by spray drying.



	Biblio page:1
	Description page:2
	Claims page:48
	Drawings page:52
	1.pdf
	扉页
	权利要求书
	说明书
	附图


