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SOLID FORMS OF A SELECTIVE CDK4/6 INHIBITOR

Cross-Reference to Related Applications

This application claims the benefit of priority to U.S. Provisional Application No.
61/767,761, filed on February 21, 2013, which is incorporated by reference herein in its entirety.

Field of the Invention

This invention relates to the free base of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-
1-yl-pyridin-2-ylamino)-8H-pyrido[2, 3-dJpyrimidin-7-one  having improved physicochemical
properties. The invention also relates to pharmaceutical compositions and dosage forms
comprising the free base, and to methods for making and using such compounds, compositions
and dosage forms in the treatment of cell proliferative diseases, such as cancer.

Background of the Invention

The compound 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-
8H-pyrido[2,3-d]pyrimidin-7-one (also referred to herein as “compound 1), may be represented
by the structure:

CH; O

'\f TR CH,3
HN*N/ N 0
3 O
9
N
8
1
and is also known as palbociclib or PD-0332991. Compound 1 is a potent and selective inhibitor
of CDK4 and CDK®é.
Compound 1 and pharmaceutically acceptable salts thereof are disclosed in International

Publication No. WO 2003/062236 and U.S. Patent Nos. 6,936,612, 7,208,489 and 7,456,168,
which describe the preparation of compound 1 as its hydrochloride salt. International Publication

No. WO 2005/005426 and U.S. Patent Nos. 7,345,171 and 7,863,278 describe preparation of
1

the free base and various mono- and di-acid addition salts of compound including
polymorphic forms of the isethionate salt. A process for the preparation of compound 1 as a

mono-isethionate salt is described in International Publication No. WO 2008/032157 and U.S.
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Patent No. 7,781,583. The contents of each of the foregoing references are incorporated herein
by reference in their entirety.

While compound 1 is a potent and selective CDK4/CDKB8 inhibitor, its use as a free base
presented challenges for pharmaceutical development. The free base provided by traditional
salt break procedures, e.g., as in Example 4 of WO 2005/005426, was highly static prone and
formed small primary particles, which agglomerated into large, hard agglomerates that were
difficult to disperse by sieving and were unsuitable for further development. The present
invention provides compound 1 free base having larger primary particle size that demonstrates
improved physicochemical and manufacturability properties.

Summary of the Invention

The free base of compound 1, 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-
pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one, can exist in one or more polymorphic forms,
including Form A and Form B, wherein Form A is the more stable crystalline form. The free
base may be anhydrous, or may contain varying amounts of water or one or more solvents.

The present invention provides the crystalline free base of compound 1 having larger
primary particle size, greatly reduced specific surface area, and lower surface energy
measurements than the free base provided by traditional salt break methods described in the
art. The large particle size compound 1 free base disclosed herein is distinguishable by a
variety of methods.

The polymorphic and solid forms of the invention can be distinguished by powder X-ray
diffractometry (PXRD), solid state NMR (ssNMR), differential scanning calorimetry (DSC),
vibrational spectroscopy (e.g., IR and Raman spectroscopy), polarized light microscopy (PLM),
scanning electron microscopy (SEM), hot stage optical microscopy, electron crystallography,
single crystal X-ray diffractometry, quantitative analysis, particle size analysis (PSA) (e.g.,
particle size, particle size distribution (PSD), and particle shape), specific surface area (SSA)
analysis, surface energy analysis (e.g., inverse gas chromatography or IGC), by solubility
studies and dissolution studies, or a combination of these techniques.

In one aspect, the invention provides a crystalline free base of 6-acetyl-8-cyclopentyl-5-
methy!-2-(5-piperazin- 1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one having a specific
surface area of < 2 m%g. In some embodiments, the free base has a specific surface area of < 1
m2/g.

In preferred embodiments, the crystalline free base of compound 1 is a polymorph Form
A of the free base. In some such embodiments, the crystalline free base has a PXRD pattern
comprising a peak at diffraction angle (26) of 10.1x 0.2. In other such embodiments, the
crystalline free base has a PXRD pattern comprising peaks at diffraction angles (26) of 8.0 £ 0.2
and 10.1 + 0.2. In still other embodiments, the crystaline free base has a PXRD pattern
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comprising peaks at diffraction angles (26) of 8.0 + 0.2, 10.1 £ 0.2, and 11.5 £ 0.2. In further
embodiments, the crystalline free base has a PXRD pattern comprising peaks at diffraction angles
(26) of 8.0 £ 0.2, 10.1 £ 0.2, 10.3 £+ 0.2, and 11.5 £ 0.2. In further embodiments, the crystalline
free base has a PXRD pattern comprising peaks at diffraction angles (26) essentially the same
as shown in Figure 1.

In some embodiments, the crystalline free base of compound 1 (Form A) has a "*C solid
state NMR (ssNMR) spectrum comprising the following resonance (ppm) values: 12.5 ppm £ 0.2
ppm. In other embodiments, the crystaliine free base has a 3C solid state NMR spectrum
comprising the following resonance (ppm) values: 12.5 ppm and 112.4 ppm £ 0.2 ppm. In
further embodiments, the crystalline free base has a "*C solid state NMR spectrum comprising
the following resonance (ppm) values: or 12.5 ppm, 112.4 ppm and 143.2 ppm * 0.2 ppm.

In some embodiments described herein, the compound 1 free base of the invention is
distinguished by particle size analysis. In some such embodiments, the crystalline free base has
a primary particle size of from about 5 um to about 150 um, preferably from about 10 um to
about 100 um, or more preferably from about 15 um to about 80 pm. In other such embodiments,
the crystalline free base has a primary particle size distribution characterized by: (i) a D10 value
of from about 5 pm to about 10 um; (i) a D50 value of from about 10 um to about 45 um; or (iii)
a D90 value of from abou't 30 um to about 125 um; or a combination of (i), (ii) and (iii). In
additional embodiments, the crystalline free base has a primary particle size distribution ratio of
(D90-D10)/D50 of from about 2 to about 3. In further embodiments, the crystalline free base has
a volume mean diameter (D[4,3]) of from about 15 um to about 125 um.

In some embodiments, the crystalline free base of compound 1 is anhydrous. In other
embodiments, the crystalline free base of compound 1 is a solvate, in particular a hydrate.

In another aspect, the invention provides a pharmaceutical composition comprising a
crystalline free base of compound 1, having the large primary particle size according to the
invention, and a pharmaceutically acceptable carrier, diluent or excipient. Frequently, the
pharmaceutical composition comprises polymorph Form A of the free base.

The invention further provides a capsule comprising such a pharmaceutical composition
of the invention. In some such embodiments, the capsule comprises from 0.1 to 200 mg, and
preferably from 25 to 150 mg, of compound 1 free base (preferably as polymorph Form A),
having the large primary particle size as described herein.

In another aspect, the invention provides a method of treating cancer in a mammal,
preferably a human, comprising administering to the mammal a therapeutically effective amount
of a pharmaceutical composition of the invention. The method of treatment may further
comprise administration of compound 1 in combination with one or more additional therapeutic

agents.
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In further aspects, the invention provides methods of making the free base of compound
1 having a large primary particle size, as described herein. One method involves dissolving the
small particle size free base of compound 1 in mixture of a first solvent and a second solvent
and heating to achieve dissolution, cooling to appropriate temperature, providing seed crystals
of compound 1 free base (Form A), followed by crystallization to provide the large particle size
free base of compound 1. The small particle size free base used in this process may be isolated
from a traditional salt break procedure, e.g., by acidic hydrolysis of the intermediate vinyl ether
to provide an acid addition salt, followed by basification, as described in Example 5. Another
method involves acidic hydrolysis of the intermediate vinyl ether in a mixture of water and a first
solvent, which may require heating to obtain dissolution, addition of a second solvent and
basification to provide a second mixture comprising the free base generated in situ, heating if
required to obtain dissolution and to distill off water, and providing seed crystals of compound 1
free base (Form A) at an appropriate temperature, followed by crystallization to provide the free
base of compound 1 having a large primary particle size. The invention further provides the free
base of compound 1 prepared by these methods, having the properties described herein.

In each of the above methods, the first solvent is an alcohol and the second solvent is an
aromatic solvent. Suitable alcohols include, but are not limited to, relatively high boiling alcohols
such as n-butanol, t-butanol, n-propanol, pentanol, 1,4-butanediol or propylene glycol, and the
like. Suitable aromatic solvents include, but are not limited to, anisole, mesitylene, m-xylene,
chlorobenzene, pyridine, and the like. To improve yields, the methods may include heating or
cooling to temperatures above or below room temperature. Frequently, the reaction mixtures
may be heated to temperatures ranging from about 30°C to about 150°C, and more frequently
from about 50°C to about 120°C to achieve dissolution. During crystallization, it may be
desirable to cool the reaction mixture to a temperature that is at or below room temperature, for
example between about 0°C and about 30°C, preferably to about 5°C, about 10°C, about 15°C,
or about 20°C.

These and other aspects and embodiments are further described by the detailed
description provided herein. Each of the embodiments described herein can be combined with
any other embodiment described herein not inconsistent with the embodiment with which it is
combined.

Brief Description of the Drawings

Figure 1 shows a PXRD pattern of compound 1 free base, polymorph Form A.

Figure 2 shows the Carbon CPMAS spectrum of compound 1 free base, polymorph
Form A. Peaks marked by asterisks are spinning sidebands.

Figure 3 shows a PXRD pattern of compound 1 free base, polymorph Form B.
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Figure 4 shows the Carbon CPMAS spectrum of compound 1 free base, polymorph
Form B. Peaks marked by asterisks are spinning sidebands.

Figure 5 shows a scanning electron microscopy (200x magnification) image of
compound 1 free base API, polymorph Form A, recrystallized from 40% n-BuOH/anisole.

Figure 6 shows a scanning electron microscopy (1500x magnification) image of
compound 1 free base API, polymorph Form A, isolated from a standard free basing process.

Figure 7 shows the particle size distribution of compound 1 free base API, polymorph
Form A, recrystallized from 40% n-BuOH/anisole.

Figure 8 shows the particle size distribution of compound 1 free base API, polymorph
Form A, isolated from a standard free basing process.

Figure 9 shows a polarized light microscopy (PLM) image (200x) of compound 1 free
base API, polymorph Form A, recrystallized from 40% n-BuOH/anisole.

Detailed Description of the Invention

The present invention may be understood more readily by reference to the following
detailed description and the Examples included herein. It is to be understood that the
terminology used herein is for the purpose of describing specific embodiments only and is not
intended to be limiting. It is further to be understood that unless specifically defined herein, the
terminology used herein is to be given its traditional meaning as known in the relevant art.

As used herein, the singular form "a", "an", and "the" include plural references unless
indicated otherwise. For example, "a" substituent includes one or more substituents.

As used herein, the term "about" means within a statistically meaningful range of a value,
such as a stated concentration range, time frame, molecular weight, particle size, temperature
or pH. Such a range can be within an order of magnitude, typically within 20%, more typically
within 10%, and even more typically within 5% of the indicated value or range. Sometimes,
such a range can be within the experimental error typical of standard methods used for the
measurement and/or determination of a given value or range. The allowable variation
encompassed by the term "about" will depend upon the particular system under study, and can
be readily appreciated by one of ordinary skill in the art. Whenever a range is recited within this
application, every whole number integer within the range is also contemplated as an
embodiment of the invention.

As used herein, unless otherwise indicated, the term "abnormal cell growth" refers to cell
growth that is independent of normal regulatory mechanisms (e.g., loss of contact inhibition).
“Abnormal cell proliferative diseases” are diseases characterized by abnormal cell growth, such
as cancer.

The term “cancer” includes both solid tumors and hematological malignancies. Cancers
include, but are not limited to, breast cancer, ovarian cancer, cervical cancer, endometrial



10

15

20

25

30

35

WO 2014/128588 PCT/IB2014/058865

cancer, prostate cancer, testicular cancer, pancreatic cancer, esophageal cancer, head and
neck cancer, gastric cancer, bladder cancer, lung cancer (e.g., adenocarcinoma, NSCLC and
SCLC), bone cancer (e.g., osteosarcoma), colon cancer, rectal cancer, thyroid cancer, brain and
central nervous system cancers, glioblastoma, neuroblastoma, neuroendocrine cancer, rhabdoid
cancer, keratoacanthoma, epidermoid carcinoma, seminoma, melanoma, sarcoma (e.g.,
liposarcoma), bladder cancer, liver cancer (e.g., hepatocellular carcinoma), kidney cancer (e.g.,
renal cell carcinoma), myeloid disorders (e.g., AML, CML, myelodysplastic syndrome and
promyelocytic leukemia), and lymphoid disorders (e.g., leukemia, multiple myeloma, mantie cell
lymphoma, ALL, CLL, B-cell lymphoma, T-cell lymphoma, Hodgkin’s lymphoma, non-Hodgkin’s
lymphoma, hairy cell lymphoma).

The phrase “pharmaceutically acceptable” refers to substances, which are within the
scope of sound medical judgment, suitable for use in contact with the tissues of patients without
undue toxicity, irritation, allergic response, and the like, commensurate with a reasonable
benefit/risk ratio, and effective for their intended use.

The term “mammal”, as used herein, may be a human or non-human mammal (e.g., dog,
cat, rabbit, rat, mouse, horse, monkey, other lower-order primate, etc.). Preferably the mammal
is a human.

As used herein, unless otherwise indicated, the term "treating" means reversing,
alleviating, inhibiting the progress of, or preventing the disorder or condition to which such term
applies, or one or more symptoms of such disorder or condition. The term "treatment”, as used
herein, unless otherwise indicated, refers to the act of treating as "treating" as defined immediately
above.

As used herein, an “effective” amount refers to an amount of a compound, agent,
substance, formulation or composition that is of sufficient quantity to result in a decrease in
severity of disease symptoms, an increase in frequency and duration of disease symptom-free
periods, or a prevention of impairment or disability due to the disease affliction. The amount
may be as a single dose or according to a multiple dose regimen, alone or in combination with
other compounds, agents or substances. One of ordinary skill in the art would be able to
determine such amounts based on such factors as a subject's size, the severity of a subject's
symptoms, and the particular composition or route of administration selected.

“Unit dosage form”, as used herein, refers to a physically discrete unit of inventive
formulation appropriate for the subject to be treated. It will be understood, however, that the
total daily usage of the compositions of the present invention will be decided by the attending
physician within the scope of sound medical judgment. The specific effective dose level for any
particular subject will depend upon a variety of factors including the disorder being treated and
the severity of the disorder; specific composition employed; age, body weight, general health,
sex and diet of the subject; time of administration, duration of the treatment; drugs and/or
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additional therapies used in combination or coincidental with the inventive compositions, and like
factors well known in the medical arts.

As used herein, the term “essentially the same” with reference to X-ray diffraction peak
positions means that typical peak position and intensity variability are taken into account. For
example, one skilled in the art will appreciate that the peak positions (26) will show some inter-
apparatus variability, typically as much as 0.2° or 0.1°. Further, one skilled in the art will
appreciate that relative peak intensities will show inter-apparatus variability as well as variability
due to degree of crystallinity, preferred orientation, prepared sample surface, and other factors
known to those skilled in the art, and should be taken as qualitative measures only.

The term, "solvate," as used herein, refers to a crystal form of a substance which
contains solvent. The term "hydrate" refers to a solvate wherein the solvent is water.

The term "seeding,” as used herein, means the addition of crystals to a crystallization
system, for the purpose of initiating or enhancing nucleation or acting as substrate for further
crystallization.

As used herein, the terms “API” or “active pharmaceutical ingredient” refer to the free
base of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2, 3-
d]pyrimidin-7-one.

As used herein, the term “primary particles” refers to individual API crystals.

As used herein, the term “agglomerates” refers to tightly bound API crystals that are
difficult to disperse into primary particles during processing and particle size analysis.

The present invention provides compound 1 free base having larger primary particle
size, greatly reduced specific surface area, and lower surface energy measurements than the
free base provided by traditional salt break methods. For convenience, the compound 1 free
base provided by the invention may sometimes be referred to herein as the “large (primary)
particle size” free base. This is in contrast to the free base of compound 1 prepared through
traditional salt break methods, which is sometimes referred to as the “small (primary) particle
size” free base. It will be understood by those of skill in the art that the reference to “small
particle size” in this case refers to the particle size of individual API crystals, and does not take
into account the propensity of the “small” particles to form large agglomerates.

In some embodiments of the invention described herein, the crystalline free base of
compound 1 is distinguished by specific surface area (SSA). Thus, in one aspect, the invention
provides a crystalline free base of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-
ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one having a specific surface area (SSA) of = 2 m?g. In
some embodiments, the free base has a specific surface area (SSA) of < 1 m?g. In other
embodiments, the free base of compound 1 has an SSA of 0.9 m?/g, < 0.8 m%g or< 0.7 m%g.
In further embodiments, the free base of compound 1 has an SSA of between 0.2 m?/g and 2
m?/g, between 0.5 m%g and 1.5 m%g, or between 0.5 m%g and 1 m%g.
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In some embodiments described herein, the crystalline free base of compound 1 is
distinguished by dispersive surface energy. Thus, in one aspect, the invention provides a
crystalline free base of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-
8H-pyrido[2,3-d]pyrimidin-7-one having a dispersive surface energy of < 60 mJ/m2. In some
embodiments, the free base has a dispersive surface energy of < 55 mJ/m?, < 50 mJd/m?, < 45
mJ/m? or < 40 mJ/m2. In further embodiments, the free base of compound 1 has a dispersive
surface energy of between 20 mJ/m? and 60 mJ/m? between 25 mJ/m? and 50 mJ/m? or
between 30 mJ/m?and 50 mJ/m?.

In preferred embodiments, the crystalline free base of compound 1 is a polymorph Form
A of the free base. In some such embodiments, the crystalline form has a PXRD pattern
comprising a peak at diffraction angle (26) of 10.1x 0.2. In other such embodiments, the
crystalline form has a PXRD pattern comprising peaks at diffraction angles (26) of 8.0 + 0.2 and
10.1 £ 0.2. In still other embodiments, the crystalline form has a PXRD pattern comprising peaks
at diffraction angles (26) of 8.0 £ 0.2, 10.1 £ 0.2, and 11.5 + 0.2. In further embodiments, the
crystalline form has a PXRD pattern comprising peaks at diffraction angles (26) of 8.0 + 0.2, 10.1
+ 0.2, 10.3 £ 0.2, and 11.5 £ 0.2. In other embodiments, the crystalline form has a PXRD pattern
comprising peaks at diffraction angles (26) of 5.1 £ 0.2, 8.0+ 0.2, 10.1 £+ 0.2, and 11.5+ 0.2. In
further embodiments, the crystalline form has a PXRD pattern comprising peaks at diffraction
angles (26) of 8.0+ 0.2, 10.1 £ 0.2, 11.5 £ 0.2, and 19.7 + 0.2. In still further embodiments, the
crystalline form has a PXRD pattern comprising peaks at diffraction angles (26) of 8.0 £ 0.2, 10.1
+ 02, 11.5 + 0.2, and 22.5 + 0.2. In further embodiments, the crystalline form has a PXRD
pattern comprising peaks at diffraction angles (26) essentially the same as shown in Figure 1.

In some embodiments, the crystalline free base of compound 1 (Form A) has a *C solid
state NMR spectrum comprising the following resonance (ppm) values: 12.5 ppm + 0.2 ppm. In
other embodiments, the crystalline form has a *C solid state NMR spectrum comprising the
following resonance (ppm) values: 12.5 ppm and 1124 ppm = 0.2 ppm. In further
embodiments, the crystalline form has a *C solid state NMR spectrum comprising the following
resonance (ppm) values: or 12.5 ppm, 112.4 ppm and 143.2 ppm £ 0.2 ppm.

In some embodiments described herein, the crystalline free base of compound 1 is
distinguished by particle size analysis. In some such embodiments, the free base has a primary
particle size of from about 5 um to about 150 um, preferably from about 10 pm to about 100 pm,
and more preferably from about 15 um to about 80 um.

In other such embodiments, the free base has a primary particle size distribution
characterized by: (i) a D10 value of from about 5 um to about 10 um; (ii) a D50 value of from
about 10 um to about 45 um; or (iii) a D90 value of from about 30 um to about 125 um; or a
combination of (i), (i) and (iii). In additional embodiments, the free base has a primary particle
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size distribution ratio of (D90-D10)/D50 of from about 2 to about 3. In further embodiments, the
free base has a volume mean diameter (D[4,3]) of from about 15 pm to about 125 um.

In one aspect, the invention provides a crystalline free base of 6-acetyl-8-cyclopentyl-5-
methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2, 3-d]pyrimidin-7-one, having a primary
particle size of greater than about 5 um. In some embodiments, the free base has a primary
particle size of greater than about 7.5 um. In other embodiments, the free base has a primary
particle size of greater than about 10 pum. In other such embodiments, the free base has a
primary particle size of greater than about 12.5 um. In other such embodiments, the free base
has a primary particle size of greater than about 15 pm.

In another aspect, the invention provides a crystalline free base of 6-acetyl-8-cyclopentyl-
5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one, having a
primary particle size of from about 5 um to about 200 pum. In some embodiments, the free base
has a primary particle size of: from about 5 pm to about 175 um; from about 5 um to about 150
um; from about 5 um to about 125 um; from about 5 pm to about 100 um; from about 5 um to
about 75 um; from about 10 pm to about 200 um; from about 10 um to about 175 um; from
about 10 um to about 150 um; from about 10 um to about 125 pm; from about 10 um to about
100 um; from about 10 um to about 75 um; from about 15 um to about 200 um; from about 15
um to about 175 um; from about 15 um to about 150 um; from about 15 um to about 125 um;
from about 15 um to about 100 um; or from about 15 um to about 75 um.

In another aspect, the invention provides a crystalline free base of 6-acetyl-8-cyclopentyl-
5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one, having a primary
particle size distribution having at least one of:

(@) a D10 value of from about 5 um to about 10 um;

(b) a D50 value of from about 10 um to about 45 um; and

(c) a D90 value of from about 30 um to about 125 um.

in some such embodiments, the free base has a D10 value of from about 5 um to about
10 um. In other such embodiments, the free base has a D90 value of from about 30 um to about
125 um. In other such embodiments, the free base has a D50 value of from about 10 um to about
45 um. In some such embodiments, the free base has a D10 value of from about 5 um to about
10 um and a D90 value of from about 30 um to about 125 um. In further embodiments, the free
base has a D10 value of from about 5 um to about 10 um, a D90 value of from about 30 um to
about 125 um, and a D50 value of from about 10 um to about 45 um.

In another aspect, the invention provides a crystalline free base of 6-acetyl-8-cyclopentyl-
5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one, having a primary
particle size distribution having at least one of:
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(d) a D10 value of from about 5 ym to about 10 pm;

(e) a D50 value of from about 10 um to about 25 ym; and

(f) a D90 value of from about 30 um to about 75 um.

In some such embodiments, the free base has a D10 value of from about 5 uym to about
10 um. In other such embbdiments, the free base has a D90 value of from about 30 um to about
75 um. In other such embodiments, the free base has a D50 value of from about 10 um to about
25 um. In some such embodiments, the free base has a D10 value of from about 5 um to about
10 um and a D90 value of from about 30 um to about 75 pum. In further embodiments, the free
base has a D10 value of from about 5 um to about 10 um, a D90 value of from about 30 um to
about 755 pm, and a D50 value of from about 10 um to about 25 um.

In other embodiments, the free base has a primary particle size distribution having a D10
value of: from about 5 pm to about 7.5 um; from about 5 um to about 10 um; from about 5 um to
about 12.5 um; or from about 5 um to about 15 um.

In other embodiments, the free base has a primary particle size distribution having a D50
value of: from about 10 um to about 50 um; from about 10 um to about 45 um; from about 10
um to about 40 pum; from about 10 um to about 35 um; from about 10 um to about 30 um; from
about 10 pm to about 25 um; or from about 10 um to about 20 um..

In still other embodiments, the free base has a primary particle size distribution having a
D90 value of. from about 30 um to about 175 um; from about 30 um to about 160 pum; from
about 30 um to about 150 pum; from about 30 um to about 140 um; from about 30 um to about
130 um; from about 30 pm to about 125 um; from about 30 um to about 120 um; from about 30
um to about 115 um; from about 30 um to about 110 um; from about 30 um to about 100 um;
from about 30 um to about 75 um; from about 30 um to about 70 um; from about 30 um to about
65 um; from about 30 um to about 60 um; from about 30 um to about 55 um; from about 30 um
to about 50 um; or from about 30 um to about 45 um. A

Each of the foregoing values of embodiments for D10 can be combined with any value for
D50 and/or D90 value not inconsistent with it. Each of the foregoing values of embodiments for
D50 can be combined with any value for D10 and/or D90 value not inconsistent with it. Each of the
foregoing values of embodiments for D90 can be combined with any value for D10 and/or D50
value not inconsistent with it.

In another aspect, the invention provides a crystalline free base of 6-acetyl-8-cyclopentyl-
5-methy!-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one, having a primary
particle size distribution ratio of (D90-D10)/D50 of from about 2 to about 3. In some such
embodiments, the free base has a primary particle size of from about 5 um to about 150 um.

in some embodiments of this aspect, the free base has a primary particle size
distribution ratio of (D90-D10)/D50 of: from about 2 to about 2.75; from about 2 to about 2.5;
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from about 2 to about 2.25. In other embodiments, the ratio is about 2.0, about 2.1, about 2.2,
about 2.3, about 2.4, about 2.5, about 2.6, about 2.7, about 2.8, about 2.9, or about 3.0.

In yet another aspect, the invention provides a crystalline free base of 6-acetyl-8-
cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8 H-pyrido[2,3-d]pyrimidin-7-one,
having a volume mean diameter (D[4,3]) of from about 15 um to about 125 pm. In some
embodiments, the free base has a D[4,3] of from about 50 um to about 100 um. In other
embodiments, the free base has a D[4,3] of from about 15 um to about 30 um.

In still other embodiments, the free base has a D[4,3] of: from about 15 um to about 100
um; from about 15 um to about 90 um; from about 15 um to about 80 um; from about 15 um to
about 70 um; from about 15 um to about 60 um; from about 15 um to about 50 pm; from about
15 um to about 40 um; from about 25 pm to about 120 um; from about 25 um to about 100 pm;
from about 25 um to about 90 um; from about 25 um to about 80 um; from about 25 um to about
70 um; from about 25 um to about 60 um; from about 25 um to about 50 pm; from about 25 um
to about 40 pm; about 25 um; about 30 um; about 35 um; about 40 pm; about 45 um; about 50
um; about 55 um; about 60 um; about 65 um; about 70 um; about 75 um; to about 80 um; about
90 um; about 100 um; about 105 um; about 110 um; about 115 um, or about 120 um.

In another aspect, the invention provides a pharmaceutical composition comprising the
free base of the invention, and a pharmaceutically acceptable carrier, diluent or excipient. The
invention further provides capsule comprising such a pharmaceutical composition of the
invention.

In some embodiments, the capsule comprises from 0.1 to 200 mg of polymorph Form A
of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-
dlpyrimidin-7-one. In other embodiments, the capsule comprises from 25 to 150 mg of the
polymorph Form A of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-
pyrido[2,3-d]pyrimidin-7-one. In other embodiments, the capsule comprises from 50 to 150 mg
of the polymorph Form A of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-
ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one. In other embodiments, the capsule comprises from
50 to 100 mg of the polymorph Form A of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-
pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one. In other embodiments, the capsule
comprises from 75 to 150 mg of the polymorph Form A of 8-acetyl-8-cyclopentyl-5-methyl-2-(5-
piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one

In another aspect, the invention provides a method of tréating cancer in a mammal,
including a human, comprising administering to the mammal a therapeutically effective amount
of a pharmaceutical composition of the invention. In some such embodiments, the
pharmaceutical composition is administered in a capsule. The capsule may comprise from 0.1 to
200 mg of the polymorph Form A of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-
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2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one free base. [n other embodiments, the capsule may
comprise from 25 to 150 mg of the polymorph Form A of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-
piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one  free base. in  further
embodiments, the capsule may comprise from 50 to 150 mg of the polymorph Form A of 6-
acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido(2,3-d]pyrimidin-7-
one free base.

Techniques for characterizing the crystalline free base of compound 1 according to the
inve_ntion include, but are not limited to, powder X-ray diffractometry (PXRD), solid state NMR
(ssNMR), differential scanning calorimetry (DSC), vibrational spectroscopy (e.g., IR and Raman
spectroscopy), polarized light microscopy (PLM), scanning electron microscopy (SEM), hot
stage optical microscopy, electron crystallography, single crystal X-ray diffractometry,
quantitative analysis, particle size analysis (PSA) (e.g., particle size, particle size distribution
(PSD), and particle shape), specific surface area (SSA) analysis, surface energy analysis (e.g.,
inverse gas chromatography or IGC), by solubility studies and dissolution studies, or a
combination of these techniques.

In further aspects, the invention provides methods of making the free base of compound
1 having a large primary particle size, as described herein. One method involves dissolving the
small particle size free base of compound 1 in mixture of a first solvent and a second solvent
and heating to achieve dissolution, cooling to appropriate temperature, providing seed crystals
of compound 1 free base (Form A), followed by crystallization to provide the large particle size
free base of compound 1. The small particle size free base used in this process may be isolated
from a traditional salt break procedure, e.g., by acidic hydrolysis of the intermediate vinyl ether
to provide an acid addition salt, followed by basification, as described in Example 5.

In one embodiment, the invention provides a method of making the large particle size
free base of  6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-
pyrido[2,3-d]pyrimidin-7-one (Form A), comprising: (a) suspending 6-acetyl-8-cyclopentyl-5-
methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one  free base in
mixture of a first solvent and a second solvent and heating to achieve dissolution; (b) cooling to
an appropriate temperature and providing seed crystals of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-
piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-dJpyrimidin-7-one free base (Form A); (c¢)
gradually cooling the mixture to achieve crystallization; and (d) isolating the free base of 6-
acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2, 3-d]pyrimidin-7-
one (Form A) having large particle size.

In another embodiment, the invention provides a method of making the large particle size
free base of  6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-
pyrido[2,3-d]pyrimidin-7-one (Form A), comprising: (a) suspending 6-acetyl-8-cyclopentyl-5-
methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one  free base in
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mixture of n-butanol and anisole and heating to about 95-100°C to achieve dissolution; (b)
cooling to about 80 °C and providing seed crystals of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-
piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one free base (Form A); (c)
maintaining the mixture at about 80°C for about 3 hours and then gradually cooling to about
10°C to achieve crystallization; and (d) filtering to isolate the free base of 6-acetyl-8-cyclopentyl-
5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one (Form A) having
large particle size.

Another method involves acidic hydrolysis of the intermediate vinyl ether in a mixture of
water and a first solvent, which may require heating to obtain dissolution, addition of a second
solvent and basification to provide a second mixture comprising the free base generated in situ,
heating if required to obtain dissolution and to distill off water, cooling to appropriate
temperature, providing seed crystals of compound 1 free base (Form A), followed by
crystallization to provide the free base of compound 1 having a large primary particle size

In one embodiment, the invention provides a method of making the large particle size
free base of  6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-
pyrido[2,3-d]pyrimidin-7-one (Form A), comprising: (a) suspending 4-{6-[6-(1-butoxyl-vinyl)-8-
cyclopentyl-5-methyl-7-oxo-7,8-dihydropyrido[2, 3-d]pyrimidin-2-ylamino]-pyridin-3-yl}-piperazine-
1-carboxylic acid tert-butyl ester in a mixture of water and a first solvent and heating to achieve
dissolution; (b) addition of acid and reaction to produce the acid addition salt of 6-acetyl-8-
cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8 H-pyrido[2,3-d]-pyrimidin-7-one  in
situ, (c) addition of a second solvent and aqueous base to a pH of 210; (d) separation of the
organic layer and heating to distill off water, (e) cooling to an appropriate temperature and
providing seed crystals of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-
8H-pyrido[2,3-d]pyrimidin-7-one free base (Form A); (f) gradually cooling the mixture to achieve
crystallization; and (g) isolating the free base of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-
1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one (Form A) having large particle size.

In another embodiment, the invention provides a method of making the large particle size
free base of  6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-y!-pyridin-2-ylamino)-8H-
pyrido[2,3-d]pyrimidin-7-one (Form A), comprising: (a) suspending 4-{6-[6-(1-butoxyl-vinyl)-8-
cyclopentyl-5-methyl-7-ox0-7,8-dihydropyrido[2,3-d]pyrimidin-2-ylamino]-pyridin-3-yl}-piperazine-
1-carboxylic acid tert-butyl ester in a mixture of water and n-butanol and heating to about 70°C
to achieve dissolution; (b) addition of concentrated HCI and heating at about 70°C for 4-6 hrs; (c)
addition of anisole and aqueous NaOH to achieve a biphasic mixture having a pH of >10; (d)
separation of the layers and heating the organic layer to about 120°C to distill off water; (e)
cooling to about 80 °C and providing seed crystals of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-
piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one free base (Form A), (@)
maintaining the mixture at about 80°C for about 3 hours and then gradually cooling to about
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10°C to achieve crystallization; and (g) filtering to isolate the free base of 6-acetyl-8-cyclopentyl-
5-methyl-2- (5-piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2, 3-d]pyrimidin-7-one (Form A) having
large particle size.

In some embodiments of each of the foregoing methods, the method provides the free
base of compound 1 having a specific surface area of < 2 m?/g. In other embodiments of each of
the foregoing methods, the method provides the free base of compound 1 having a specific
surface area of < 1 m?g. In other embodiments of each of the foregoing methods, the method
provides the free base of compound 1 having a primary particle size of from about 5 um to about
150 pm, preferably from about 10 pm to about 100 um, and more preferably from about 15 pm
to about 80 um. In other embodiments of each of the foregoing methods, the method provides
the free base of compound 1 having a primary particle size distribution characterized by: (i) a
D10 value of from about 5 um to about 10 um; (ii) 2 D90 value of from about 30 um to about 125
um; or (i) a D50 value of from about 10 um to about 45 um; or a combination of (i), (ii) and (iii).
In further embodiments of each of the foregoing methods, the method provides the free base of
compound 1 having a primary particle size distribution ratio of (D90-D10)/D50 of from about 2 to
about 3. In further embodiments of each of the foregoing methods, the method provides the free
base of compound 1 having a volume mean diameter (D[4,3]) of from about 15 um to about 125
um.

In another aspect, the invention provides the free base of compound 1, as described
herein, prepared according to one of these methods. In some embodiments, the invention
provides the crystalline free base of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-
2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one (Form A), prepared according to any of the methods
described herein. In some such embodiments, the free base prepared by the methods
described herein may be characterized by its SSA, PSA, or surface energy, or a combination of
these methods, alone or in further combination with PXRD or ssNMR. In some such
embodiments, the crystalline free base has a residual solvent content of between 0.05-0.25 wt%
anisole and/or between 0.05-0.25 wt% n-butanol. In other such embodiments, the crystalline
free base has a residual solvent content of < 0.5 wt% anisole and < 0.5 wt% n-butanol, and
preferably < 0.25 wt% anisole and = 0.25 wt% n-butanol.

In each of the above methods, the first solvent is an alcohol and the second solvent is an
aromatic solvent. Suitable alcohols include, but are not limited to, relatively high boiling alcohols
such as n-butanol, t-butanol, n-propanol, pentanol, 1,4-butanediol or propylene glycol, and the
like. Suitable aromatic solvents include, but are not limited to, anisole, mesitylene, m-xylene,
chlorobenzene, pyridine, and the like.

In some such embodiments, the solvent mixture comprises 10% alcohol, 15% alcohol,
20% alcohol, 25% alcohol, 30% alcohol, 35% alcohol, 40% alcohol, 45% alcohol, 50% alcohol,
60% alcohol, 70% alcohol, or >70% alcohol, with the balance being the aromatic solvent. In
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other such embodiments, the solvent mixture comprises 90% aromatic, 85% aromatic, 80%
aromatic, 75% aromatic, 70% aromatic, 65% aromatic, 60% aromatic, 55% aromatic, 50%
aromatic, 40% aromatic, 30% aromatic, or <30% aromatic, with the balance being the alcohol
solvent.

In one preferred embodiment, the first solvent is n-butanol. In another preferred
embodiment, the second solvent is anisole. In a particularly preferred embodiment, the first
solvent is n-butanol and the second solvent is anisole. In some such embodiments, the solvent
mixture comprises 10% n-butanol/anisole, 15% n-butanol/anisole, 20% n-butanol/anisole, 25%
n-butanol/anisole, 30% n-butanol/anisole, 35% n-butanol/anisole, 40% n-butanol/anisole, 45%
n-butanol/anisole, 50% n-butanol/anisole, 60% n-butanol/anisole, 70% n-butanol/anisole, or
>70% n-butanol/anisole. In some preferred embodiments, the solvent mixture comprises from
about 20 to about 50% n-butanol/anisole. In a particularly preferred embodiment, the solvent
mixture comprises about 40% n-butanol/anisole.

To improve yields, the methods may include heating or cooling to temperatures above or
below room temperature. Frequently, the reaction mixtures may be heated to temperatures
ranging from about 30°C to about 150°C, and more frequently from about 50°C to about 120°C
to achieve dissolution. During crystallization, it may be desirable to cool the reaction mixture to
a temperature that is at or below room temperature, for example between about 0°C and about
30°C, preferably to about 5°C, about 10°C, about 15°C, or about 20°C.

In additional embodiments, the free base 6f compound 1 is polymorph Form A having a
powder X-ray diffraction pattern comprising a peak at diffraction angle (26) of 10.1+ 0.2. In other
embodiments, the crystalline form has a powder X-ray diffraction pattern comprising peaks at
diffraction angles (26) of 10.1 £ 0.2 and 22.5 + 0.2. In further embodiments of this aspect, the
crystalline form has a powder X-ray diffraction pattern comprising peaks at diffraction angles (26)
of 5.1 £ 0.2, 10.1 £ 0.2, and 22.5 + 0.2. In further embodiments, the crystalline form has a
powder X-ray diffraction pattern comprising peaks at diffraction angles (26) of 5.1 £ 0.2, 10.1 ¢
0.2, 19.7 £ 0.2, and 22.5 + 0.2. In still other embodiments, the crystalline form has a powder X-ray
diffraction pattern comprising peaks at diffraction angles (20) of 5.1 £ 0.2, 10.1 £ 0.2, 17.1 £ 0.2,
19.7 £ 0.2, and 22.5 + 0.2. In additional embodiments, the crystalline form has a powder X-ray
diffraction pattern comprising peaks at diffraction angles (20) of 5.1 £ 0.2, 10.1 £ 0.2, 1.5+ 0.2,
171+ 0.2, 19.7 + 0.2, and 22.5 + 0.2. In yet other embodiments, the crystalline form has a
powder X-ray diffraction pattern comprising peaks at diffraction angles (26) of 5.1 £ 0.2, 10.1 ¢
02,11.5402, 17102, 187 +0.2,19.7 £ 0.2, and 22.5 + 0.2. In some embodiments of this
aspect, the crystalline form has a powder X-ray diffraction (PXRD) pattern comprising peaks at
diffraction angles (28) essentially the same as shown in Figure 1.

The powder X-ray diffraction (PXRD) pattern of free base polymorph Form A is shown in
Figure 1 and the corresponding data is tabulated in Table 1.
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Table 1: PXRD data for polymorph Form A of compound 1.

20(°) £ 0.2 Peak Intensity (%)
5.1 63
8.0 18
10.1 100
10.3 70
11.5 42
14.0 20
15.1 14
16.0 16
17.1 47
18.7 33
19.7 51
20.2 30
21.2 22
225 87
23.0 31

The solid state nuclear magnetic resonance (ssNMR) for crystalline free base Form A of
compound 1 is shown in Figure 2 and the corresponding data is tabulated in Table 2.

Table 2. *C chemical shifts in parts per million for polymorph Form A of compound 1.

3C Chemical Shifts
[ppm]®£ 0.2
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(a) Referenced to external sample of solid phase adamantane at 29.5 ppm.

In another aspect, the invention provides a crystalline free base of compound 1, wherein
the crystalline free base is a polymorph Form B of the free base of compound 1. In some
embodiments of this aspect, the crystalline form has a powder X-ray diffraction pattern comprising
a peak at diffraction angle (20) of 6.0 £ 0.2. In other embodiments of this aspect, the crystalline
form has a powder X-ray diffraction pattern comprising peaks at diffraction angles (26) of 6.0 + 0.2
and 19.8 + 0.2. In further embodiments of this aspect, the crystalline form has a powder X-ray
diffraction pattern comprising peaks at diffraction angles (26) of 6.0 + 0.2, 19.8 £ 0.2, and 26.7
0.2. In further embodiments, the crystalline form has a powder X-ray diffraction pattern
comprising peaks at diffraction angles (20) of 6.0 £ 0.2, 16.4 £ 0.2, 19.8 £+ 0.2, and 26.7 £ 0.2. In
still other embodiments, the crystalline form has a powder X-ray diffraction pattern comprising
peaks at diffraction angles (26) of 6.0+ 0.2, 12.8 £ 0.2, 16.4 £ 0.2, 19.8 £ 0.2, and 26.7 £ 0.2. In
additional embodiments, the crystalline form has a powder X-ray diffraction pattern comprising
peaks at diffraction angles (26) of 6.0 £ 0.2, 128 + 0.2, 164 £ 0.2, 198 £ 0.2, 22.6 + 0.2, and
26.7 £ 0.2. In yet other embodiments, the crystalline form has a powder X-ray diffraction pattern
comprising peaks at diffraction angles (20) of 6.0 £ 0.2, 10.9 £ 0.2, 12.8 £ 0.2, 16.4 £ 0.2, 198
0.2, 226 + 0.2, and 26.7 £ 0.2. In some embodiments of this aspect, the crystalline form has a
PXRD pattern comprising peaks at diffraction angles (20) essentially the same as shown in
Figure 3. The powder X-ray diffraction (PXRD) pattern of free base polymorph Form B is shown
in Figure 3 and the corresponding data is tabulated in Table 3.

Table 3: PXRD data for polymorph Form B of compound 1.

20(°) ¢ 0.2 Peak Intensity (%)
6.0 100
10.9 -39
12.8 40
16.4 41
19.8 50
18.1 24
12.1 23
226 40
26.7 48
28.2 20
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The solid state nuclear magnetic resonance (ssNMR) for crystalline free base Form B of
6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-
7-one is shown in Figure 4, with corresponding tabulated data shown in Table 4.

Table 4. °C chemical shifts in parts per million for polymorph Form B of compound 1.

T3C Chemical Shifts
[ppm]*+ 0.2

(a) Referenced to external sample of solid phase adamantane at 29.5 ppm.
(b) Broad peak

For each powder X-ray diffraction measurement, a sample of a free base was placed into
a cavity located on a planar surface of the holder, and a glass slide was used to level the
surface of the sample. The holder, which contains the sample, was placed in the diffractometer,
and the source of the X-ray beam irradiated the sample, initially at a small angle relative to the
planar surface of the holder. The X-ray beam was subsequently moved through an arc in a step-
wise manner, which successively increased the angle between the incident beam and the planar
surface of the holder. At each step of the scan, the scintillation counter detected the amount of

18



10

15

20

25

30

35

WO 2014/128588 PCT/IB2014/058865

diffracted radiation, which was recorded as a function of 26 (°). The instrument software displays
the diffracted radiation results of the scan as intensity versus 26 (°).

Tables 1 and 3 list significant PXRD peaks (i.e., those exhibiting peak height to noise
ratio greater than 3.5) for the free base of compound 1 having polymorph Form A or Form B,
respectively. The list of characteristic peaks provided is not the only possible list of characteristic
peaks. Persons of ordinary skill in the art of polymorph identification may choose other sets of
characteristic peaks that will also distinguish one polymorph from another.

Differences in PXRD patterns among separate measurements of the same polymorph
may arise for many reasons. Sources of error include variations in sample preparation (e.qg.
sample height), instrument errors, calibration errors, and operator errors (including errors in
determining peak locations). Preferential orientation, i.e., a lack of random orientation of crystals
in the PXRD sample, can result in significant differences in relative peak heights. Calibration
errors and sample height errors often result in a shift of all of the peaks of the diffractogram in
the same direction and by the same amount. Small differences in sample height on a flat holder
may lead to large displacements in PXRD peak positions. For a systematic study showing that
sample height differences of 1 mm may lead to peak shifts as high as 1° 20, see Chen et al., J.
Pharmaceutical and Biomedical Analysis (2001) 26:63.

In many instances, peak shifts among diffraction patterns resulting from systematic error
can be eliminated by compensating for the shift (e.g., applying a correction factor to all peak
position values) or by recalibrating the diffractometer. Generally, the same techniques can be
used to compensate for differences among diffractometers so that PXRD peak positions
obtained from two different instruments can be brought into agreement. Furthermore, when
these techniques are applied to PXRD measurements from the same or different
diffractometers, the peak positions for a particular polymorph will usually agree to within about
+0.2° 26.

The disclosed compounds embrace all pharmaceutically acceptable isotopic variations.
An isotopic variation is a compound in which at least one atom is replaced by an atom having
the same atomic number, but an atomic mass different from the atomic mass usually found in
nature. Useful isotopes include isotopes of hydrogen, carbon, nitrogen, oxygen, phosphorus,
sulfur, fluorine, and chlorine. Exemplary isotopes thus include, without limitation, ?H, *H, *°C,
14C, 15N, 170, 180, SZP, 358, 18F, and %®cl.

Substitution of the disclosed compounds with isotopes such as deuterium, i.e. H, may
afford certain therapeutic advantages resulting from greater metabolic stability, for example,
increased in vivo half-life or reduced dosage requirements, and hence may be more useful in
some circumstances. In addition, certain isotopic variations, for example, those incorporating a
radioactive isotope, are useful in drug and/or substrate tissue distribution studies. The
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radioactive isotopes tritium, i.e. %H, and carbon-14, i.e. "“C, are particularly useful for this
purpose in view of their ease of incorporation and ready means of detection.

Isotopic variations of the disclosed compounds can generally be prepared by
conventional techniques known to those skilled in the art or by processes analogous to those
described in the accompanying Examples using appropriate isotopic variations of suitable
reagents. Pharmaceutically acceptable solvates of the disclosed compounds include those in
which the solvent of crystallization may be isotopically substituted, e.g. D;O, ds-acetone, ds-
DMSO.

Solubility Experiments
U.S. Patent No. 7,345,171 reported that the free base of compound 1, prepared by a

traditional salt break procedure, had poor water solubility (9 pg/mL) at pH 7.9 and exhibited low
bioavailability in animal studies. The free base was reported to be in its most stable crystal
phase according to slurry experiments (i.e.., Form A). Figure 17 of U.S. Patent No. 7,345,171
provided the water adsorption/desorption isotherms for the free base of Form A. As noted
previously, this material corresponds to the small particle size free base of compound 1
described herein.

The free base of compound 1 (Form A) has a high propensity for punch sticking in the
drug particle manufacturing process. As punch sticking is related to APl surface area, API
particle size control is critical for minimizing sticking during drug product manufacturing. In
addition to issues with punch sticking, compound 1 free base isolated directly from a standard
salt break process was found to be highly static prone and found to form large (approximately
500 microns) hard agglomerates that were not dispersed by sieving. Free base API with
similarly poor physical properties was produced by free basing of the existing isethionate salt
AP or by neutralization of the in situ salt formed in the final step of the API synthesis. In either
process, small AP| primary particles were produced due to the rapid crystallization caused by
the dramatic change in solubility with adjustment of the pH. In all cases the free base was
isolated as the more stable polymorph of Form A.

Figure 6 shows a scanning electron microscopy (SEM) image of typical small primary
particles formed by the free basing and neutralization experiments described above. The
particle size distribution measurement for a batch of compound 1 (Form A) produced by this free
base isolation process is provided in Figure 8. The second mode in the particle size distribution
was caused by the presence of large agglomerates, which are also seen in the SEM image in
Figure 6. Attempts to modify the free basing process were not successful in improving the
physical properties of the API produced. As the process for producing free base resulted in the
isolation of API with poor physical properties, work was undertaken to identify a recrystallization
process that could improve the AP| physical properties.
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Early crystallization screening experiments for compound 1 free base were completed to
identify a solvent system that allows for the isolation of particles with improved physical
properties. A combination of solubility screening and small-scale recrystallization studies
examined multiple potential solvent systems.

Small-Scale Crystallization Studies

A series of small-scale crystallization experiments was run to identify a potential
recrystallization solvent system as well as to assess the impact of solvent on the shape of the
free base primary particles isolated. An initial set of 14 screening studies were run on a 10 mg
scale using sealed vials and an external heat source to warm the 50 mg/mL samples up to reflux
temperature.  Visual observation identified the samples that went into solution, and
photomicroscopy was used to characterize the particles produced. The results of these initial

crystallization screening experiments are summarized in Table 5.

Table 5: Summary of results from preliminary small scale crystallization studies

Solvent System Results of recrystallization

Cyclopentylmethyl ether did not dissolve

n-Butyl Acetate

did not dissolve

n-Butanol

did not dissolve

Trifluorotoluene

did not dissoive

Toluene did not dissolve
Chlorobenzene smalll irregular shaped particles
DMF small needle shaped particles
NMP small irregular shaped particles

Propylene gtycol small irregular shaped particles

Anisole large particles (lathes or tomahawk shape)
Pyridine small lathe shaped particles

Sulfolane small irregular shaped particles

m-Xylene small/medium tomahawk shaped particles
Mesitylene small needle shaped particles

Based on these small-scale crystallization studies, anisole became the focus of
additional crystallization and solubility studies as the particles produced were large and as
anisole is an ICH Class |l solvent. This screening study also identified pyridine, m-xylene, and
mesitylene as potential solvent systems based on the particles produced, although none of
these solvents also have the ICH class lll listing similar to anisole.

The following solvents have also been used for recrystallization of the solid: isopropanol,
isobutanol, ethanol, ethyl acetate, toluene, tetrahydrofuran, and dioxane. Each of the solvents
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generated the polymorph Form A crystalline solid of compound 1 which was the same as the
original crystalline form obtained from dichloromethane.
Solubility Studies:

In parallel with the initial small-scale crystallization studies, a series of solubility studies
were conducted on the free base of compound 1 to identify a possible recrystallization system.
In an initial room temperature solubility screening study, a total of 23 solvents were screened.
This study indicated that the compound 1 free-base has low solubility in a range of organic
solvents, with only methylene chloride displaying a solubility greater than 1 mg/mL (3.0 mg/mL).
Subsequent targeted higher temperature solubility studies were conducted. In a follow-up study,
a set of 16 solvent systems were examined at a fixed concentration of 25 mg/mL, and the
dissolution temperature was measured using a kinetic solubility method up to a maximum
temperature of 110 °C.

Synergistic solubility behavior predicted by a COSMOtherm solubility model of
compound 1 was used to select the binary and ternary solvent systems included in this
screening study. The results of these studies are listed in Table 6. For experiments listed as
>110 °C in the table, compound 1 did not dissolve in the solvent upon heating to 110 °C,
indicating that the solubility is less than 25 mg/mL at 110°C in this solvent.

Table 6: Kinetic solubility measurements for 25 mg/mL compound 1 free base solutions

Experiment # Solvent Dissolution Temp. (° C)
1 n-BuOH >110 °C
2 DMF — >110°C
3 NMP 97.9
4 DMSO >110°C
5 DMAc >110 °C
6 n-Butyl acetate >110°C
7 Anisole >110 °C
8 10 % n-BuOH/Anisole (v/v) >110°C
9 20 % n-BuOH/Anisole (v/v) 109.7
10 40 % n-BuOH/Anisole (v/v) 101.4
11 10 % n-BUuOH/NMP (v/v) 103.7
12 25 % n-BUOH/NMP (v/v) >110°C
13 10 % 1,4-butanediol/anisole (v/v) 109.8
14 25 % 1,4-butanediol/anisole(v/v) 104.8
16 1:1:8 propylene glycol/n- 91.2

BuQH/anisole (v/v)
16 2:1.7 propylene glycol/n- 84.1
BuQH/anisole (v/v)
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Subsequent UPLC/MS testing of the saturated solution from experiments #3 and #11 in
Table 6 indicated the presence of a previously unseen impurity peak, indicating that degradation
occurred in these experiments.

Although the propylene glycol/n-BuOH/anisole mixtures showed improved solubility as
compared to the n-BuOH/anisole mixtures, the former solvent system was not pursued because
of the potential challenges of working with propylene glycol due to its high viscosity and boiling
point which may cause issues on-scale.

Based on these screening studies, a mixture of 40% n-butanol and anisole was selected
as the crystallization solvent system for further work, in view of the relatively high solubility,
chemical stability of the API, and particle properties of the recrystallized compound 1 APIl. This
solvent system was used in subsequent production to provide larger primary particle size API
that had reduced sticking, was not static prone, and was free of agglomerates.

Using this solvent mixture, compound 1 was dissolved with 40 mL/g of solvent
(concentration of 25 mg/mL) by heating to 95 — 100 °C, before being crystallized using a
controlled cooling profile and seeding to induce nucleation. Figure 9 is a PLM image'of a lab-
scale lot of compound 1 recrystallized using this recrystallization procedure, while Figure 7
displays a particle size distribution for three lots of recrystallized API. This recrystallization
process results in the isolation of compound 1 AP! particles with a larger primary particle size,
which leads to a decrease in the sticking tendency in the drug product manufacturing process.
This recrystallized compound 1 API does not form agglomerates and also has the positive
attribute of not being static prone.

The combination of solubility screening and small-scale recrystallization studies
examined multiple potential solvent systems for the recrystallization of compound 1 free base.
Based on the results from these screening studies, a mixture of 40% n-butanol/anisole was
selected as the preferred crystallization solvent system based on the relatively high solubility,
chemical stability of the API, and particle properties of the recrystallized compound 1. The larger
particle size and improved particle properties of the API isolated from this recrystallization
process facilitated the development of a drug product manufacturing process for compound 1
free base.

Particle size assessment

Particle sizes for the recrystallized materials were assessed using laser diffraction
methods. Laser diffraction is recognized by standards and guidance agencies including ISO
and ASTM and is widely used to determine particle size distributions. In conducting the
assessment, the sample is passed through a laser beam which results in laser light scattered at
a range of angles. Detectors placed at fixed angles measure the intensity of light scattered at
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that position. A mathematical mode! (Mie or Fraunhoffer Theory) is then applied to generate a
particle size distribution.

The particle size was analyzed using the laser diffraction (or small angle light scattering).
technique by dispersing the dry sample powder with compressed air. Specifically, the particle
size distribution was analyzed using the Sympatec HELOS RODOS system equipped with a
Vibri dry powder feeder. The powder sample was dispersed with a dispersion pressure of
0.5bar. In some instances, an Aspiros micro-dosing device was used, and the powder sample
was dispersed with a dispersion pressure of 0.2bar. A suitable lens was selected to cover the
particle size range of each sample.

In particle size determinations, the median value is defined as the value where half of the
population resides above this point, and half resides below this point. For particle size
distributions the median is called the D50. The D50 is the size in microns that splits the
distribution with half above and half below this diameter. The expression Dv560 or D[v,0.5] is
sometimes used for the median of a volume distribution.

The mode is the peak of a frequency distribution. A particle distribution may include
more than one mode, e.g., where the particles exist as primary particles and agglomerations.

The span is sometimes used as a measurement of distribution width, and is defined as
the ratio of (D[v,0.9]- D[v,0.1]) / D[v,0.5] or (D90-D10)/D50.

The distribution width may also be characterized by citing one, two or preferably three
values on the x-axis, typically some combination of the D10, D50, and DS0. The D50, the
median, has been defined above as the diameter where half of the population lies below this
value. Similarly, 90 percent of the distribution lies below the D90, and 10 percent of the
population lies below the D10.

The term D[4,3] refers to the volume mean or mass moment mean. Laser diffraction
results are reported on a volume basis and the volume mean can be used to define the central
point of the distribution. The D[4,3] value is sensitive to the presence of large particles in the
distribution.

Formulation

The present invention also relates to pharmaceutical compositions comprising the free
base polymorph Form A of compound 1 described herein. Pharmaceutical compositions of the
present invention may, for example, be in a form suitable for oral administration as a tablet,
capsule, pill, powder, sustained release formulations, solution, suspension, for parenteral injection
as a sterile solution, suspension or emulsion, for topical administration as an ointment or cream or
for rectal administration as a suppository. The pharmaceutical composition may be in unit dosage
forms suitable for single administration of precise dosages. The pharmaceutical composition will
include a conventional pharmaceutical carrier or excipient and a compound according to the
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invention as an active ingredient. In addition, it may include other medicinal or pharmaceutical
agents, carriers, adjuvants, etc.

Suitable pharmaceutical carriers include inert diluents or fillers, water and various organic
solvents. The pharmaceutical compositions may, if desired, contain additional ingredients such as
flavorings, binders, excipients and the like. Thus for oral administration, tablets containing various
excipients, such as citric acid may be employed together with various disintegrants such as starch,
alginic acid and certain complex silicates and with binding agents such as sucrose, gelatin and
acacia. Additionally, lubricating agents such as magnesium stearate, sodium lauryl sulfate and
talc are often useful for tableting purposes. Solid compositions of a similar type may also be
employed in soft and hard filled gelatin cap'sules. Preferred materials include lactose or milk sugar
and high molecular weight polyethylene glycols. When aqueous suspensions or elixirs are desired
for oral administration the active compound therein may be combined with various sweetening or
flavoring agents, coloring matters or dyes and, if desired, emulsifying agents or suspending
agents, together with diluents such as water, ethanol, propylene glycol, glycerin, or combinations
thereof.

Methods of preparing various pharmaceutical compositions with a specific amount of
active compound are known, or will be apparent, to those skilled in this art. For examples, see
Remington's Pharmaceutical Sciences, Mack Publishing Company, Easter, Pa., 15th Edition
(1975).

The disclosed compound may be administered alone or in combination with other drugs

and will generally be administered as a formulation in association with one or more
pharmaceutically acceptable excipients. The term “excipient” describes any ingredient other
than compound 1 and its salts. The choice of excipient will to a large extent depend on the
particular mode of administration.

The disclosed compounds may be administered orally. Oral administration may involve
swallowing, so that the compound enters the gastrointestinal tract, or buccal or sublingual
administration may be employed by which the compound enters the blood stream directly from
the mouth.

Formulations suitable for oral administration include solid formulations such as tablets,
capsules containing particulates, liquids, or powders, lozenges (including liquid-filled), chews,
multi- and nano-particulates, gels, solid solution, liposome, films (including muco-adhesive),
ovules, sprays and liquid formulations. Liquid formulations include suspensions, solutions,
syrups and elixirs. Such formulations may be employed as fillers in soft or hard capsules and
typically comprise a carrier, for example, water, EtOH, polyethylene glycol, propylene glycol,
methylcellulose, or a suitable oil, and one or more emulsifying agents and/or suspending agents.
Liquid formulations may also be prepared by the reconstitution of a solid, for example, from a

sachet.
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The disclosed compounds may also be used in fast-dissolving, fast-disintegrating
dosage forms such as those described in Liang and Chen, Expert Opinion in Therapeutic
Patents (2001) 11(6):981-986.

For tablet dosage forms, depending on dose, the drug may make up from 1 wt % to 80
wt % of the dosage form, more typically from 5 wt % to 60 wt % of the dosage form. In addition
to the drug, tablets generally contain a disintegrant. Examples of disintegrants include sodium
starch glycolate, sodium carboxymethyl cellulose, calcium carboxymethyl celiuiose,
croscarmellose sodium, crospovidone, polyvinylpyrrolidone, methylcellulose, microcrystalline
cellulose, lower alkyl-substituted hydroxypropyl cellulose, starch, pregelatinized starch, and
sodium alginate. Generally, the disintegrant will comprise from 1 wt % to 25 wt %, preferably
from 5wt % to 20 wt % of the dosage form.

Binders are generally used to impart cohesive qualities to a tablet formulation. Suitable
binders include microcrystalline cellulose, gelatin, sugars, polyethylene glycol, natural and
synthetic gums, polyvinylpyrrolidone, pregelatinized starch, hydroxypropyl celiulose, and
hydroxypropyl methylcellulose. Tablets may also contain diluents, such as lactose
(monohydrate, spray-dried monohydrate, anhydrous and the like), mannitol, xylitol, dextrose,
sucrose, sorbitol, microcrystalline cellulose, starch, and dibasic calcium phosphate dinydrate.

Tablets may also optionally include surface-active agents, such as sodium lauryl sulfate
and polysorbate 80, and glidants such as silicon dioxide and talc. When present, surface-active
agents may comprise from 0.2 wt % to 5 wt % of the tablet, and glidants may comprise from 0.2
wt % to 1 wt % of the tablet.

Tablets also generally contain lubricants such as magnesium stearate, calcium stearate,
zinc stearate, sodium stearyl fumarate, and mixtures of magnesium stearate with sodium lauryl
sulfate. Lubricants generally comprise from 0.25 wt % to 10 wt %, preferably from 0.5 wt % to 3
wt % of the tablet. Other ingredients may include preservatives, anti-oxidants, flavors, and
colorants.

Tablet blends may be directly compressed to form tablets. Tablet biends or portions of
blends may alternatively be wet-, dry-, or melt-granulated, melt congealed, or extruded before
tabletting. The final formulation may comprise one or more layers and may be coated or
uncoated. Exemplary tablets contain up to about 80 % drug, from about 10 wt % to about 90 wt
% binder, from about O wt % to about 85 wt % diluent, from about 2 wt % to about 10 wt %
disintegrant, and from about 0.25 wt % to about 10 wt % lubricant. For additional details
concerning the formulation of tablets, see H. Lieberman and L. Lachman, Pharmaceutical
Dosage Forms: Tablets, Vol. 1(1980).

Solid formulations for oral administration may be formulated to be immediate and/or
modified release. Modified release formulations include delayed-, sustained-, pulsed-,
controlled-, targeted-, and programmed-release. For a general description of suitable modified
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release formulations, see US Patent No. 6,106,864. For details of other useful release
technologies, such as high energy dispersions and osmotic and coated particles, see Verma et
al, Pharmaceutical Technology On-line (2001) 25(2):1-14. For a discussion of the use of
chewing gum to achieve controlled release, see WO 00/35298.

The disclosed compounds may also be administered directly into the blood stream, into
muscle, or into an internal organ. Suitable means for parenteral administration include
intravenous, intra-arterial, intraperitoneal, intrathecal, intraventricular, intraurethral, intrasternal,
intracranial, intramuscular, and subcutaneous. Suitable devices for parenteral administration
include needle (including micro-needie) injectors, needle-free injeciors and infusion techniques.

Parenteral formulations are typically aqueous solutions which may contain excipients
such as salts, carbohydrates, and buffering agents (preferably to a pH of from 3 to 9), but for
some applications, they may be more suitably formulated as a sterile non-aqueous solution or
as a dried form to be used in conjunction with a suitable vehicle such as sterile, pyrogen-free
water. The preparation of parenterél formulations under sterile conditions, for example, by
lyophilization, may readily be accomplished using standard pharmaceutical techniques well
known to those skilled in the art. Exemplary parenteral administration forms include solutions or
suspensions of active compounds in sterile aqueous solutions, for example, aqueous propylene
glycol or dextrose solutions. Such dosage forms can be suitably buffered, if desired.

The solubility of the disclosed compounds used in the preparation of parenteral solutions
may be increased by the use of appropriate formulation techniques, such as the incorporation of
solubility-enhancing agents. Formulations for parenteral administration may be formulated to be
immediate and/or modified release as described above. Thus the disclosed compounds may be
formulated in a more solid form for administration as an implanted depot providing long-term
release of the active compound.

The compounds of the invention may also be administered topically to the skin or
mucosa, either dermally or transdermally. Typical formulations for this purpose include gels,
hydrogels, lotions, solutions, creams, ointments, dusting powders, dressings, foams, films, skin
patches, wafers, implants, sponges, fibers, bandages, and microemulsions. Liposomes may
also be used. Typical carriers include alcohol, water, mineral oil, liquid petrolatum, white
petrolatum, glycerin, polyethylene glycol and propylene glycol. Topical formulations may also
include penetration enhancers. See, for example, Finnin and Morgan, J Pharm Sci (1999)
88(10):955-958.

Other means of topical administration include delivery by iontophoresis, electroporation,
phonophoresis, sonophoresis and needle-free (e.9g. POWDERJECT) or micro-needle injection.
Formulations for topical administration may be formulated to be immediate and/or modified

release as described above.
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The disclosed compounds can also be administered intranasally or by inhalation,
typically in the form of a dry powder (either alone, as a mixture, for example, in a dry blend with
lactose, or as a mixed component particle, for example, mixed with phospholipids) from a dry
powder inhaler or as an aerosol spray from a pressurized container, pump, spray, atomizer
(preferably an atomizer using electrohydrodynamics to produce a fine mist), or nebulizer, with or
without the use of a suitable propellant, such as dichlorofluoromethane. The pressurized
container, pump, spray, atomizer, or nebulizer contains a solution or suspension, which
comprises the active compound, an agent for dispersing, solubilizing, or extending release of the
active compound (e.g., EtOH or aqueous EtOH), one or more solvents, which serve as a
propellant, and an optional surfactant, such as sorbitan trioleate or an oligolactic acid.

Prior to use in a dry powder or suspension formulation, the drug product is micronized to
a size suitable for delivery by inhalation (typically less than 5 microns). This may be achieved
by any appropriate comminuting method, such as spiral jet milling, fluid bed jet milling,
supercritical fluid processing to form nanoparticles, high pressure homogenization, or spray
drying.

Capsules, blisters and cartridges (made, for example, from gelatin or
hydroxypropylmethyl cellulose) for use in an inhaler or insufflator may be formulated to contain a
powder mix of the active compound, a suitable powder base such as lactose or starch, and a
performance modifier such as L-leucine, mannitol, or magnesium stearate. The lactose may be
anhydrous or, preferably, monohydrated. Other suitable excipients include dextran, glucose,
maltose, sorbitol, xylitol, fructose, sucrose and trehalose.

A suitable solution formulation for use in an atomizer using electrohydrodynamics to
produce a fine mist may contain from 1 pg to 20 mg of the compound of the invention per
actuation and the actuation volume may vary from 1 pl to 100 pl. A typical formulation may
comprise compound 1, propylene glycol, sterile water, EtOH, and NaCl. Alternative solvents,
which may be used instead of propylene glycol, include glycerol and polyethylene glycol.

Formulations for inhaled/intranasal administration may be formulated to be immediate
and/or modified release using, for example, poly(DL-lactic-coglycolic acid (PGLA). Suitable
flavors, such as menthol and levomenthol, or sweeteners, such as saccharin or saccharin
sodium, may be added to formulations intended for inhaled/intranasal administration.

In the case of dry powder inhalers and aerosols, the dosage unit is determined by means
of a valve that delivers a metered amount. Units in accordance with the invention are typically
arranged to administer a metered dose or “puff’ containing from 100 to 1000 ug of the active
pharmaceutical ingredient. The overall daily dose will typically be in the range 100 ug to 10 mg
which may be administered in a single dose or, more usually, as divided doses throughout the

day.
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The active compounds may be administered rectally or vaginally, for example, in the
form of a suppository, pessary, or enema. Cocoa butter is a traditional suppository base, but
various alternatives may be used as appropriate. Formulations for rectal/vaginal administration
may be formulated to be immediate and/or modified release as described above.

The disclosed compounds may also be administered directly to the eye or ear, typically
in the form of drops of a micronized suspension or solution in isotonic, pH-adjusted, sterile
saline. Other formulations suitable for ocular and aural administration include ointments,
biodegradable (e.g. absorbable gel sponges, collagen) and non-biodegradable (e.g. silicone)
implants, wafers, lenses and particulate or vesicular systems, such as niosomes or liposomes.
A polymer such as crossed-linked polyacrylic acid, polyvinylalcohol, hyaluronic acid, a cellulosic
polymer (e.g., hydroxypropylmethylcellulose, hydroxyethylcellulose, or methyl cellulose), or a
heteropolysaccharide polymer (e.g., gelan gum), may be incorporated together with a
preservative, such as benzalkonium chloride. Such formulations may also be delivered by
jontophoresis. Formulations for ocular/andial administration may be formulated to be
immediate and/or modified release as described above. |

The disclosed compounds may be combined with soluble macromolecular entities such
as cyclodextrin or polyethylene glycol-containing polymers to improve their solubility, dissolution
rate, taste masking, bioavailability and/or stability. Drug-cyclodextrin complexes, for example,
are found to be generally useful for most dosage forms and administration routes. Both
inclusion and non-inclusion-complexes may be used. As an alternative to direct complexation
with the drug, the cyclodextrin may be used as an auxiliary additive, i.e. as a carrier, diluent, or
solubilizer. Alpha-, beta- and gamma-cyclodextrins are commonly used for these purposes.
See, for example, International Patent Applications WO 91/11172, WO 94/02518, and WO
98/55148.

The therapeutically effective dose of compound 1 will vary from approximately
0.01 mg/kg to approximately 100 mg/kg of body weight per day. Typical adult doses will be
approximately 0.1 mg to approximately 3000 mg per day. The quantity of active component in a
unit dose preparation may be varied or adjusted from approximately 0.1 mg to approximately
500 mg, preferably from about 0.6 mg to 100 mg according to the particular application and the
potency of the active component. The composition can, if desired, also contain other compatible
therapeutic agents. A subject in need of treatment is administered a dosage of about 0.6 to
about 500 mg per day, either singly or in multiple doses over a 24-hour period. Such treatment
may be repeated at successive intervals for as long as necessary.

Disorders or conditions caused by abnormal cell proliferation include cancer and
vascular smooth muscle proliferation associated with atherosclerosis, post-surgical vascular
stenosis and restenosis, and endometriosis. Autoimmune diseases include psoriasis,
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inflammation-like rheumatoid arthritis, lupus, type 1 diabetes, diabetic nephropathy, multiple
sclerosis, glomerulonephritis, and organ transplant rejection, including host versus graft disease.

In one embodiment, the present invention provides a method of treating abnormal cell
growth in @ mammal, including a human, in need of such treatment comprising, administering to
said mammal a therapeutically effective amount of a crystalline free base of compound 1
according to the invention described herein. In frequent embodiments, the free base is a
polymorph of Form A.

In another embodiment, the abnormal cell growth is cancer, including both solid tumors
and hematological malignancies. In some such embodiments, the cancer is selected from breast
cancer, ovarian cancer, cervical cancer, endometrial cancer, prostate cancer, testicular cancer,
pancreatic cancer, esophageal cancer, head and neck cancer, gastric cancer, bladder cancer,
lung cancer (e.g., adenocarcinoma, NSCLC and SCLC), bone cancer (e.g., osteosarcoma), colon
cancer, rectal cancer, thyroid cancer, brain and central nervous system cancers, glioblastoma,
neuroblastoma, neuroendocrine cancer, rhabdoid cancer, keratoacanthoma, epidermoid
carcinoma, seminoma, melanoma, sarcoma (e.qg., liposarcoma), bladder cancer, liver cancer (e.g.,
hepatocellular carcinoma), kidney cancer (e.g., renal cell carcinoma), myeloid disorders (e.g.,
AML, CML, myelodysplastic syndrome and promyelocytic leukemia), and lymphoid disorders (e.g.,
leukemia, multiple myeloma, mantle cell lymphoma, ALL, CLL, B-cell ymphoma, T-cell lymphoma,
Hodgkin’s lymphoma, non-Hodgkin’s lymphoma, hairy cell lymphoma).

General Synthetic Scheme
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The examples and preparations provided below further illustrate and exemplify particular

25 aspects of embodiments of the invention.
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Examples

General Methods and Materials

Powder X-ray Diffraction (PXRD)
PXRD data were collected according to the following protocol. A sample (2 mg) was

placed ona microscopic slide with zero background. The sample was then placed in a Discover
D8 (Bruker AXS Instruments) equipped with a GADDS detector. The system used a copper X-
ray source maintained at 40kV and 40 mA to provide CUa1 emission at 1.5406 angstroms.
Data were collected from 4 to 40 °20 using a step scan of 0.02° with a step time of 60.1

seconds. Diffraction peaks are typically measured with an error of + 0.2 degrees (20).

SSNMR Instrumentation and Method
SSNMR data were collected according to the following protocol. Spectra were collected

on Bruker-Biospin 4 mm and 7 mm BL CPMAS probe positioned into a wide-bore Bruker-
Biospin Avance lll 500 MHz NMR spectrometer. The 4 mm rotors were oriented at the magic
angle and spun at 15.0 kHz. The 7 mm rotors were oriented at the magic angle and spun at 7.0
kHz. All spectra were acquired at ambient conditions (temperature uncontrolled).

The °C solid state spectra were collected using a proton decoupled cross-polarization
magic angle spinning (CPMAS) experiment. Peak resonances are reported in parts-per-million

(ppm) £ 0.2 ppm.

Differential Scanning Calorimetery (DSC):

DSC measurements, are carried out using a Q1000, Thermal Analysis Instruments. A
sample is placed in a hermetically sealed aluminum pan with a pinhole. A typical sample weight
is 1.6 mg. The sample is equilibrated to 25°C and then ramped to 250°C at a scan rate of

10°C/min. Dry nitrogen is used as the purge gas.

Brunauer, Emmet and Teller (BET) Specific Surface area (SSA) Measurement:
SSA measurements were collected according to the following protocol. Monolayer

formation of gas molecules on the crystal surface was used to determine the specific surface
area of a dry powder of active pharmaceutical ingredient. The sample was made free of
moisture and atmospheric vapours by applying heat and purging with nitrogen gas. The sample
temperature was then reduced to that of liquid nitrogen for the adsorbate gas (nitrogen) to be
adsorbed. The quantity of adsorbed gas and pressure data were used to generate an adsorption
isotherm plot. The data were then converted into specific surface area value using a
mathematical algorithm based on the so-called Brunauer, Emmett, and Teller (BET) theory (see,
e.g., J. Am. Chem. Soc., 1938, 60:309). Specific surface area was measured using a static
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multi-point or single-point gas adsorption method, as fully described in ISO 9277:2010 and in the
experimental below.

Inverse-phase Gas Chromatography (IGC) Surface Energy Measurement:

Surface energy measurements were collected using IGC according to the following
protocol. A sufficient quantity of sample was packed into a silanised glass column with the
powder mass secured within the column by glass wool plugs inserted at both ends. The column
was conditioned by flowing a stream of dry nitrogen through the powder mass for sufficient time
for any surface adsorbates to be removed. Measurements were made by injecting a series of
alkane vapour probes (Nonane, Octane, Heptane and Hexane) into the carrier gas stream at
concentrations low enough to assume infinite dilution of the alkane vapour in the nitrogen
stream and recording the time taken for each vapour to elute through the column. A plot of the
retention time (corrected for the ‘dead volume’ of interstitial space within the packed column)
versus a function of the cross sectional area and surface tension of the alkane vapour probe
molecules used yielded a line with a slope indicative of the surface energy of the solid powder
under examination.

Synthetic Examples

Example 1. Preparation_of 4-(6-amino-pyridin-3-yl)piperazine-1-carboxylic acid tert-
butyl ester
LiCl 50 pSI
[ ] Eth Pd/C .
DMSO EtOAc N
60-65°C 50°C [ ]
(93%) N (96%) N
OC éOC
Step A Step B

Step A. Preparation of 4-(6-nitro-pyridin-3-yl)-piperazine-1-carboxylic acid tert-butyl ester

To a vessel was added 5-bromo-2-nitropyridine (10.0 g, 1.0 equiv.) along with DMSO (25
mL, 2.5 vol). N-Boc piperazine (13.8 g, 1.5 equiv.) was added, followed by triethylamine (7.5 g,
1.5 equiv.) and LiCl (2.1 g, 1.0 equiv.). The mixture was warmed to 60-65°C for a minimum of 12
hours.

Water (5 mL, 0.5 vol) was added slowly to the vessel at 60-65°C. The mixture was kept
at 60-65 °C for one hour, then cooled to room temperature. The slurry was kept at 20-25 °C for 1
hour and then filtered onto a #2 Whatman™ paper filter. The cake was rinsed with water (50 mL,
5 vol.). The crude solids were collected and transferred back to a clean vessel.
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Water (100 mL, 10 vol.) was added to the vessel containing the solids and the mixture
was warmed to 35-40°C for 2 hours, then filtered while warm onto a #2 Whatman paper™ filter.
The solids were rinsed with water (40 mL, 4 vol.) and allowed to dry overnight in the vacuum
oven at 50-55°C. The 4-(6-nitro-pyridin-3-yl)-piperazine-1-carboxylic acid tert-butyl ester was
isolated as a yellow solid (14.1 g collected; ~93% yield).

Step B. Preparation of 4-(6-amino-pyridin-3-yl)-piperazine-1-carboxylic acid tert-butyl ester

To a vessel was added 4-(6-nitro-pyridin-3-yl)-piperazine-1-carboxylic acid tert-butyl
ester (12.0 g, 1.0 equiv.) along with ethyl acetate (48 mL, 4.0 vol.). To the slurry was added 50%
water wet 5% Pd/C (480 mg, 4% w/w) and the vessel was purged three times with nitrogen. The
vessel was purged three times with hydrogen and then pressurized to 50 psi hydrogen. The
mixture was heated to 42-47°C and allowed to stir until hydrogen uptake ceased (at least 8
hours).

The product mixture was filtered and washed with ethyl acetate (2 x 1.5 mL). The
combined filtrate was concentrated under reduced pressure to a volume of 6 mL (2 vol.). To the
solution was added n-heptane (54 mL, 4.5 vol.) and the mixture was distilled under reduced
pressure to a volume of 6 mL (2 vol.). To the solution was added n-heptane (54 mL, 4.5 vol.).
The resulting thick slurry was cooled to 20-25°C and allowed to stir for 2 hours. The slurry was
filtered and the filter cake washed with n-heptane (36 mL, 3 vol.). The solids were allowed to dry
overnight in a vacuum oven at 50-55°C. The 4-(6-amino-pyridin-3-yl)-piperazine-1-carboxylic
acid tert-butyl ester was isolated as a pale orange solid (10.4 g collected; ~96% yield). 'H NMR
(500 MHz, DMSQO-de): § 7.62 (dd, J = 2.99, 0.60 Hz, 1H), 7.17 (dd, J = 8.85, 2.99 Hz, 1H), 6.40
(dd, J = 8.85, 0.60 Hz, 1H), 5.45 (bs, 2H), 3.43 (m, 2H), 2.85 (m, 2H), 1.41 (s, 9H); °C NMR
(125 MHz, DMSO-de): § 154.8, 153.8, 138.7, 136.8, 125.9, 108.3, 78.9, 50.5, 43.8, 43.0, 28.0;
HRMS: Calcd for C4H23N4sO, (M+H)": 279.18155, Found: 279.18173.
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Example 2. Preparation of 6-bromo-2-chloro-8-cyclopenty!-5-methyl-8H4-pyrido[2,3-

Br 1.
X e N A -CO0H
)I\ EtOH )|\ H,C
7 20°C 7 Pd(OAC),

dlpyrimidin-7-one

Cl N NH
o N c (84%) EtsN, NMP,
H,N * StepA 65°C
2 2. Ac;0, NMP
65°C (81%)
Step B
CH, CHy
NBS Br
N XYY T (CO,H); N T Y
)l\ P MeCN, 60°C | &
eCN,
Ci N N o} (86%) cl N N o)
toluene, MTBE
(78%)
- StepC

Step A. Preparation of 5-bromo-2-chloro-8-cyclopentylamino-pyrimidine

To a vessel was added absolute ethanol (3000 mL, 3.0 vol) followed by 5-bromo-2,4-
dichloropyrimidine (mw 227.87; 1000 g, 1.0 equiv.). Triethylamine (612 mL, 1.0 equiv.) was
added, and then cyclopentylamine (mw 85.15; 520 mL, 1.2 equiv.) was added slowly over 2
hours to control the mild exotherm. After completion of cyclopentylamine addition, the reaction
was seeded with 5-bromo-2-chloro-6-cyclopentylamino-pyrimidine (5 g, 0.5 wt%) to induce
crystallization, if needed. The reaction was stirred at 25°C for 2 hours.

Water (2500 mL, 2.5 vol) was added to the vessel at 20-25 °C at a rate of 30 mL/min.
The mixture was cooled to 8-12°C at 2°C/min. The slurry was kept at 8-12°C for 1 hour and
then filtered onto a #2 Whatman™ paper filter. The cake was rinsed with n-heptane (2000 mL).
The cake was reslurried with n-heptane on the filter drier (2000 mL). The material was dried
overnight in the vacuum oven at 50-55°C to give S5-bromo-2-chloro-6-cyclopentylamino-
pyrimidine (1020 g; 84%) as a white solid.

Step B. Preparation of 2-chloro-8-cyclopentyl-5-methyl-8H-pyrido[2,3-dipyrimidin-7-one

To a vessel was added 5-bromo-2-chloro-8-cyclopentylamino-pyridimidine (10.0 g, 1.0
equiv.) along with N-methylpyrrolidone (NMP) (50 mL, 5.0 vol.) at ambient temperature. To the
reaction mixture was added crotonic acid (4.7 g, 1.5 equiv.) and triethylamine (20.2 mL, 4.0
equiv.). The vessel was degassed and purged three times with nitrogen. To the degassed
reaction mixture was added Pd(OAc), (0.25 g, 0.03 equiv.). The vessel was degassed and
purged three times with nitrogen using the same method as step 3. The mixture was heated to
65°C and allowed to stir until starting material was consumed (at least 6 hours).

Acetic anhydride (6.8 mL, 2.0 equiv) was added to the reaction mixture. The reaction
was allowed to react at 65 °C until starting material was consumed (usually 1-2 hours).
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The reaction mixture was cooled to 20°C and H,O (100 mL, 10 vol) was added to
dissolve triethylamine-HBr salts and precipitate out 2-chloro-8-cyclopentyl-5-methyl-8H-
pyrido[2,3-d]pyrimidin-7-one. The material was granulated at 20 °C for 1 hour. The solids were
filtered and washed with H,O (20 mL, 2.0 vol), and a 4:1 mixture of isoprepanol/H,O (50 mL, 5.0
vol). The crude product was dried under vacuum at 55-70°C to give 2-chloro-8-cyclopentyl-5-
methyl-8H-pyrido[2,3-d]pyrimidin-7-one, (7.8 g; 81%) as a tan to gray solid.

Step C. Preparation of 6-bromo-2-chloro-8-cyclopentyl-5-methyl-8H-pyrido[2, 3-dlpyrimidin-7-one

To a glass lined vessel was added 2-chloro-8-cyclopentyl-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-
one (9.35 g, 1.0 equiv.) along with acetonitrile (65 mL, 7.0 vol). N-Bromosuccinimide (8.67 g, 1.5
equiv.) and oxalic acid (0.65 g, 0.2 equiv.) were added. The reaction mixture was heated to
6015 °C. The reaction was stirred at 60°C until starting material was consumed (at least 6
hours). The slurry was cooled to 20°C and H,O (9 mL, 1 vol) was added. To the slurry was
added a solution of sodium bisuilfite (3.88 g, 1.0 equiv) in H,O (38 mL, 4 vol). The slurry was
granulated for 1 hour, then filtered directly onto a #2 Whatman paper filter. The reaction vessel
was washed with water (19 mL, 2 vol) followed by a 7:3 mix of methanol/acetonitrile (28 mL, 3
vol), and the washes were transferred onto the filter cake. The product was dried in the vacuum
oven at 50-55°C.  6-Bromo-2-chloro-8-cyclopentyl-5-methyl-8H-pyrido[2,3-d]pyrimidin-7-one
(10.52 g; 87%) was isolated as a pale yellow solid.

The product was further purified by recrystallization from toluene and n-heptanes.
Toluene (60 mL, 6 vol) and 6-bromo-2-chloro-8-cyclopentyl-5-methyl-8H-pyrido[2, 3-d]pyrimidin-
7-one (10.00 g, 1 equiv) were added to a reaction vessel and heated to 80°C. The warm
reaction mixture was filtered through an appropriate cartridge to ensure the removal of insoluble
Pd and other insoluble contaminants. The filter cartridge was washed with 80°C toluene (5 mL,
0.5 vol). The slurry was cooled to 25°C at 1 °C/min. n-Heptane (70 mL, 7 vol) was added to the
reaction slurry at 1 mL/min. The slurry was further cooled to 0°C at 1°C/min. The slurry was
granulated at 0°C for at least 1 hour.

The slurry was filtered directly onto a #2 Whatman paper filter. n-Heptane (30 mL, 3 vol)
was charged to the reaction vessel and the wash was transferred onto the filter cake and the
product was dried in the vacuum oven at 50-55°C. 6-Bromo-2-chloro-8-cyclopentyl-5-methyl-8H-
pyrido[2,3-d]pyrimidin-7-one (8.73 g, 87%) was isolated as a cream colored solid. 'H NMR (500
MHz, DMSO-ds): § 9.20 (s, 1H), 5.82 (m, 1H), 2.65 (s, 3H), 2.11 (m, 2H), 2.04 (m, 2H), 1.86 (m,
2H), 1.64 (m, 2H): *C NMR (125 MHz, DMSO-ds): § 158.2, 158.2, 157.6, 154.1, 144.0, 120.9,
113.0, 54.4, 28.3, 25.7, 18.3; HRMS: Calcd for C3H1sN30:BriCl; (M+H)*: 342.00033, Found:
342.00037.
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Example 3. Preparation of 4-{6-[6-bromo-8-cyclopentyl-5-methyl-7-oxo-7,8-dihydro-

pyrido[2,3-d]pyrimidin-2-ylamino]pyridin-3-yl}-piperazine-1-carboxylic acid tert-butyl ester

H, CH;,
CH B
3 . | XN r
| N P r iPrivigCl )l\ P
* | ’ HN N N o}
/L Y THF, 60°C
cl N N 0 (93%)
] @
T .
Boc [Nj
N
|
Boc

A dry, nitrogen purged reactor was charged with tetrahydrofuran (800 mL, 15 mL/g). The

NZ

N
=
N

batch temperature was set at 20°C and agitation at 250 RPM was started. The reactor was
charged with 4-(6-amino-pyridin-3-yl)-piperazine-1-carboxylic acid tert-butyl ester (63.4g, 0.2278
moles, 1.3 equiv.) and the mixture held at 20°C for 30 min to dissolve the starting material. The
reactor was charged with isopropylmagnesium chloride (93.9 g, 0.193 moles, 1st charge 1.1 eq)
(2.0M in THF, 1.1 equiv.) by pump over 30 min. The batch was maintained at 20°C for 40 min.
The reactor was charged with 6-bromo-2-chloro-8-cyclopentyl-5-methyl-8H-pyrido[2,3-
dlpyrimidin-7-one (60.1g, 0.1755 moles, 1 eq.) all at once and rinsed with THF (50 mL rinse). An
additional charge of isopropylmagnesium chloride (93.9g, 0.193 moles, 1.1 eq - 2nd charge
(2.0M in THF, 1.1 equiv.) was added by pump over 30 min. The batch was held at 20°C for 90
min. and then heated from 20°C to 60°C.

After reaction, a mixture of THF (2.86 vol) and HOAc (1 equiv.) was used to quench the
reaction. The batch was then seeded with 0.5 wt/wt% of 4-{6-[6-bromo-8-cyclopentyl-5-methyl-7-
oxo-7,8-dihydro-pyrido[2,3-d)pyrimidin-2-ylamino]-pyridin-3-yl}-piperazine-1-carboxylic acid tert-
butyl ester and a mixture of THF (1.14 vol) and HOAc (0.4 equiv.) was charged to complete the
precipitation. After cooling to 20°C, the batch was filtered, washed with acetone (4 vol), water (6
vol) and acetone (4 vol).

The wet cake was dried under vacuum at 65°C to a constant weight to give 4-{6-[6-
bromo-8-cyclopentyl-5-methyl-7-oxo-7,8-dihydro-pyrido[2, 3-d]pyrimidin-2-ylamino]-pyridin-3-yl}-
piperazine-1-carboxylic acid tert-butyl ester in 93% yield. *H NMR (600 MHz, THF-dg): 8 9.36 (s,
1H), 8.87 (s, 1H), 8.22 (d, J = 8.8 Hz, 1H), 8.04 (d, J = 2.9 Hz, 1H), 7.39 (dd, J = 8.8, 2.9 Hz,
1H), 6.10 (m, 1H), 3.55 (broad, 4H), 3.09 (broad, 4H), 2.60 (s, 3H), 2.30 (m, 2H), 2.09 (m, 2H),
1.85 (m, 2H), 1.66 (m, 2H), 1.46 (s, 9H); °C NMR (150 MHz, THF-dg): § 159.5, 158.9, 157.7,
156.0, 155.0, 147.2, 144.62, 144.56, 138.0, 126.7, 117.6, 114.2, 108.4, 79.9, 55.5, 560.6, 44.7,
29.0, 28.7, 26.9, 18.1; HRMS: Calcd for Co7H3sN;O3Bry (M+H)": 584.19797, Found: 584.19811.
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Example 4. Preparation of 4-{6-[6-(1-butoxyl-vinyl)-8-cyclopentyl-5-methyl-7-0x0-7,8-

dihydropyrido[2,3-d]pyrimidin-2-ylamino]-pyridin-3-yl}-piperazine-1-carboxylic acid tert-
butyl ester

CH3 CH3

N XYY X k N XN X
_CaHe

HN N N
A
T\@ é Pd(OAC)z é
, DPEPhos
o DIPEA
N

nBuOH

95°C
(79%)

| T
Boc Boc

A dry, nitrogen-purged reactor was charged with 1-butanol (60 mL, 6 mL/g) and 4-{6-[6-
bromo-8-cyclopentyl-5-methyl-7-0xo-7,8-dihydro-pyrido[2, 3-d]pyrimidin-2-ylamino]-pyridin-3-yl}-
piperazine-1-carboxylic acid tert-butyl ester (10 g, 0.017 moles) and butyl vinyl ether (5.1g,
0.051 moles, 3.0 eq) were added. Diisopropylethylamine (5.3g, 0.041 moles, 2.4 eq) was added
and the mixture was sparged with nitrogen through a sparge tube for 30 minutes. Palladium
acetate (0.16g, 0.00068 moles, 0.0400 eq) and bis(2-diphenyphosphinophenyl)ether (0.45g,
0.00082 moles, 0.04800 eq) were added. The mixture was heated to 95°C over 30 minutes and
the batch was stirred at 95°C for 2 hours. The mixture was cooled to 80°C and sampled to
monitor reaction completion. Following completion, water (15 mL, 1.5 mL/g) and 1-butanol (30
mL, 3 mL/g) were added.

The solution was filtered through a 0.45 micron filter to remove precipitated palladium.
Water (35 mL, 3.5 mL/g) was added, followed by 1,2 diaminopropane (6.3g, 0.085 moles, 5.0
eq). The mixture was stirred at 70°C for at least 30 minutes. The agitation was stopped and the
mixture was allowed to settle for 15 minutes. The bottom aqueous phase was separated off and
the mixture was cooled to 60°C over 30 minutes. The mixture was seeded with 4-{6-[6-(1-
butoxyl-vinyl)-8-cyclopentyl-5-methyl-7-oxo-7,8-dihydropyrido[2, 3-d]pyrimidin-2-ylamino]pyridin-
3-yl}-piperazine-1-carboxylic acid tert-butyl ester (Form C) (50 mg, 0.005 g/g) and held at 60°C
for 90 minutes.

Once crystallization was observed, the mixture was cooled to 50°C over one hour and
held at 50°C for three hours. The mixture was cooled to 30°C over three hours and held at 30°C
for two hours, then cooled to 20°C over four hours and held at 20°C for four hours. The slurry
was filtered and washed with 1-butanol (10 mL, 1 mL/g). The filter cake was blown down and the
mixture was charged with 1-butanol (10 mL, 1 mL/g) and the slurry was stirred at 20°C for 1
hour. The filter cake was blown down. The mixture was washed with methyl t-butyl ether (20
mL, 2 mL/g) and the cake was fully deliquored using extended blow through times (2 hours or
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more). The cake was dried at 70°C. Yield is 75-80%. 'H NMR (600 MHz, DMSO-de): 8 10.0 (s,
1H), 8.87 (s, 1H), 8.07 (d, J = 2.9 Hz, 1H), 7.91 (d, J = 9.0 Hz, 1H), 7.48 (dd, J = 9.0, 2.9 Hz,
1H), 5.83 (m, 1H), 4.47 (d, J = 1.6 Hz, 1H), 4.05 (d, J = 1.6 Hz, 1H), 3.77 (t, J = 6.4 Hz, 2H),
3.48 (broad, 4H), 3.11 (broad, 4H), 2.37 (s, 3H), 2.22 (m, 2H), 1.89 (m, 2H), 1.75 (m, 2H), 1.61
(m, 2H), 1.58 (m, 2H), 1.43 (s, 9H), 1.38 (m, 2H), 0.90 (t, J = 7.39 Hz, 3H); *C NMR (150 MHz,
DMSO-dy): & 160.9, 158.2, 157.3, 155.2, 154.6, 153.7, 145.0, 143.0, 142.6, 136.0, 125.8, 125.5,
114.6, 106.6, 87.8, 78.9, 66.8, 52.8, 48.5, 43.4, 42.5, 30.3, 28.0, 27.4, 25.1, 18.8, 14.4, 13.6;
HRMS: Calcd for CasHasN7O4 (M+H)*: 604.36058, Found: 604.36049.

The intermediate butoxyl-vinyl ether may be isolated in one of several polymorphic
forms. Form A was isolated as the kinetic product in the absence of seeding, while Form B was
isolated in a few cases but is rarely observed. The most stable crystalline form of the butoxyl-
vinyl ether, Form C, was obtained by seeding the reaction mixture with Form C crystals. Any of
these polymorphic forms may be utilized in the preparation of Compound 1 free base, but
polymorph Form C of the butoxyl-vinyl ether is preferred for ease of filterability.

PXRD data for polymorph Forms A, B and C of the intermediate butoxyl-vinyl éther are
tabulated in Tables 7, 8 and 9, respectively.

Table 7: PXRD data for polymorph Form A of intermediate butoxyl-vinyl ether

20 (°) £ 0.2 Peak Intensity (%)
43 100
4.8 85
6.2 39

Table 8: PXRD data for polymorph Form B of intermediate butoxyl-vinyl ether

20 (°) £ 0.2 Peak Intensity (%)
55 100
7.5
9.7
11.1
14.8
16.7
17.5
201

Kl O] Al W A W W
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Table 9: PXRD data for polymorph Form C of intermediate butoxyl-vinyl ether

20(°)+0.2 Peak Intensity (%)

5.4 100
9.7 11
10.8 58
12.7 10
13.3 24
13.5 27
16.1 12
16.6 8
17.0 14
17.5 22
18.1

18.8

19.6 16
20.6 16
217 17
22.9 8
23.8 8
24.4 8
25.0 8

Example 5. Preparation of Small Particle Size Free Base of Compound 1 by Salt Break

Method
M CHy; O
N XY X O/C“Hg 1. MSA
)|\ water/acetone N7 YT CHs
Va 2.NaOH (aq)
HN N N 0
HN

] é
x

quench )|\N/ N0
i Q ¢
() o

N
N

Boc H
To a reactor was added 4-{6-[6-(1-butoxyl-vinyl)-8-cyclopentyl-5-methyl-7-oxo-7,8-
dihydropyrido[2,3-d]pyrimidin-2-ylamino]-pyridin-3-yl}-piperazine-1-carboxylic  acid  tert-butyl

ester (2.70 kg, 4.47 mol, 1.0 equiv.) followed by a mixture of water (27.00 L, 10 L/kg) and
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acetone (13.50 L, 5 L/kg). The yellow slurry was warmed to between 50°C and 55°C. A
solution of methanesulfonic acid (2.15 kg, 22.36 mol, 5.0 eq.) diluted with water (5.40 L, 2 L/kg
of starting material) and acetone (5.40 L, 2 Ukg of starting material) was added to the reactor
over approximately 10 minutes. The reaction mixture was kept between 45°C and 55°C for at
least 12 hours. A clear yellow solution was achieved during the reaction.

The reaction mixture was cooled to 35°C, and a mixture of 5 wt% sodium hydroxide
solution was added in portions to the reactor to raise the reaction mixture to a pH > 9. The
reactor was cooled to between 20°C and 25°C, granulated, and filtered. The cake was washed
with water followed by acetone and dried under vacuum.

This method generated the small primary particle size free base of compound 1, which
was equivalent to the material prepared from treatment of the compound 1 hydrochloride salt
with agueous NaOH in Example 4 of WO 2005/005426.

In addition to the representative procedure provided above (corresponding to Experiment
S in Table 10), a range of acids and aqueous solvent systems were screened to determine the
impact on the reaction and subsequent quench and isolation of free base of compound 1. Lab-
scale screening experiments were run to identify reaction conditions for converting the
intermediate vinyl ether to the free base compound 1. The results of these reaction screening
experiments are summarized in Table 10, indicating the generality of the method.

Table 10: Summary of results from reaction screening experiments

Experiment Acid Solvent system Yield Purity
A Isethionic acid water 99 99.93
B Isethionic acid 16% THF/water >100 98.77
C Isethionic acid 28% THF/water 95 97.95
D HCI water >100 99.59
E H,SO, water 98 98.6
F MSA water 98 99.42
G MSA 16% THF/water >100 97.86
H Isethionic acid 15% NMP/water 88 97.7
! Isethionic acid 15% DMF/Awater 80 98.94
J TFA (8 eq.) water 100 99.14
K Isethionic acid 15% CH1CN/water >100 99.56
L Isethionic acid 15% acetone/water 92 99.54
M Isethionic acid 15% DMAC/water >100 98.91
N Isethionic acid | 15% sulfolane/water 92 98.67
O MSA 15% CH3CN/water 100 99.52
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P MSA 15% acetone/water 97 99.54
Q CF3SO3H (incomplete) | water N/A N/A

R MSA 33% CH;CN/water 99 99.7
S MSA 33% acetone/water 98 99.74
T MSA 33% MeQOH/water 98 99.74
U MSA 33% THF/water 96 99.76

Example 6. Conversion of Small Particle Size Free Base to Large Particle Size Free Base
of Compound 1

CHy O CHy O
NT Xy X CHs N AV CHs

anisole/n-BuOH

HN N/ N (]
_ seed with
de 1 Form A

@ é C é
~

N . ] .
[ j small particle size [ j large particle size

N N

H H

5 To a reactor was added compound 1 free base (20g, 44.69 mmol, 1.0 eq.), prepared
according to Example 5, followed by 1-butanol (320 ml, 16 ml/g) and anisole (480 ml, 24 ml/g).
The yellow slurry was warmed to between 95°C and 100°C to achieve dissolution. The reactor
was cooled to 80°C. To the solution in the reactor, a seed slurry containing compound 1 free
base (Form A) seed crystals (0.1 g, 0.2 mmol, 0.005 eq.) suspended in 1-butanol (5 mL, 0.25
10  mL/g of starting material) was charged to induce crystallization. The resulting slurry was stirred
at 80°C for 3 hours. The slurry was cooled to 10°C at 0.2 °C/min over 350 minutes, granulated,

and filtered. The cake was washed with anisole followed by heptane, and dried under vacuum.
This method generated the large primary particle size crystals of the free base of
compound 1, which were equivalent to the free base prepared using the one-pot method

15  described in Example 7 below.
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Example 7. One-Pot Method for Preparation of the Large Particle Size Free Base of

_CaHg
1. HCI A e
water/n-BuOH N CHs
2. anisole

Compound 1

¢
.

To a reactor was added water (200 mL, 10 mL/g) and 4-{6-[6-(1-butoxyl-vinyl)-8-
cyclopentyl-5-methyl-7-oxo-7,8-dihydropyrido[2,3-d]pyrimidin-2-ylamino]-pyridin-3-yl}-piperazine-
1-carboxylic acid tert-butyl ester (20 g, 33.1 mmol, 1.0 equiv.) followed by 1-BuOH (232 mL,
11.6 mL/g) to rinse any solids down into reactor. The yellow slurry was warmed to 70°C. A two-

NaOH (aq) HN

70°C
(75%)

N
H

liquid phase mixture formed. Concentrated HCI solution (16.3 g, 165.5 mmol, 5.0 eq.) was
added to the reactor over approximately 10 minutes. The reaction mixture was kept at 70°C for 4
to 6 hours. A clear yellow biphasic solution was achieved after 3 hours.

To the reaction mixture was added anisole (356 mL, 17.8 mL/g). While maintaining the
mixture at 70°C, a solution of ag. NaOH (17.2 g, 172.1 mmol, 5.2 eq.) (40 wt% solution) was
added to the reactor over 20 minutes to raise the reaction mixture to a pH > 10. The two-phase
mixture was stirred for 30 minutes after the NaOH addition was complete.

The phases were separated and the organic phase was washed with water twice. The
batch was then heated to 80°C and speck-free filtered into the crystallizing vessel, rinsing the
filter with butanol. The batch was then distilled to remove water and achieve a temperature of
120°C. The batch was then cooled to 80 °C and seeded with a seed slurry of compound 1 free
base (Form A) seed crystals (0.015 g, 0.033 mmol, 0.1 wt.% wrt compound 1) and 1-BuOH (10
mL, 0.5 mL/g). The batch was then cooled to 30°C at 0.2°C /min and then ripened with three
cycles where the temperature was stepped down by 10°C each time. On the final cycle, the
batch was cooled to 10°C, granulated and filtered. The cake was washed with twice with
heptane and dried under vacuum. After drying, the sample was confirmed to be a single
crystalline polymorph Form A.

'"H NMR (600 MHz, DMSO-d¢/TFA). § 10.41 (s, 0.75H), 9.03 (s, 0.25H), 8.98 (s, 2H),
8.12 (d, J = 3.0 Hz, 1H), 7.90 (d, J = 9.1 Hz, 1H), 7.63 (dd, J = 9.1, 3.0 Hz, 1H), 5.84 (m, 1H),
3.40 (broad, 4H), 3.29 (broad, 4H), 2.43 (s, 3H), 2.33 (s, 3H), 2.21 (m, 2H), 1.91 (m, 2H), 1.79
(m, 2H), 1.59 (m, 2H): *C NMR (150 MHz, DMSO-ds/TFA): § 202.4, 160.7, 154.8, 158.3, 158.0,
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144.9, 142.3, 142.0, 134.6, 129.7, 126.7, 115.3, 107.0, 53.0, 45.6, 42.6, 31.3, 27.6, 25.2, 13.7,
HRMS: Calcd for Ca4H30N7O, (M+H)": 448.24555, Found: 448.24540.

Comparative PSA, SSA and surface energy data for the small primary particle size and
large primary particle size formulations of the free base of compound 1 are provided below. In

all cases, the free base was isolated as polymorph Form A.

Powder X-ray Diffraction (PXRD)

Experimental:

Powder Diffraction analysis was conducted using a Bruker D8 diffractometer equipped
with a Cu radiation source, fixed slits (divergence=1.0 mm, anti-scatter=0.6 mm, and
receiving=0.6 mm) and a scintillation counter detector. Data were collected in the Theta-Theta
goniometer at the Cu wavelength Ka, =1.54056 A from 3.0 to 40.0 degrees 2-Theta using a step
size of 0.040 degrees and a step time of 2.0 second. X-ray tube voltage and amperage were
set at 40 kV and 40 mA respectively. Samples were prepared by placement in a Nickel Disk
(Gasser & Sons, Inc. Commack, NY) and rotated during data collection. Data were collected
and analyzed using Bruker DIFFRAC Plus software (Version 2.6). PXRD data files (.raw) were
not processed prior to peak searching. Generally, a Threshold value of 1 and a Width value of
0.3 were used to make preliminary peak assignments. The output of automated assignments
was visually checked to ensure validity and adjustments manually made if necessary.

Additionally, peaks were manually assigned within spectra if appropriate.

SSNMR Experimental:

Carbon spectra on Form A were acquired on a 4 mm rotor for 2048 scans with recycle
delay of 25 seconds and 2 ms of cross polarization. 100 kHz of proton decoupling was applied
during acquisition. Carbon spectra on Form B were acquired on a 4 mm rotor for 2048 scans for
128 scans were collected with recycle delay of 4.5 seconds with 2 ms of cross polarization. 70
kHz of proton decoupling and total suppress of spinning sideband (TOSS) was applied during
acquisition.

Instrument Method:

Approximately 80 mg of sample were packed into a 4 mm ZrO, rotor. Spectra were
collected at ambient temperature and pressure on a Bruker-Biospin 4 mm CPMAS probe
positioned into a wide-bore Bruker-Biospin Avance Il 500 MHz ('"H frequency) NMR
spectrometer. The packed rotor was oriented at the magic angle and spun at 15.0 kHz. The ®C
solid state spectra were collected using a proton phase modulated decoupled cross-polarization
magic angle spinning (CPMAS) experiment. The cross-polarization contact time was set to 2.0

ms. A proton decoupling field of approximately 100 kHz was applied during acquisition. The
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carbon spectrum of compound 1 Form A was acquired for 512 scans with a 25 second recycle
delay. The spectrum is shown Figure 2 and the data is tabulated in Table 2. The carbon
spectrum of compound 1 Form B was acquired for 2048 scans with a 4.5 second recycle delay.
The carbon spectra were referenced using an external standard of crystalline adamantane,
setting its upfield resonance to 29.5 ppm. The spectrum is shown Figure 4 and the data is
tabulated in Table 4.

Particle size analysis
The particle size was analyzed using the laser diffraction (or small angle light scattering)

technique by dispersing the dry sample powder with compressed air. Specifically, the particle
size distribution was analyzed using the Sympatec HELOS RODOS system equipped with a
Vibri dry powder feeder. The powder sample was dispersed with a dispersion pressure of
0.5bar.
was dispersed with a dispersion pressure of 0.2bar.

In some instances, an Aspiros micro-dosing device was used, and the powder sample
A suitable lens was selected to cover the
particle size range of each sample.

Results

Comparative data for four batches of API are provided in Table 11 below, using either the Vibri
or Aspiros devices to disperse the sample. Batch No. 4 had a D90 of around 75um, whereas
Batch Nos. 1 and 2 both had a D90 of approximately 45 um. The laser diffraction particle size
data confirms the SEM observations for these batches.

Table 11. Comparative Size Distribution Data

Summary of PSD data Particle size (um)
Batch Disp. Method. Dlv,0.1] D[v,0.5] D[v,0.9] D[4,3]
No.
1 0.2 Bar ASPIROS 5.21 17.00 43.59 21.33
2 0.2 Bar ASPIROS 6.20 20.83 46.15 23.87
0.2 Bar ASPIROS 11.64 46.08 130.26 59.07
° 0.5 bar VIBRI 9.96 41.23 116.43 53.02
0.2 Bar ASPIROS 7.41 24 .97 76.56 35.06
¢ 0.5 Bar VIBRI 6.33 23.19 69.20 32.16
Scanning Electron Microscopy (SEM

Scanning Electron Microscopy was performed under standard conditions. Figure 5
provides a SEM (200x magnification) image of compound 1 free base Form A recrystallized from
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40% BuOH/anisole. Figure 6 provides a SEM (1500x magnification) image of compound 1 free
base Form A isolated from a standard free basing process

Sticking Analysis

The MASS (Material Adhesion Screen for Sticking) Punch was developed in-house to
quantitatively assess the sticking propensity of tablet formulations by weighing the amount of
adhered powder on removable punch tip after a series of compressions. This test enables
formulators to objectively and quickly evaluate the risk of punch sticking during drug product
development and troubleshoot sticking observed during clinical tablet manufacturing.

To prepare the sample for MASS Punch testing, 10 g of APl was diluted in a lightly
lubricated standard blend (10% API, 89.75% Avicel PH102 and 0.25% magnesium stearate) and
bottle blended (500mL amber glass bottle) for 500 rotations. The weight of powder adhered to
the removable punch tip (1/2” round flat faced) was assessed using a microbalance periodically
up to 100 compressions of ~250 mgW tablets at a target solid fraction of 0.85.

The MASS Punch profite for compound 1 free base mixed in the standard blend showed
a positive response. Photos of the punch tips at the end of the compression runs confirmed that
powder adhered to the tips (data not shown). For reference, a control sample of the standard
blend is not sticky and would have less than 10 pg powdered adhered. The test method was
found to rank the sticking propensity of new API lots relative to those of known materials.

Specific Surface Area (SSA) Measurement (BET Nitrogen)

Apparatus
Specific Surface Area (SSA) measurement (BET Nitrogen) were determined using a

Micromeritics TriStar 1l 3020 specific surface area analyser together with Micromeritics
SmartPrep station (Micromeritics U.K. Ltd., Ste 2, The Stables Hexton Manor, Hexton,
Hertfordshire SG5 3JH, England). Samples were subjected to the BET-nitrogen adsorption
analysis to determine the specific surface area of the samples.

Setup

Software version: TriStar || Confirm (1.03 or equivalent)

Adsorbate: Nitrogen

Sample tube: 3/8” mm flat bottom cell with glass filler rods

Sample masses*: Approximately % full cell |

Sample preparation. SmartPrep (Flow degassing using nitrogen)

Out gassing conditions: 16 hrs at 25 °C under gas flow (ramping at 10°C/min)
Isothermal jacket: Used

Isothermal collection points: 11 point BET in the range 0.05-0.30 P/Po

Isothermal data analysis range: 7 point BET in the range 0.05-0.20 P/Po

Leak test: 120s
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Free space: Measured
Evacuation time: 1hr
Outgas test duration: 180s
Equilibration interval: 10s
Equilibration timeout: 600s

*The mass of sample varies according to the particle size of the test sample. For
samples where the particle size is relatively small, approximately 0.50g of material was required
to % fill the cell bulb, and where the particle size of the sample is relatively large, 0.75g of
material was required to % fill the cell bulb.
Calculations and Reporting

The specific surface area was reported in the range 0.05-0.20 P/Po using 7 point BET
from a triplicate determination. The sample mass, specific surface area, BET constant (‘C’
value) and correlation coefficient for each replicate were determined.

Results

Table 12 provides BET-N2 SSA for four batches of compound 1 free base API, one
comprising the small primary particle size AP! prepared by the traditional salt break method
(patch 5), and three batches comprising the large particle size API prepared according to the
present invention. Batch 5 contained compound 1 free base having small primary particles and
large agglomerates, which was very static-prone and sticky. Batch 6 was prepared using
temperature cycling and had a typical particle size distribution (PSD) for the large particle size
free base of compound 1, with a VMD of approximately 17 um. Batch 7 demonstrated a similar
PSD to batch 6. Batch 8 is a representative ICH batch of the large particle size free base of
1

compound also prepared by temperature cycling. The same batches were used in the

surface energy determinations below.

Table 12: BET SSA by N,

Batch No. BET SSA by N;
5 6.6
6 0.62
7 0.69
8 0.67

Inverse-phase Gas Chromatography (IGC) Surface Energy measurement:
A sufficient quantity of sample was packed into a silanised glass column with the powder

mass secured within the column by glass wool plugs inserted at both ends. The column was
conditioned by flowing a stream of dry nitrogen through the powder mass for sufficient time for
any surface adsorbates to be removed. Measurements were made by injecting a series of
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alkane vapour probes (Nonane, Octane, Heptane and Hexane) into the carrier gas stream at
concentrations low enough to assume infinite dilution of the alkane vapour in the nitrogen
stream and recording the time taken for each vapour to elute through the column. A plot of the
retention time (corrected for the ‘dead volume’ of interstitial space within the packed column)
versus a function of the cross sectional area and surface tension of the alkane vapour probe
molecules used yields a line with a slope indicative of the surface energy of the solid powder
under examination.
Results

Table 13 provides Dispersive Surface Energy (mJ/m? data generated for the four
batches of compound 1 free base, i.e., batches 5-8, described above with respect to the SSA
data. Batch 5 is the small particle size free base, and batches 6-8 include the large particle size
of the free base API.

Table 13: Dispersive Surface Energy (mJ/m?)

Batch No. | Dispersive Surface
Energy (mJ/m?)

5 61.63
6 49.42
7 35.75
8 42.27

All publications and patent applications cited in this specification and all references cited
therein are herein incorporated by reference as if each individual publication or patent
application or reference were specifically and individually indicated to be incorporated by
reference. Although the foregoing invention has been described in some detail by way of
illustration and example for purposes of clarity of understanding, it will be readily apparent to
those of ordinary skill in the art in light of the teachings of this invention that certain changes and
modifications may be made thereto without departing from the spirit or scope of the appended

claims.
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Claims
We Claim:

1. A crystalline free base of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yi-
pyridin-2-ylamino)-8H-pyrido[2, 3-d]pyrimidin-7-one, having a specific surface area of < 2 m?/g.

2. The free base of claim 1, having a specific surface area of < 1 m%g.

3. The free base of claim 1 or 2, wherein the crystalline free base is a polymorph
Form A of the free base.

4, The free base of claim 3, having a powder X-ray diffraction pattern comprising a
peak at diffraction angle (20) of 10.1 £ 0.2.

5. The free base of claim 3, having a powder X-ray diffraction pattern comprising
peaks at diffraction angles (26) of 8.0 £ 0.2 and 10.1 + 0.2.

6. The free base of claim 3, having a powder X-ray diffraction pattern comprising
peaks at diffraction angles (26) of 8.0+ 0.2, 10.1 £+ 0.2, and 11.56 £ 0.2.

7. The free base of claim 3, having a powder X-ray diffraction pattern comprising
peaks at diffraction angles (26) of 8.0+ 0.2, 10.1 £0.2, 10.3+ 0.2, and 11.5+£ 0.2.

8. The free base of claim 3, having a powder X-ray diffraction pattern comprising
peaks at diffraction angles (26) essentially the same as shown in Figure 1.

9. The free base of any one of claims 1 to 8, having a '*C solid state NMR spectrum
comprising the following resonance (ppm) values: 12.5 ppm + 0.2 ppm.

10. The free base of claim 9, having a '*C solid state NMR spectrum comprising the
following resonance (ppm) values: 12.5 ppm and 112.4 ppm + 0.2 ppm.

11. The free base of claim 9 or 10, having a '*C solid state NMR spectrum comprising
the following resonance (ppm) values: 12.5 ppm, 112.4 ppm and 143.2 ppm + 0.2 ppm.
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12. The free base of any one of claims 1 to 8, having a primary particle size of from
about 5 um to about 150 um.

13. The free base of any one of claims 1 to 12, having a primary particle size
distribution characterized by: (i) a D10 value of from about 5 pm to about 10 um; (ii) a D90 value
of from about 30 pm to about 125 um; or (iii) a D50 value of from about 10 pm to about 45 pm;

or a combination of (i), (ii) and (iii).

14, The free base of any one of claims 1 to 13, having a primary particle size
distribution ratio of (D90-D10)/D50 of from about 2 to about 3.

15. A pharmaceutical composition comprising the free base of any one of claims 1 to
14, and at least one pharmaceutically acceptable carrier, diluent or excipient.

16. A capsule comprising the pharmaceutical composition of claim 15, containing
from 0.1 to 200 mg of the polymorph Form A of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-
yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one free base.

17. A method of treating cancer, comprising administering to a human in need of

such treatment a therapeutically effective amount of the pharmaceutical composition of claim 15.

18. A method of making the free base of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-
piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one (Form A) having a specific
surface area of < 2 m%g, comprising:

(a) suspending 6-acety!-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-
pyrido[2,3-d]pyrimidin-7-one free base in mixture of n-butanol and anisole and heating to about
95-100°C to achieve dissolution;

(b) cooling to about 80 °C and providing seed crystals of 6-acetyl-8-cyclopentyl-5-methyl-
2-(5-piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-ﬂpyrimidin-7-one' free base (Form A);

(c) maintaining the mixture at about 80°C for about 3 hours and then gradually cooling to
about 10°C to achieve crystallization; and

(d) filtering to isolate the free base of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-
pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one (Form A) having a specific surface area of
<2 mig.
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19. A method of making the free base of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-
piperazin-1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one (Form A) having a specific
surface area of < 2 m?g, comprising:

(a) suspending 4-{6-[6-(1-butoxyl-vinyl)-8-cyclopenty!-5-methyl-7-oxo-7,8-dihydropyrido-
[2,3-d]pyrimidin-2-ylamino]-pyridin-3-yl}-piperazine-1-carboxylic acid tert-butyl ester in a mixture
of water and n-butanol and heating to about 70°C to achieve dissolution;

(b) addition of concentrated HCI and heating at about 70°C for 4-6 hrs;

(c) addition of anisole and aqueous NaOH to achieve a biphasic mixture having a pH
of >10;

(d) separation of the layers and heating the organic layer to about 120°C to distill off
water;

(e) cooling to about 80 °C and providing seed crystals of 6-acetyl-8-cyclopentyl-5-methyl-
2-(5-piperazin- 1-yl-pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one free base (Form A);

(g) maintaining the mixture at about 80°C for about 3 hours and then gradually cboling to
about 10°C to achieve crystallization; and

(9) filtering to isolate the free base of 8-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-
pyridin-2-ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one (Form A) having a specific surface area of
<2 m¥g.

20. The free base of 6-acetyl-8-cyclopentyl-5-methyl-2-(5-piperazin-1-yl-pyridin-2-

ylamino)-8H-pyrido[2,3-d]pyrimidin-7-one (Form A) prepared according to the method of claim
18 or 19.
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1. 6- Z.BEH -8- BRI -5- B EE -2- (5- URMR —1- J — AbuE -2- L2 ) -8H- MLoE
[2, 3-d] mEug -7- BG4 R, HAA < 2 FIK / mRIthRER.

2. BRI ESR 1 i ESa, HAA < 1Pk / RitbRmR.

3. ARUFIESR | 3R 2 MM B AR, P i g R S IR R AR A BB e

4. BUFIFESR 3 BOUS BS O, HAH QNS A (28)10. 1£0. 2 FIBRHK R X ST AT
BR.

5. AUFIEESR 3 09I, HAH BSENTHA (26)8.040.2 & 10. 1 0. 2 FIUERK¥
KX SFLRATHER.

11.540. 2 (IR X STRATH B R,

7ORURIESR 3 MR, AR OEEATH M (20)8.040.2.10. 1%£0.2.10.3£0. 2
K 11.5£0. 2 BRI R X STEATS ER.

8. AUFIE R 3 R BT, HEBASALHA LS5E 1| REURMFEIRATHE A (20) AL
IR X ST RATHERE.

9. AR ESR 1 ~ 8 F— TR BT, L EHAE LA TIESR (ppm) A °C B4 NMR ¢
i ;12. 5ppm=+0. 2ppm.

10. BCRIEESK 9 BB, L AHF A LT IR (ppm) AR C [EZS NMR S <12, Sppm
P 112, 4ppm£0. 2ppme

11. BRI ZE R 0 8% 10 MU BS B, HL B A B8 LUTF FE4R (ppm) (B AT '°C [ 25 NMR J 1% -
12. 5ppm~ 112. 4ppm Az 143. 2ppm=%0. 2ppm.

12. BUFE SR 1 ~ 8E- TN 0, BB L 5 R T4y 150 WOKRY R A RLAT

13, BRI ESR 1~ 12 15— A0 B i, B A RAE T T PR BRAE R A0« (1) 2495
KT 2910 KB D10 ME (i) 2 30 Bk E 40 125 ek DI04 8X (i) 49 10 K E
24 45 BCKEY D50 {E s8R (1) . (i1) K& (1ii1) HIEE.

14. BUFJESR 1~ 13— SIRIBE B3, 2L ELH (D90-D10) /D50 ¢ 2 E#y 3 B AN
BoAitt.

15, —Fh 25448, A SRRIER | ~ 14— RIS m AR b Mg 2e Fal s
B2 HOBAR B0 R R BRI T 7)o

16, —FhACEE, HOESRFER 15 WAMASY, HEH 0.1 £ 200 ZRK 6- LBk
B -8~ BR Lk -5 AL -2-(5- WRWE -1- 2 - Mg -2- BLEHE: ) -8H- ML e It (2, 3-d]
nE —7- BRIV R ARAY A RS g R,

17. —FVGIT BAE 5 1%, HBREE T B EZ BT NET B RE BRI ZER 15 0%
AW

18. —MAlEBEE<2FPHK/ RHOLLRMRD 6- B £ -8-3F K& -5- F
F-2- (5- URIEE —1- Bt - mbiE —2— FLE ) -8H- mbuk I [2, 3—d] mEuE —7- BRI B (A BY)
B 73, FAFE -

(a) ¥4 6~ Z.BEHE -8- IR -5- Bk -2 (65— WRMR —1— &k — nibng —2- B A ) -8H- At ng
3 [2, 3-d] MU -7- B EREE T ETEREERMIVEESY S, FmMMEL 95 ~ 1007C
PASRIZVEF
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(b) & %1 £ 80 C Rt 6- Z B & 8- A & -5- 1 &L -2- (56— WRME —1- & - nit
e —2- FEEFE ) -SH- mbuE It (2, 3-d] mEuE —7- ERVE ST (A B ) &R

(c) ¥HTRVB-S Y 4ERTE L 80°CL) 3 /NI, SRIEE WA HIE L) 10°CULRBE & UK

() THUSBEEE<2FHIK/TRHLREHRA 6- L Bi& 8- LE -5- F
B -2-(5- WRIEE —1- & - WEuE -2- FEE ) -8H- mtug 3 (2, 3-d] MENE -7- HR Y A (A
")

19 —FHl £ R E<2FHAK/TRHLLRE A 6- 2 Bt & 8- k#E 5-F
H-2- (5- WRME —1- £ — nhug —2- FEE(EE ) -8H- ke 3+ [2, 3-d) mEng -7- BRAUHE R (A )
B, A .

(a) ¥ 4-{6-[6-(1- T & & - ZHE )-8~ IR —-5- FH -7- HMA -7, 8- &Mtz
3 [2, 3-d) mEuE —2- B2 - ibug 3- & ) URME -1- RERIUT ER&E T /K RIET BERIIR
M, IFEINE L) 70°C LAFRIB AR

(b) ¥RANUR HC1 FEFEL 70°Chn#iL 4 ~ 6 /NF)

(c) ARDNTEI&BE & NaOH 7K I& R LA RS pH 28 >10 HIXUAEIR &4

(d) S BEZEHMRZAVIE LA 120°C AR K

(e) WENFT £ 80°CH IR ML 6- Z B H -8- IR H —5- FF 5 —2-(6- WR W —1- &L - Wt
NE -2~ FEEHEL ) -8H- MEREFF (2, 3-d] mEeE ~7- BRVF RS (A &Y ) B .

(g) TEL) 80°CH TR IB A MYERFL 3 /i, SRE B AT L 10°CLISRIBL & LUK

(@) WU EEA<2FHK/ TR HLREMME 6~ Z BiH -8- S & -5- F
Bo-2- (5- WRWEE —1- & - g -2- F SR ) -8H- ALng H (2, 3-d] e ~7- BAR U RSB (A
).

20, 6~ Z.B R -8 SR -5- A -2- (5- URHE -1 &k - ibne -2- BRE(HE ) -8H- MEmE I
[2, 3-d] mnE -7- BAROHBE IR (A &), BRI E R 18 8L 19 M7 vEHI & /Y.
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P3R4 CDK4/6 HIE FI By B S

[0001]  AHIRERIEHIAE X 5| FH

[0002] Z<EBiF 3K 2013 48 2 A 21 ARZKIEE WG R iHEE 61/767, 761 5 UL 5EHUF)
2, LB AR R i e R BB B & ST HF AR R IE P,

[0003] 2<% BH 48, '

[0004] AKRFAMFKEHN BB RK 6- 2B -8- FF K E -5- P& -2-6- Ik
g —1- 3 - ME -2- FEE ) -SH- Mg 3F (2, 3-d] Mg -7- BRROHE . AR XA
iR BT A K TR DL R & B AL S LA BRI RY I T AN FE B iR 4k
S EESY EF R TR T R BRI ) K.

[0005] AKEAMIHE &

[0006] 1k & 4 6- Z Bk X -8 BF X Bt -5- B 5t -2-(5- WK HE —1- KL - nboog -2- A
) -8H- fknE I [2, 3-d] Mg ~7- Bl ( A FRE R UREFR N ALE 1) PTLA R REMER

{0007]
[0008]  HtBEFRAMHYETE /7 (palbociclib) BE PD-0332991. 4b-&4 1 2y CDK4 f CDK6 B
15 % ELiR B TR 57)

[0009] 4b&M 1 BRI ZG¥ B a2 M QM T B R &R & H LA WO 2003/062236
R 2 R B FIE 6,936, 612 .7, 208, 489 F K 7,456, 168 T b, TAIER TS 1 1Y
AR BRI % . [E R E R A FFSCA S WO 2005/005426 5 J 35 [ & R 7, 345, 171 5 K
7,863, 278 SR T LG W) | R U S BB AN [E] — R K TR A AR O ) -, B IR 2R
BB RBER, $ELEY 18— BB TERR T B RS R A FF A W
2008/032157 S K EEEF 7,781,583 . LLAXF AT GRS S% I 2T
BIHNEHRIE R,

[0010] EBARWAW | H % B B MR CDK4/CDK6 3157, 1831 LA B E =U R 1 A
X} 2V TT R R PR - B A% G LU R R BT IR R ROV B (AL WO 2005/005426 Bk

SR YA LB IR S A AN ET#— B R .. FRAREEFRANBEENFHLED

4
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1 U B, FUAIE ST o B ) B AL M B R ) & 1R

(00111  ZAKEHMEIR

[0012] 4L &4 1,80 6- Z.ME 3t -8- B3 —5- FRAE -2- (5- URME ~1- B - Albng —2- B
£ ) -8H- MEE 3F [2, 3-d] Mg -7- BRAOBE S BRET U—FhER 2 M 2 R A RAF7E, B A B
FBA, Hebh ARNBEREMEE., ZHEWAI ATKAEA&E AR ERKE—FERS
A . .

[0013]  ZAKBHIRMALAY | RS ST, H B A bl 2 45U o Bkt B9 4% G sh W e 07
VERTHR LRV S KR AR KRR REAR R FRA R EE. KRIFF
ANFFR KRR E W) 1 S BRI 2 PR X 5.

[0014] 2 & B Y & & T Ko [ 44 72 3R 0T 3 3 8 R X 4% 2R 7 55 30 52 v (PXRD) « [ 7
NMR (ssNMR) . Z R =1 H#E B #E (DSO) (IRENEIE I (Blan IR KA &%) miRIE B MR
(PLM) 45 B8 F B MOR (SEM) HAER & 063 BAMOR . T a2 B 8 X HERATINE . €' 5
BT REAR 43 BT (PSA) (4914m, B4  KE7243 A (PSD) MRi-F-FEdR )  ELR R (SSA) o SR IH
Be M (IR0 RSAEEEVRDR 1GC) IS ME T 91 S vA B BB R BUX Be R R Y4 & R .
loo15] — Hifi, KK HIRMEAA < 2 ¥ H K/ LRI 6- Z Bk -8- 3 /L
B -5- B -2-(5- URME -1- 2 - nibng —2- ZEEE ) -8H- Mbue ¢ (2, 3-d] e -7- ERYSS
SR, SRS, FIRFEBAA < 1 FIK / mitbREmA.

[o016] FZEMRIEISEHE N R L&MW | NS RBEW A ZHSESM A NS R, £
UIXRER ST B P, TR G RIFEWM AT S EAS A (20)10. 10. 2 {UE ) PXRD
BR, AHTXHMKBETRY, TR RIFESHREEOSENITM (20)8.020.2 &
10. 10, 2 (IR PXRD B, AF L ELH A RP, RS RIEERES ST A
(20)8.040.2,10. 10.2 k2 11.5+0. 2 {UEH) PXRD BE. 7ERSMISEIET RZb, Prid &
SR ERMAEBATENSMA (20)8.040.2.10.1+0.2.10.3+0. 2 & 11.5£0. 2 FJUEHY
PXRD K% . 7F T AMOSERE A &b, FriR & SR AT R EE 58 | fRER EHFN
fiTHH (20) ROUER) PXRD B2,

[0017] FE—eSLiGFKd, (& | B RFEM A ) BFEE TR (ppm) {EHY
°C [E 5 NMR (ssNMR) Y638 :12. 5ppm 0. 2ppm. £ I E KT R, Frig 4 I EREE A
LR 3E4R (ppm) {EHT °C EAS NMR Y61t :12. 5ppm A2 112. 4ppm=*0. 2ppm. 7E B FMISCEHT R
o, BT IR 45 U B TR A A A A LA T 348 (ppm) fELAY °C B A NMR Y63 -3¢ 12. 5ppm. 112. 4ppm
M 143. 2ppm*0. 2ppm. ‘

[0018]  7EAERIE b iRk AU —MesEiE R b, Bt R 2 SR R R W& 1 IFE
o 7E—LXFERISEME T S, FTIR 4 ST B 4 5 WK EL 150 K, fLise 10 Bk
A FE £ 100 HOK, BUEMRIEL 15 BOKE 4 80 K RAR 2. fE K BIXFERSERITRT,
Bk & S B TR EL A R 0 T B R R AE KR A = (1) 40 5 SR E L) 10 TCKE) D10 4E
(ii) %9 10 K F 4 45 HOKEY D50 18 (BR (111) 4 30 Kk E £ 125 UK DO {8 s8R (1) &
(11) K& Gii) MAE. 4 BINKER R, FrideE QIFSEMAR (D90-D10) /D50 ALY 2
HY 3 MFEERARSAL. RIS R, BTSSR B E A L 16 Bk EL 125
WA E R (004, 3D .

[0019] 7E—USSTHE o, 1LEM | SR BITKI . FEREEEST R ILEW

5



1TENID?629563 Py 6

CN 105008357 A ' i BR B 3/38 I

1 (45 i AN A T A4, R R KB .

[0020] 7ERT N, AR HBA—FESRIBAR BN EE REERZRILEY 1 KNGS
S B AR, LA R 2% R AT A R B E A &Y. £, ZBYES
MBS TR B A B2 R,

[0021] ZAEHBIIREOEERAYIIRAVESYHIREE. £ RXHEKET R
b, BHA RIS 0. 1 & 200 2270 KRk 25 & 150 ZRAMLAY) | i Em (Plik A R &
R ), B AR B AE R TR B KRR AL

[0022] 7EH BT, AR HSIIRE—MIGTTE IS (HIEANSE) BIZAERITTIE, B
ik I LIS T ¥a T B B A R A AE &Y. BTk 157 77150 UL A M FE S — P Bk
ZRFSNEITFECE 45 T EW 1,

[0023] ZEH B A, &K PIRGEH TH & A piEF IR AR REER RS
R E. —MTEAEE /R EY | IFEIEE TR B 558 AERKR
O SR LATRIBVE R, v I BOE IR, RS LU BT (A ) BYRF, B LA
DLBR A AR B S | P BB, % 1 0P BT A B /KL AR U B B R AR R MR R IE T
151 i 3B sk o (DA 200 R B A0 BR K S 4 TS, DARR LR D AR 3E, BB AL, tnSEREH] 5 R ik .
B—Fh O EARE A AR T K S B — BRI RE Y P R BR K AR, F AT e Z A LA
IRTB VAR, TR INES VAR R Rk LASR Gt AL & 78 R AL 7= AR I B 38 /R &9, AL 7% 20
RO BIAM G K, HESLEFE TR ESY 1 W (AR &M, 546
BRALRA KEAERAIEY 1 HER. KK R IMRALED X LI % LS 1 IF
BB, FL B A FRE R BT BT o

[0024] 7E LR & EE, RS — AN EE B FTR S —HE RIS RG] EH BB
BB R FAEXT & AR08, 0 IE T8 ) . IETREE VRER. |, 4- ] B A
I B R A B E A B IR T B AR 1, 3, 5- .8 B B W%, N TRE
W, BTk ARl S AER S H 2 & T e T =IBINIRE .. 8%, Frid R BB A9
MEL 30°CEL 150 CHIEE, HilE N4 50 CEL 120CHIEE LIIREBIEM. T4 51
'), Al BE T B TR R SR S A M B BB T FIR RS, ST 4 0CH% 30°C
Z 8, thik#) 5°C . 4] 10°C .4 15°CBZ) 20C.

[0025] ik Ky B e 75 TH A S 7 SR i A HR i b BT R AR A TR AR R IR I — 2B LB . ACERIE
rh Bk 5 & SEHE 5 R AT 5 S B th BRI RO SR 55 HBT 4 A B9 S e O R AR AR A AR AT HE SR e
FHREE

(o026]  Fff P {7 2L 1 B

00271 M1 BRILAY 1 HFEER (A B2 &%) B PXRD B,

[o028] & 2 BoRALAW 1 BEESHR (A T BT ) BUBR CPMAS Jti%. B -5 ATFR1CRIIE e
[o020] & 3 BoRiL-EW L AR (B BUZ A ) B9 PXRD BR,

[0030] M4 8RS 1 R B BL HR ) KRR CPMAS i, B SRt iIE am
[0031] [ 5 BoRib&W 1 IS0 APT (A B &R, M 40% n-BuOH/ HiEBEE &) BIH
HEFEBMAR (200 FHRCKEE) BE.
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[0032] &6 SoRILEY | WFEHIR APT (A BY % 5 RS, MARVETF B BAL T2 T 405 ) ROFa s
FEMAR (1500 FRAFEE) KR,

[0033] P 7 SIR1LEY | BRI APT (A B GRS, M 40% n-BuOH/ T & BEE &5 ) B
B4

f0034] K8 BRILAW | IHEHR APT (A B2 BB, MARHEF B ILIE T 08 ) MKz o
i o

[0035] &9 RRILSY 1 FFEIAE APL (A B2 &R, M 40% n—-BuOH/ B BEBAH L& ) KR
PROE B AR (PLM) (200 f%) E&.

[0036] 2<% BF A1 41 1t BH

[0037])  ZEUAT MU KA HE P EMEMN D v ER S BF AR KA Mt
F A3 F AR FEA A T U B AS SE SE i 5 &2, FRAEAE R . AN AR, BRAEAR HE TR 5
SE , 75 | A B i e BT 43 A B ARGE BRI 48 T L ZEAR SR R AU A AN HIME R E Lo

[0038]  4nZ<FAiE op F{E H, MR AE S 4R ER, BB EIE “a” “an” & “the " AR H 8.
Blan, “a” BACEARE— NS N EICE.

[0039]  INAHEREHE AN, RECX” BIRAER—E QEWTRKIREEE . N9 71
B KA VEES pH) MR EE ERN. WGCHEATE - REERN, BFE A ERERTE
BN 20% A, B 10% K, REHES% K. HKE, XHEEAERTHNERN / R
o5 EAE BRI B HOARE VR — R SRR E N . BT ARIE A7 B8N B IRZEB BT
BI%5 5E RGN E, M A ARSI BB ARAN R A2 5B, TR AR ERFRF DS HE—
JEE, 7R T AN N A TR AR K AR SR TT R .

[0040]  fnZAHIEFFTE A, BRIEHIMER, EUARE “REHREK” MO TIER
WAL (Fansde =B ahims] ) MM EK. “BE YA KRR R R E @A K
HIE IR » 8 QIREE o

(00411 ARIBREAE” B SLAERE & K2 TMHR & . BESHEEANRRTHLEE. 9V
HIE . ETUS . TFE N ERE AT YR 8 AU R BB SR L B R . BEROE IS
(a0, BRRE NSCLC K SCLC) B (B, B PR ) &5 7w B G E B IR IR B A P AR
T2 FR G TE A 2 S T TR 4 YRS LMD 2 RE LI IR L PP Y O B MR L A BB BOE L R
FERETE KGR . B B L R (lan, AR SR PSR ) R R (o, B RRE ) JE
T (hn, FampE ) B BERERERE (B0, AML. OL. B BIR B N RS 1E M AT st A
M ) MM EREERS (Hlan, B . 2 & E B  SME 40 Ak B8 ALL.CLL.B A0 B2
JBE L1 S I R L A AN W L AR TS S B L B AN ) -

“[0042)  HEIE“ZEY LAESN RIBEAERFHKEENGE TS5 8F KNAR ML

ok A P R L RUR S AR AR M L A B R AL/ RURSY BE EL X L BRI B R A8 R R )
i

[0043] Bz FRiF ob P4 FH , ROE T FLE0 BT 9 N KR Hk N S FLEhd (g, H0 . 38
G KBRS R ERSRKKE) . UG, Fridm i s e AR,

[0044]  tAERIEFFTE A, BRAR B AMER, TWARE “1y7 7 BRI R TR A I
ARAE B RS B L B 1% B RS BRI R — R ER S BOEER L BRI BT IR PR AS BUR DLE B RE .
2% R SRR R AR B AME TR, BRIE “YRIT 7 R IR BT SCBTE UER “HRIT” BIVETT 3]

7
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=

[0045]  WNZSERIE R BHE A I, B8 &7 BRIEILEY A YR VEFEESMINE, %8
ELAT B VA R TP R M IR L T IR U 18] [ AT R % R 45 3 1) 38 N BX B Ak IR B 9
B IRIG BRI R .. ZETAS—FERREBELNE T £, BHE S HELEY).
LRI A S . AR E B A RESRIEE R IT & K B IR ITE R RE
HIER GRS CHAYBA B IRERRAERE.

[0046]  fyI2s i o RS A 6, “ BEATFIEY 7 R 35S T4 i 7 B0 X SR A BH 1 77 1 0 HE S HX
BT, T, BEMARANE SN S HERGEEREEAESEESZAH KGR A%
5. ST R SR T E M SR AR E KPR T W E B, BT RER K
LR EMY TEANSE RS RWBIT ENER R E . — R E RO B R IR
fr ARt VAT RS AR 5 A K B A A W A sk F RS A A/ B AT IR A
Fe BB 57 A5 AR 9 AN BN IS LR 2R

[0047]  HNZSFRiE R TR AT, 26T X SHERATHT I B R ARIE S0 b AR )7 RS B S g
RrE KRR, Gt AR AR N RS EME, IEALE (20) £ ER—ESRE AR
ME, BB 2L 0.2° 0. 1° o Mo, ARTURTE AR N SO ER M, A R0 R BENE B IR S F] RO AR
S D B PR i MR BO R, 0306 58 18 L B 46 4% RO RE L R T A AR TR B AR A R E 5 H e R
FZIFBUIAS B, BN N E & .

[0048] ZSEIFHETE A, REBEREW” RIBEH BRINYR K SEER. RiE K
EW FE TR BRI AKBEREY .

[0049] A< ERiF R B4 A ), RS N A7 B IR N 5] R BRINGE AR B AR — P 4 AR 1Y
EM B SRR ELS R RS,

[0050] 1A EE i b A FH A, RAE “APT” BRVEME WAL S 7 =16 6~ Z B & -8~ ¥ K
B -5- B -2- (5- WRME —1- &£ - ko -2- FEEE ) -8H- MEng 3 [2, 3-d] W¥0E —-7- BRHIIA
B

[0051]  fuiAs B i b B FH ), RAE “WIR K77 R 4a DA APT &k

[0052]  fmAs R oh S A Y, RIE IR G B e X LAFE I T K KLz 43 # 345 18] e BL AUk
VBB F IR T LS B APT dafk.

[0053] 2R BRI 4R AL R LU AT % St Bh i 5 T 72 BT BR Ak B Ui S R BE K B BB A R AR L AR R DR
AL R E AR K AR M R e B E RILEY 1 IBFE TR, R ERN, R KRR
&) 1 BB TRAE A BR i A N AT AR AR O K (JRAR ) KR IR, X 52 e G Eh W
Z475 v I & WAL S 1 IS TROAE B, 1% e A% Gt Sh b B 5 VR T & AL &) 1 TS TR I
WA (BE) RZR7IHFEM. RTUREARA R EMR, X PG PR RN 2
ek APT SRR RORL 1R, NG ERA% “/N7 KL AR R MR o

[0054] FERERIE P FTIAM— LSt B, L EY 1 NS RIFE OIS L RTEAR (SSA)
e, Eih, —AHE, ARWHRME—FEE<2FH K/ EHELLREA (SSA) B 6- LBk
B -8- FRREE -5 BB -2-(5- WRME -1- 3 - uibwe -2- FEE R ) -8H- Whug Jf (2, 3-d] %
nE -7 BRI 45 R S T, 7E— e SRS R P, BRI A A < 1 SEJ7 K/ seny L R TE AR
(SSA) » TERESEMH R, R iAW 1 BB AR< 0.9 FIk /. < 0.8 FI5k /
FER< 0.7 T-HK / Fl SSA. fERSNISTRE TR, T & 1 EEWAEE N T 0.2 T

8
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FHK/RE2EHFK/ BZENTF 0.5 FHK/RE1.5FFK/RZE.BHNAT 0.5F
FA S/ 5 LK/ TEZ A SSA.

[0055]  7F A ER i o BT ik (0 — Se SCHE 5 R ob, AL &4 1 O 4 e S BROE G 43 BIGR THT RE
. Bk, — A, &K BRE—FEA < 60m)/m 4 BER T RE R 6~ ZBEE -8- KX
B -5- R -2- (5- URME —1- & - utbug —2- BEE ) -8H- utbug 3 (2, 3-d] MENE -7- BRI S d
V. 7E— iy Rep, PR S IEE < 56m]/m’, < 50m]/m’. < 45m]/m’BL < 40m]/
4y R E B 7E R AMOME T R, LA 1 IEWRAB N T 20m]/m 25 60mJ/m 2
8T 25m]/m* 5 50m]/m *Z (8 BT 30m]/m 5 50m]/m *2 [A] (I 5> B R T RE o

l0056]  FEARIERISEHES R, (LAY | KIS RN ECNIZIF SN A B2 KA. £k
XEEMERT R, IR ESRSENSA (20)10. 1+£0. 2 FIER) PXRD BIR. X
TIXHENEHARY, IRRUASESEATHMA (20)8.0£0.2 & 10. 1£0. 2 FIEH)
PXRD EIR. EHHELEART, IRBURTEEENTHM (260)8.04£0.2.10. 1£0.2
K 11.54+0. 2 USRI PXRD R, ZEBHIHEHRIT R+, AR E AT IENS A
(26)8.0+0.2.10. 140.2.10.3+0.2 & 11.53+0. 2 fIE ) PXRD BIR. HEHELHEH R
o, B IR R A B S AT (20)5.140.2.8.040.2.10. 1£0. 2 A 11.5+0. 2 fIIEHY
PXRD B R, R/ ER, RSN AR O RENS A (20)8.0£0.2.10. 1£0. 2,
11.540.2 & 19. 740, 2 U0 PXRD FR . AHE RIS RS, iR R A EEE
H7G 4 (20)8.0£0.2.10. 1£0.2.11.540. 2 % 22. 5+0. 2 UK PXRD BIZE. £ H 5N
SEHEARP,IRRMEFOSESE | PARER LAHEFRATS A (20) AR PXRD &
=,

[0057) 7E—UESEHEARP.LEYW | NERFER AR) BFEE TR (bpm) EH
30 [ A% NMR 363 <12, 5ppm+0. 2ppm. 75 3B LT R b, Bk &5 AH G4 LUF JE4E (ppm)
& °C B A NMR J6#% <12, 5ppm Sz 112. 4ppm=+0. 2ppm. TERSPHIERES R+, ik A
A LT R (ppm) {1 °C & A4S NMR Y63 B8 12. 5ppm. 112. 4ppm & 143. 2ppm=*0. 2ppm.
[0058]  ZEAHRIE HFTIR RO — L SERE T R, (B 1 RS S U B RROE T RLAR S T R B
Sle FE—EIXRERISEHET R, FHAH A H L 5 MOKEL 150 ek, IR 10 oK E
#7100 fK, K FEARIEL) 15 Bk E L 80 KB R AERAZ.

[0059] ZEHTIXREMEZHES R, ki B EE B N RAEERZ S (1)
Y95 K EL 10 KR DLOE 5 (1i) £ 10 K EL) 45 K D50 1E B (1i1) 29 30 1
KE L 125 BT DO 1B (B8R (i), (i1) K (1ii) WA E. EBIIMSLET RS, i iFs
TAA (090-D10) /D50 H% 2 BH 3 HIRERZSAL. FEHIISERTRD, IrdiFER
PR 4 15 HOKR B L 125 KB ITHER 004,31,

[0060] — T, ZAKRARM—FMEHF KT 5 HKHERERFZN 6- ZBEHE 8- 5K
o-5- FAEE -2- (5~ WRIME —1- & - nbug —2- AR ) -SH- ukug 3 (2, 3-d] wENE -7- BRI 45
SRR IR . 7E—UeIiE R, PR EIRAE KT 7.5 KR FEAR R . EHELE
FES, FIRHEREAE KTY 10 MoK REAERE, AR EIXBERSET =T, ridis s
TERCA RT 912, 5 MUK R AR . EREXBERSEHER R, IRFEWMEAKTL15
K IR A R AR

[0061] ZEELE AT, 2RI —F B H 2 5 MK E 4 200 HOK R R A K2 H) 6- SBL

9
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B -8- BRI AL -5- B AL -2- (5- WRME —1- 3 — mb g -2 B E B ) -8H- Ak e 3F (2, 3-d) %
W —7— B (45 S B T, 7E— S R, TR BB AL LR R AR 40 5 K E Y
175 53K % 5 2K T ) 150 ek 20 5 WK E L) 125 fK 49 5 HEKE 4 100 1K 49 5 12
K EL 75 MK 2 10 SR ELY 200 BOK (20 10 HEKREL 175 5K 140 10 KR ES) 1650 T4
K ¥ 10 BB L 125 0K 149 10 BEK E L 100 ek 49 10 K EL 75 MoK 49 15 K
T4 200 A 2 15 K E L) 175 138K 40 15 WK E X 150 FCK s 29 16 MK E ) 125 13
K215 WK FE L 100 Bk (BRED 15 KR E LY 75 oK.

[0062] FEREHE, XKFRE—MEHFRERR DM 6- LB -8- FHLHE 5- F
B -2 (5- URWEE -1- £ - nEing —2- FERE ) -8H- ibue 3t (2, 3~d] mMEuE ~7- BR A4S & I B R,
iR EN S mMBEFNTEL—F .

[0063] (a) £ 5 R KEL 10 KR DI0{E -

[0064] (b) £ 10 Kk ZE L 45 KA D50 {E s LA K

[0065]  (c) £ 30 KA #Y 125 TH KR DIO 1H

[0066]  7E—LLiXRERGSEHE A R, IR RINE A L 5 HeKEL 10 KK DIOH . FEH
TR ST AT R, BRI S TR 4 30 K B4 125 K D90 {H . 7EEUEIX AR SE
WaT R, BRI B AR £ 10 K FE L 45 MOk D50 B 7F— X RS R, B
RGEETE A 2 5 MK EL 10 SR D10 B R 29 30 Sk ZE 4 125 Ok D90 fi. 7E 54k
HSERE R, TR B A L 5 MoK EL 10 HKH DL0 B £ 30 MK E L) 125 UK
DO 1B, B £ 10 K ZE £ 45 HCKRY D50 {H .

[0067] FEH B, AR HRM —FEH REFL DI 6- ZBEHE -8- kA -5- F
B -2- (5- WRME -1 - - Mg —2- FEEUH ) -8H- ibnE 3t [2, 3-d] mMEnE -7 R 09 45 & U B,
BriR B AR AR B W N E D —Fh . :

[0068]  (d) £95 WKE L 10 WCKEI D10 5

[0069]  (e) £ 10 K E L) 25 KK D50 H s BAK

[0070]  (f) £ 30 K ZE Y 75 K DO {E .

[0071] ZE—SRIXEERYSEHE T R, PRk BB A A 20 5 WOKEL 10 KA D10 E. AEH
TIXRERIEE T 2, FriR S IE A %) 30 MKk EL 75 KK D90 H. 7EH EXFERE
HEH R, BRI E A 2 10 WKk E L 25 MK R D50 (. 77— X R EiE B, b
R ETRAA 2 5 MUK T L 10 K9 D10 5K 29 30 MUK E L 75 UK K DO E. 75 41
BSEHE A R, TR S IE A 4 5 WOKE L 10 SHCKAT D10 48 . 29 30 RICKE L 755 ek Y
D90 18, K4 10 Kk E L 25 HCKAY D50 {EL.

[0072] ZAEHTSEHG RS, ki ERER FAERZSMA, ZEERZESMEF LT DLO
{8 495 HOKTEL 7.5 B0K 149 5 UK E L 10 ek 240 5 K E ) 12,5 flK 3049 5 ek
B4 15 K.

[0073] FEH TS R, Bkt R A A HAER RS A, %R ER 25 A LR D50
B 24 10 K E 2 50 B0k 20 10 BUKE L 45 HCK 140 10 BRKE L 40 K 40 10 K E
% 35 Bk 4 10 HCKRE L 30 K 40 10 KRB LY 26 BCK B4 10 KBS 20 1K
[0074] B EREHRS, IR EMEAS RENZSM, ZRENZSHRAEUT
D90 {Hi :#7 30 WKL) 175 Tk £ 30 K B £ 160 Tk 149 30 UK T4 150 oK 129 30

10
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KT 2 140 PRK 20 30 THCKE L 130 BK 29 30 TCK B4 125 F80K 20 30 floKRE LY 120
A 2 30 BT £ 115 $5CK 140 30 TICKE 49 110 $K 140 30 oK E 49 100 ek 29 30
BT L 75 BOK (4 30 TR T 2 T0 BUK 4 30 K £ 65 MK 40 30 BOK B 60
K 2 30 PR E LY 55 Tk 20 30 REKE L) 50 K (TR 30 KR EL) 45 UK.

fo075] T D10 RUSEHE B K EIR{E & B 0 54T A 5 H Ak i) D50 F1 / 5% D90 {H A
4. T D50 KYSEiE T KA LRE & B A S5 A5 H AR D10 F1 / B D0 HA G . <
T D90 BYSEHEF R _FIR{E S B AT SR A5 H#ALR D10 1 / B8 D50 HA S .

loo76] FEREHE, AKFRME—MEFL 2 T4 3 /9 (D90-D10) /D50 ) JF& £ KL 125 i
EL ) 6- ZuBE 3k -8- BRI -5- AL -2- (65— WkME —1- & - mbwe -2- B E ) -8H- HEuE IF
[2, 3~d] MEE —7- BRI &5 SR B B 76— EIX BRI SERE T R b, BTk i IR A £ 5 kK E
27 150 KB RAERZ.

[0077)  FELLFTEIA) —LUSERE T R, BRI B IR A LU T H (D90-D10) /D50 JR A KL 25y
ATEL 40 2 4 2. 75 .49 2 B4 2.5 49 2 4 2. 26, FEHTILMIT R+, Friktb e 2. 0,
Y72, 1.472.2.412.3.402.4.472.5.412.6.492. 7.4 2. 8. 2. 9.8(#] 3.0,

[0078] FEHH— 5 1H, A& IR R AL 15 Mk &4 125 HEK KA ERZ (D[4, 3))
(g 6~ Z.BEHE -8- FRIK HE —5- 9 3t -2 (5-WiRME ~1- 3 - nbue —2- BRE( AL ) -8H-mibwE 3f (2, 3-d]
g -7 BRA S RIS, 1F— LSzt =R, BTk B A A 41 50 UK E 4 100 KK
D[4,3]. ZEFELHEHEP, FIRFESHAFL 15 HOKEL 30 KR D4, 3.

[0079] FEFH T SEHEHT R, Bk EAAE LA F R D[4, 3] :4) 16 oK E L) 100 TOK
¥ 15 TR 5540 90 1K £ 15 MK E 2 80 K £ 15 K E L) 70 UK (40 16 TR EH
60 K 49 156 PR E L 50 2K 40 15 MK E 45 40 FK 224 25 UK E L) 120 Rk 49 25
K ZE 2 100 B0K 24 25 TR E 2 90 K £ 25 MK E £ 80 K £ 25 MK E LY 70 1
Ko # 25 B T L 60 B (4 25 MUK B 50 MK 4 26 K E L) 40 K 40 26 TCK
Y 30 K 144 35 K 2 40 TRCK 20 45 T 20 50 ek 14 55 TIOK £ 60 K 4 65 Tl
K2 TO BK 2 TH K B4 80 BIK £ 90 BEK 44 100 BECK £ 105 K 520 110 B
K #9115 oK sBREY 120 Tk

(0080 7E S5 — 5T, A K R AEE G A K U I B IR A 25 b BT B SZ A BAA B R TR B
R B WESY . &R BIMEHEEREHNFTARGYMAEMIIRE.

[0081] FE—ubsoim R, FTRKESS 0.1 E 200 Z70 i) 6- LBt -8- k& -6- H
B -2-(5- WRME —1- 3 - nibeg —2- FEE(HE ) -8H- HEREIF [2, 3-d] MENE -7-ERA A BUB SR
ERTIHA LS, FRRREAE 25 F 150 ZT0H) 6- ZBE3E 8- M kHt -5- B E -2- (5- Uk
Mg -1 - 3 - ot -2- FEA(EL ) -8H- AbRE 3F (2, 3-d) MEnE -T-FRf A BT, EHERES
=oh, BRI A 50 B 150 1 6- ZBLE -8- IR RE: -5- I -2- G- IRE -1- & - ik
W —2~ FLEEL ) -8H- Kb I (2, 3-d] MEuE -7- BRI A B 2 R . 7EHESEETT R, A

o) -8H- kg 9 (2, 3-d] wEuE —7- BRI A BV 2 A, EHESLE A RT, I EBRE 752
150 BB 6— ZLEEHE -8 FRREE -5- FREE -2- (5~ WRME —1- & - Atbne -2- A ) -8H- it
BEFE (2, 3-d] mERE -7- B A B2 R,

[0082] 7E % — 5T, 4K BIREE—FIGTF s (BIEA) BIEER %, HamEx

i1
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BRI BLENI A F I8 7 A MBI AR WA S . E— LIXFEMSEEA R, kg
AOSMURBERRLLF. FIRKRBTAE 0.1 & 200 BT 6- 2B -8- IR -5- F
-2 (5- WRME —1- F& - mkug —2- FLE(EL ) ~8H- ke 3 [2, 3-d] M ~7- ERVF AR A B £
SRR, AHTSSHY LD, IRREREE 25 £ 150 ZELH 6 B2 -8 R -5- F
B -0-(5- WRME —1- & - MpuE —2- A AL ) -8H- Hhue 3F [2, 3-d] mEuE ~7- BRIV ESANET A B
A, A BAMNAHE T R, TR R BER A 50 £ 150 ZILH 6- Z MR -8 H K E -5-
F-2- (5~ WRME -1- H — ipng —2- FE(R ) -8H- mlbne 3 [2, 3~d] mEng ~7- BE e R A A B
Zashl,

[0083] FH T RICHIBAKRFKILEY | KOG SIF DI HEARBFEEAER TR X 5TLL
HT 5T S (PXRD) . [E 4 NMR (ssNMR) 7R #E (DSCO) JIRBIDGIEE (Flun IR K g
FeiGiE ) ARIRIEEHOR (PIM) FHEBEF BMAR (SEM (B G FEHOR  BFREy . 8
5 X BT RATHNE  E B R (PSA) (B, Rife KR4 AR (PSD) SRLFM2HK ) L b
KA (SSA) 4347 RIERE M (40 S A TAE €838 1 B8 1GC) B ik ¥ A BE AT 90 B v HH R RF
T BUX AR A S .

[0084] BT i, A & B IR AL A F 1 & an A< v il o Bk i B RIR AR HIL &) 1
WS T iE . — T IEE B NI A Y | TR AR T 8 I 55 IR RIRITR
A HE NI LATRIB AR, B R BE MR, IR L R (A R ) RSP, ES R
DLER (AR RIS 4 | SR %0512 P BT A3 R (9 /N KL% U B R TT A A% G Eh W AR T
15 G L o T A 20 S B A R K AR 9 B, DABR LR N AR 3, 4B AL, I SEREARY 5 o TR
[0085] ZE— AL R, AR FRME— ] & KR 6- ZBLE 8- IR E -5- F
B -2~ (5- RS — |- H - nbbng —2- LG ) -8H- mEnE I (2, 3-d] mEn -7- BRI AR (A BY)
By, A« (a) H 6- Z BRI -8- PR AL -5- 5k -2 (65— WRWE -1- HE - MEaE -2-
B ) -8H- MEoE FF (2, 3-d] WEE -7T- B ERBF TE-BANSE BN ESYT,
FEINH ARG AR+ (b) A EFE LB FIRM 6~ 2B R -8 B -5- A -2- (65— Uk
BE -1 - L - ke -2 BEEE) -8H- mkBE I [2, 3-d] MENE -7 FRVF AR (A AY) RU&EFD s (o)
ZIRA YR A I LAIRIBEE R U R () 9 EiZEE KRR 6- LB E -8- SR E -5- H
F-2-(5- WRME -1 & ~ mEn —2- A ) -8H- HEuE IF (2, 3-d] mEug -7~ BE A 3T S A (A
),

[o086] 7EH — ALt &rh, AR IR — Pl & KRR 6- 2B -8- I EE -5- AR
F -2~ (5- URME -1 &b - nppog —2- FE(H) -8H- mbue FF [2, 3-d] wEng -7- BRI B (A ZY )
BI75E, A (a) ¥ 6- ZBEE 8- IR E -5 AL -2~ (5- WRIR —1- &k - Aibre -2- &
S L ) -8H- AL E 3 (2, 3-d] Mg -7- BRI SRR T ETE AEEBKREY T, I
L 95 F 100°C LATKIB B ; (b) AEFE L) 80°CHIRHL 6- Z Wi H -8- L E -5- F
F —2-(5- URME —1- Fb - ntbug —2- FEHE ) -8H- mbuE It (2, 3-d] MEuE -7- ERUF S (A 2Y)
B el s (c) BiZIR-SMITE L 80°CYEIFL 3 /N, SRGEMI A M E L 10°CLAIRE & & LA
K (d) LA B % EAA KKIIRH 6- ZBEE -8 FRILEL -5~ A —2- (5- WRIEE —1- & — Wt
i -2- FLEH ) -8H- ibnE I (2, 3-d] wEnE -7- BRCUE RN (A A ) .

[0087]  H—Fh77vhiE KA ik 208 BB F K 5 B — B FIHR SY P R KR, JLRTRETE
Z AN CASRIZ VAR, RN N RO ARG A R R AL P AE R U A S IR &,

12
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T E N LIRS R B K, AR EE LB, RIS L BRI (AT &R, R
J& 45 dh AR BL KA R R RIL B | IR

[0088] TE—ANERHEHFT RSP, AKRFRE—FHIE XK Z 6- ZBEHE -8- L E 5- F
£ -2- (5- WRIEE —1- 4 - ME0E -2- BLEA ) -8H- mbng 3 (2, 3-d] mEnE -7- BR RO AR (A
) I VE, HAFE () ¥ 4-(6-[6-(1- THEE - ZHE)-8- i -5- P -7- %
£ -7, 8- & nknE 3 [2, 3-d] MENE —2- LA 1- b -3- & ) UREE -1- BT BEEE
Tk BB — HHEREY S, 3F MM ARG VAME ; (b) FRINER B R BL LATE IR 7= 4 6- ZBk
B -8~ PR EE -5- B A -2-(5- IR -1- & - WbuE -2- EEE ) -8H- WuE gk (2, 3-d) M
W -7- BRRIERINAREL  (c) ¥RINEE IBFIMBRKBHE pHE XK THET 10:(D BHEIE
B NI LU H K« () VAN @ 218 FF IR Ot 6~ ZBE 3 -8~ PR -5- & -2- (5- UKk
e —1— & - ot -2- FEE(EE ) ~8H- AkEE 3F (2, 3-d] M -7 BRI AR (A BY) RIEFR . (D) ¥
RIRSWERSH LAIRBL & UK (2) 9B ZER KHZN 6- ZME -8- B kE -5- H
B -2~ (5- WRIEE —1- Ft - My g —2- FEE( K ) -8H- mbuE I+ (2, 3-d] MEnE -7- EH AT I & A (A
).

[0089)  7E W — NSkt Rvb, A K B IRME — R H & KRLIE 6- Z M H: -8- R EE -5- F
B o-2- (5- WRIE —1- B - by -2- R R ) -8H- mbug 3 [2, 3-d] mEwE -7- BE A UF SR (A
) U5, HAEE (@) B 4-{6-[6-(1- T H & - ZMW &) -8- I & -5- & -7- %
£ -7, 8= TEMEUEIF (2, 3-d) Mg -2- FEECEE ] mkne -3 & ) URER -1- FERMT BREiE
Fok B OE T B IR-S Y, I E L) 70°C LASRIB B @ : (b) BN HCL FFEL 70°C A
4 % 6 INET ¢ () WRINTEIEBE A NaOH ZK VR LAFRTS pH A >10 MR &M < (d) BRI
T EHLE B L 120°C LABHIK ; (e) BEE L) 80°CH 24t 6- ZREE 8- H L -5- F
H -2-(5- URME —1- L - mkeg -2 FEE ) -8H- tne It [2, 3~d] MENE ~7- BRUFESIR (A &Y )
FI &P ; (g) HiZIR S WTEL 80°CLEIFL 3 /N, SRIGIBHI A H 24 10°C ARG L & DA
K () it uE LA B % B KRR 6- ZBiE -8- LA —5- AL -2-(6- URMR —1- B -
W -2- FEE ) -8H- mEuEH [2, 3-d] MENE -7- ERA UL (A B .

[0090] 7E IR & A IEM— LSS R, BTk AIERIAF < 2 P72k / RAILERER
FI a1 B, £ LIRS TMENREREHRT, IR TERFEAA< 1FIHK /T
KL REA LS 1 . £ RS FEMNHRTERET R, rd T ERMEFTL S
MK B ) 150 1K, PRI 2 10 UK E 29 100 ke, R ERIEL 15 HOKE L 80 TWOKRI A
LA LE Y 1 . F ER & TR T SLEl R, Frid 7B R R A SRR T Y
ST B JELAR 12 AR AL S 1 IR « (1) 20 5 K25 10 BCKA DLOE + (11) £ 30 ok
125 K ET D0 {E L (111) 2910 BEKEL 45 KR D50 {E B8R (1) . (1) K& (iii)
(S . 75 IR EHIER BIMOKRET R P, Brid HiERIEAH Y 2 24 3 9 (D90-D10) /
D50 B A KL% 4 A b AL & | TE B . 78 R &R A AN ST R, Frid 7T ixigft
EA Y 15 BB 125 Mok BERIESE R (D[4, 3]) HALEY 1 I SHH.

[0091] &5 — 77T, 45 &K B R 4L a0 4 b i of TR MR IR IX B 7 vE 2 — il & B4 &4 1 UF
BN, 7E—estiE T R, AR B IRAURE A B R AR 5 v R B AE — T VR R 6- &
Whdt —8— TR R -5- B -2-(5- URIE —1- 3 - ibog -2 FEHE ) -8H- mkie I [2, 3-d] M
N —7- BRG4GB (A RY) L FE— LK RE BOSEHE T R P, B2 I R BT IR T VE M A BOE S

13
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B AT AL SSALPSA 3% 3% [ §5  BUX Be 77 VE R 2 &, B ARER 5 415 PXRD B ssNMR £H & SRR AE .
TE— LIRS R, TR S ERAFNT0.05 0. 25 EBEE DL Wt26) ZIA
KT B BEFD / BT 0. 05 & 0. 25wt % Z B IE T B2 B IE T & B . EH eI KR
Frdkch, ARG IR IEE < 0. 5wt % B BB < 0. Swi % B IE T B, ik < 0. 25wt %
BT EBE R < 0. 25wt BRI IE T BB EB NS &

[0092]  7E ik &5 uEeh, Brik 8 —VEH NN B FTR E ZE A F RER . EREEE
(B 5 PR T A% 75 v o5 OB, W 0 E B A T B IR B REE. L, 4- T ZESRA S,
&R SRR ERRER T EER. 1, 3, 5- ZF K. A PR G e,

[0093] 7E—MGIXKERUSKES Kb, FrRBRIESMEE 10% KB .15 % KB, 20 % KB .
25 % KB, 30 % (B8 . 35 % [T B, 40 % [ B 45 % BB .50 % Y B%.60 % (I BE. 70 %6 (1 BF . BX
>T0% B, R NFRIEN . AHTCXENLHTRSR, IRETIREWES 90% 1
RV 7). 85 % 5 IR VA 71 80 %6 F 55 IR VA 71 75 % B B IR VB 7 . 70 %6 B 5 R IE 7. 65 %6 9 75
RV 60 % B T iRV 7 55 %6 B I35 R I 71 50 %6 B 55 R 7 771 40 %6 B 5 R VA 77 L 30 %6 B 55 TR
EF)VBR <30% KU IRIE I, BRI ATEE .

[0094] FE—MEIEHISEIE A R, FFRE —IBRIANET . £5 — MUEK ST 25,
iR —ARIAEE B . ERIIKAER RS, FIRE—ENATFETEERE ZH
F AT BB 7 — X RO SERE A R P, FTIRB R AYEE 10%MIET 8 / B & BE. 15%
WIETE / BEM.20%MIE T/ BEM.25%MET R/ BER.30%MIETE / B
Bk 35 % KO IF T BE / B840 % (O TF T B8 / T 5 Bk 45 % RO T T 8% / I B4 .50 % (9 TF T B
/ BIEBE60% I IETEE / BB T0%MIE T / BIER. R OT0%MIET B / &R, 7£
— IR SERE A R, FTRIEFIREM A G 20 EL 50% IET B / &R . £85I
WIS RBeh, PR EBEFIR AW AT 40% K IE) R / B 5.

[0095) R THREIRE, TR FET LB MRS M H FEBUK T RRERE . 27,
ik R SEIR-E AT I E L) 30°CEZ) 150°CIERE, EHE WL 50°CEL 120 Cﬂﬁmﬁﬁ LAZR
BB . RS, TR S BN TR RN IR S YA N E R IRBRT 2B MEE, BT
2 0°CHEZ 30°Czla), PLiksy 5°C. 21 10°C &y 15°CELET 20°Co

[o0s6) TE RSB ELHE A RERP, Idth aWIMWKEBEMAEFTLS AT A
(20)10. 1F0. 2B R X ST AT HERM AN Z S, AHEXLEITRT, i
SR AN A (20)10.14£0.2 &% 22.5+0. 2 IR X STRTHER. £
ZAHMRE TSR TR, RS EARSANSA (20)5.120.2.10.1%£0.2 &
22.5+0. 2 I FIH AR X STEATH R, FERIMISERAT RS, TS ARG E AN
£ (20)5.140.2.10. 14£0.2.19. 7+0. 2 } 22.5+0. 2 BRI MK X ST R ATHER. £
HEEEHmAARP HRGUEFEEEMSA (20)5.1£0.2.10.120.2.17. 1 £0. 2,
19.740.2 % 22.5+0. 2 (I OB R X ST AT 5T B R, 7 FSPRISLIE 77 R o, Brid &
R EASERE A (20)5.140.2.10.14+0.2.11.5+0.2.17.14+0.2,19. 7£0. 2 &
22.5+0. 2 BIIEEII R X SHRATHT R, A BH OB RERY, ik RN AR AN A
(20)5.140.2.10.1£0.2.11.54+0.2.17. 1£0.2.18.740.2.19. 7£0. 2 }& 22.5+0. 2 [
U B SR X STERATET ISR . AEZ TP — LR, TR RUEFOEMER LS
1 R EToRAE R ROATES M (2 0) RO oR X ST2RAT4 (PXRD) B %,
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[0097)  JFESHH A B & RAEIMOMSR X STERATAT (PXRD) BRERTHE 1, BXRHESIERT

# 1,

looos]  {LAM 11 A BIZ @TYE) PXRD 404

[0099]

20 (° )+0.2 [HE3RE (%)
5.1 63
8.0 18
10. 1 100
10. 3 70
11.5 42
14.0 20
15.1 14
16.0 16
17. 1 47
18.7 33
19. 7 51
20. 2 30
21.2 22
22.5 87
23.0 31

[0100] &4 1 (K4 &I B A 2400 B B SER (ssNMR) TR T 2 o, B Rt

FIRTR 2 F.

[0101] R 2. &Y 1 A B RBKUEE A ZHERRK UC L2Ehr e

[0102]

PC k242 [ppm]®£0. 2
12. 50
25.40
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26. 54

29. 04

32.03

46. 15

51.01

55. 66

107. 34

112. 44

125. 94

131. 14

140. 15

143. 15

144. 85

156. 32

157. 35

158. 06

161. 88

201. 91

[0103]  (a) &% 29. 5ppm AbHIEIAH G WK SHEREE & .

(0104] FEB—HHE, KEHBMHENLSY 1 L 2R, X PiZE R ERAs
WL ERMB A Z R, Hi%FEMN— By RP, il &E 2B 8T 4
(20)6.0+0. 2 MIEHIR K X STRATHER. A% FHOL TR RP, g BBy
AETERTETA (20)6.010.2 & 19.8+0. 2 RIERID K X FTRATHER. EiZTHKHE
TR, RGN AESSEMN M (20)6.040.2.19.840. 2 F 26. 710. 2 {Ug
FIM R X SR ATH R, AHELHFRR, IR @MU AFESENNA (26)6.020. 2,
16.440.2.19.840.2 5 26. 7H0. 2 FIERI MR X FHEATHER. EHHEEMET R
h, Rk S EH A ESENA (20)6.0£0.2.12.8+0.2.16.4+0.2.19.84+0.2 X
26. 740. 2 MIEHI R X STERATHER. ERMKETRSD, ik B A 68 475

16
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4 (20)6.04+0.2.12.840.2.16.4£0.2.19.840.2.22.6+0. 2 F 26.7£0. 2 (1§ 19 ¥
KXSFRUTHERE, ABRECERFRP, AR ASBEENSMA (26)6.020. 2,
10.940.2.12.840.2.16. 440. 2.19. 840. 2.22. 6 0. 2 & 26, 740. 2 BIERIH R X §T48
MTHE%. AZFEN -SSR, IRRMUAFREESA L S5E 3 i RERAT
B fE (2 0) RYUERY PXRD BEISR . BT B AU £ S RYHIM R X STLRATET (PXRD) BIE BT
3, HXT 2R TR 3 .

[0105]) 3R 3 A% 1 B B AU % & BUAY PXRD A

[0106]

20 (° )+0.2 [MEFEEF (%)
6.0 100
10.9 39
12.8 40
16. 4 41
19.8 50
18. 1 24
12.1 23
22.6 40
26.7 48
28.2 20

[0107]  6- Z.BEH: -8- FFRIE -5- FHE —2-(5- WRME —1— Bt - WhuE -2 FEE KL ) -8H- HEuE
FF [2, 3-d] MENE —7— BRAY 45 & 5 S T B T B9 [ AR R (ssNMR) RoRT B 4 o, SR %K
BWIRTRA P,

[0108] 4. L& 1 (KB B SR LG T JTZ M EBERIRIG "C L FE AL

[0109]

BC AL (ppw]®£0. 2
13. 06
27. 10
28. 04
30. 23

17
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46. 90"

52. 32"

54. 63

107. 28

113. 35

125. 67

127. 04

140. 40

145. 21

146. 37

147. 34

155. 67

157. 59

159. 18

161. 29

201. 35

[0110]  (a) &% 29. 5ppm &b Y EAH £ W 552 B S BT s o

[o111]  (b) TEUE

[0112]  BREAR X GILRATHI M BT = , 8 U B s 0 B8 i BN AL T 32 2R 1y P 3B 2T b i fL
T, HAE PRI A B R T S SR RIS AR BT, B X BT 2R IR TR
HE B T IR RE 5, SR AT LAE ST Bk S 28 4 1 4B 2R T A9 /0 SRR o SRS BLE 4B U7 50 Bk
X &t 28 Y TR Bl I, ik 5 2% SR N 7E N B3 D6 R 5 il S 2R (1S AR R T 22 T6] B AR R o
R —, IR A ATST RS RIS, JER 2 0 (C ) BIREUDR. XA
4 B BTk IR R AT ST B BR S 45 3R, HRORRERT 20 (0 ).

[0113] £ 1 BEIHNFHETEA A BB ML RENLEY | I EE PXRD 1§
(BN, RIS ESR A L AT 3.5 0§ ) o FTIRALAVRFIE IS R A R ME —F] BERVHFIEIZ 51 3R
2 A A AR P TR A R AT IR — M2 RS R —FME R UEX S EENH
HEAEUE

[0114]  ZEAHE £ 5 B A0S 3R &b PXRD BRI ERATEIFZ HE S, RZEREARE

18
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BRI & R I07E S (BRSO RE RAEIR 2 LU RIRE B 122 (RIEREIER
BIRE) . (o5 (0, PXRD 4% 5 sk S Sk IOREHLIE 1A ) FTi% ARAR XTI (N B2 2

188 b RORE S Y BN B RT B SR PXRD UL B I KIBMI . RATTRER | AR
AEEARA SRIEREEIXLS 20,3 ChenZ A, J. Pharmaceutical and Biomedical
Analysis (2001)26:63.

[o115]  ZEWZRAHML T, HARGRZ K RT 5 R AR aDET A ME Z W (Hia
sf B A W Aor BB R RS v IRl F ) BRIE I BRI HE AT S OCR W BR . B H, A R B AT A A%
EATH X 2 T B 22 57, (615 P AN [F) X 28 3R 18 A4 PXRD U 47 B REW — B, Bh4h, Bi8IX
st A R R F Sk B 4H BB A B ATSTX R0 PXRD M B, 4FE 2 MBI MM ELSE —BEY
+0.2° 20 .

[o116] FiAFKUEYEEREA R LA EZMRAMEZUER. AL EZUEARE
b ARFHABHARTFFRERFRESEARARPARINEFREARNETE
B EY. THREMESEE R A A B R ALENEMR. FRBKEMLER
AFEEA B IR T “HOHPCOMC NG 0. B0 P LSV BF K .

[0117]  FiAFFHMLEYELE A (B0 ) BYRET IR AL S B Rl AR E 1 (Bl s 14
P 2 B HA INER S B T Bk /D ) BIVRIT AL A, BRI TE R 2R T AT R EE A . A, FFE R
BTN (Fling EMetERAI R ) FTH THWM / BURWER TR NERSE
& RA T T B SR MR AR, ST RS A (BP °H) KB 14 (BED “C) #RFH.

lo118]  FR TR AL 10 B9 [EI 2 B AR AL 7 308 BT W AR AU B R A 5 S an BB R
SRR IT 5 M S O S 45 R BT R 5 I AR 5 V2 15 R A AR R 4 0 2 R AL 2R AR AL TR 2R )
B PRI B 22 b ) 8 52 IR ) -A W FE B o 45 5 IV 77 A R [E) 4 3 BAR (4
10 D,0. dg— FHER . ds-DMSO) HIEFIE 9.

lo119] V& )4 SEae

[0120)  EMMEFE 7,345, 171 B, Wl G EW REFFH&MALEY 1 IFET
pH 7.9 FEBARB/KEME Queg/nl), BV AP RIVKEDFHE. REE LT
RIFEBE A ERERE LK EREME (BL,AR) . EELEFE 7,345, 171 SHIE 17
RAULT A BB IR K TR BT / B S k. RSE T BT, %8 R 3T BT A B 1 o B ik 1)
INKEIREAEYD 1 R

[0121] (L& 1 R AR EEWRTH &P P REEEEMERMEE. 8Tk
FhF 5 APT RHBUHEIE, # APT iR i 62 B/ ML= H Hl & R E MR <. BT
MEEM R RSN, B R IMIRE S NEFEESENIAEY | RS 57 Ei .,
ELR IR B AS B8 @3 7 43 BEAT - HRO K RO (K2 500 ek ) RS . @il IF 22 LR
Eh APT 97 B TRAL BB T FR ANFE APT & R B 4% 25 IR vF BT F A 16 B 67 4 BRAT AU R4
M BT BOUE B APT . TEAE— 7k, B iR 4 pH 7 AR VA AR TE B ZU B AR 5 B RO 45
FEAE /N APT WIRKLFo EFTHEBHT, b iFEmEATERE A ML RBSE.

[0122] & 6 S bk U B AR A K rF RS2 08 BT TR A AR S B /N RORL T I A Rl E T
MR (SEM) R, @i BB B TR AR — R A L (A BY) BRI AT B R
HTE 8 b, ZRASATRE R A KREMNFE S EE 6 5 SIM BUR IR

19
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FEFIT . AR BT R B AL 7 v I 2R TR B B = AR 1 APT 438 M R 7 T R RE AT . B
S TR 7= A e B T R i R S B FE M BRI APT I 488, AT TR R LA R Rl
APT ¥ 38 M R ) B 45 T

[0128] SERET A& 1 HEEIBR Y B A4S & Wik So00 LUK B VP9 B B A ot R 048 1
BB FIER RS . BREmMES MIBEBERTANEASKINT SMAgEREMNR
4o

[0124]  /NERAR S A 5T

[0125] AT T — R FU/NHURE 45 5 S8 LL4 BT B8 10 T 45 & v 7 R 45 LA Rl I 7R3 T
Fii 53 B8 B I B BRAT AL FHO TR UG . BL 10mg BERUEAT T Scwl— 4 14 DR IEHt 7L, K
18 FH 5 148 e A0 B #GER LUKE 50mg/mL K¢ DB E BEIREE . B G5 B R A 1 TR R
&, ELAE A B A B MOR RRAE s R IR o IX SRR 4E RITHE LIS RIL B TR S .
[0126] R 5 SREVID /NS BB IR 45 R

[0127]
BRRD L R
PR TR | R IER
BRI |[NBR
ETH FR737
B TE
GBS VAR
=E NI BT R T
DMF N RL T
NWP N R T R T
s NIRRT
EE KRBT (IR TG )
T N RIORLT
T NSRRI 2
EEE N/ R R
1,3, 6- =W |/INUERRLT
[0128]

[0129] T iX &b/ ML &, BT H/~ AR K BB & B9 ICH 3 111 K97, T
20
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B R AT 5 BB R T R A S BT R AR ik T, R I T L TR 4G AL NE | 18] — FF
F K 1,3, 5- = FIEERIATEERIBFIRE, X AR L — 78 27 KL T EFBE ICH
111 K5,

[0130] LTFHMNF—ERTEENESER RAN. B TE.CH.ZBRLE. PR O
e B vk . BRRIBRIS ALY L A B SR R REE, K5 N SR RREH
s s RIAEE .

[0131] BREWTIF

[0132]  S¥ITR/NRAEE @B A TAT, XY 1 BT T — RIS @ BT LS5
AIEEM B S R RS, EVIEEREBERERFR S, ik T 24t 23 FiEH. AR
WEY L IEFERE—RIVEIBFPEEGREBEE, RE SR EERH KT Ing/mL KIE
JERE (3. Omg/mL) » BEAT T FEJS AR AR B IR VAR BT R . [EIBERTF A, 7E 26mg/mL K
B EWRE TR T —H 16 FEfRL, BEFEAED 110 CHRRKIRENS) 12 BT %
WETIERERE.

[0133] i@ tb-&4 | B COSMOtherm ¥ i 5 A5 Y FHLIU (%) 1 R V& AR E AT A Tl #R ik
IR AR EFEN T A= TERRY. RERMERFI TR F. BZRPATIN
SLL0C HYSEBN T &, M INE 110°CRE, (&Y 1 BT FrRIE R &, 1X R 78 BLiE 7)) b
F LIOC AR E KT 25mg/mLo

[0134] 3R 6. 25mg/mL L&) | U BB W BN /19 15 AR TN &

[0135]

SCHY Sl WIRERE (°C)
1 n-BuQH >110°C
2 DMF >110°C
3 NMP 97.9
4 DMSO >110°C
5 DMAc >110°C
6 ZERIET BE >110°C
7 A B >110°C
8 10% n-BuOH/ BIEBE (v/v) >110°C
9 20% n-BuOH/ B & EF (v/v) 109. 7
10 40% n-BuOH/ HE&EBE (v/v) 101. 4
11 - 10% n—BuOH/NMP(v/v) 103. 7
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12 25% n—BuOH/NMP (v/v) >110°C
13 10% 1, 4- T 88 / Bakk (v/v) 109. 8
14 25% 1,4~ T B / wi&BE (v/v) 104. 8
15 1:1:8 5 —F% /n-BuOH/ E&HEE (v/v) 91.2
16 2:1:7 A 8% /n-BuOH/ B EBE (v/v) 84. 1

[(0136] 3REFE6 FHLRKREHEE 3 MFES 11 FEMIERKIEEE UPLC/MS I B n £ 7E 4%
BIRE PR 4 F g, e B X Bese 0 h R4 T PR o .
[0137]) B4RTA —E¥ /n-BuOH/ T8 & BB &%) B IR HAH LL-F n-BuOH/ TH & BAR & W1 = 2
B VA R B, R BT 2 V8 ) R e IR FL AT st s Al AR (. ] R Bk B A A S B S T R — e
BAE BB AEBRAR, WO HEAT
[0138] %%i‘z%ﬁ%iﬁﬁ)’fﬁ YST APT HIAE X B IE A AL R RAE ME M B4 RS 1APT
e T 1 R, 13 40% I IE T B S B RAIB A WME AR LUE — PB4 RIEFI RS .
BRI RS T 547 UR AR KB A RLR APT, i BRI A KL APT BB R D AN 5
FEAEER R TEREY
[0139] {3 FH BL VAT VR &4, 715 FE 2 43 v A b 4% B b 51 R A A% T 45 i 2 W1, st i %
Z 95 F 100°C, LA 40mL/g EFHNEMAL S 1| (IRFEN 25me/mL) . Bl 9 A L 45 g Fr
B S ALEY 1 BSEIR S A RE KT PLM R, T B 7 BoR ZHEFE SR APL RO 5
Ao IR SIERS B RKBEERZKAEY LAPT FF 98, R EARNS B EAE
2 R e ok R e BB MG M AR . TS S RO S 1APT AR R RS Y, BIRAE
AN 5 7 A B e ) TE T BT R
[0140] VEMEEIE S/ D MEBERTRNAAGRR VEMHTES RILEYW 1 I EK
HIAT BRI R E . T iX Lo e if R 45 51, J T FTik API ROABXS BB AR AL AR ETE R
e RALEY 1 Bk F IR, R 40% DT B / & Bk AR &1 R0k 59 45 & 15 71 &
G, MiZTEERITAR 4 B APT HOBAORI 2 R B B R T HE BRI T & 1 s i zg
YIrE A IR AR
(01411 R FRVRAH
[0142] 8 FIEOERTSIVEIRE T B4 M B RLR . BOBHATE BHEHE IS0 2 ASTM HIARAE
R As SHUAIART, BTy F BAIE KEAZ AR o FE I AT VRAh P, (R Rol il S BE — E R A
FEE B B B I TR . DAL S A B TRCE BOAG  BS ) B A BT RO SR A . RE R A
B4 R (Mie BX Fraunhoffer g ) MAERIZ 2.
[0143]  fH FHIERTET (BU/INAEEGEUT ) R, it R 4875 S U IR AR o Kk &
kiR, SRR 2, B ERAR Vibri TR 23 H) Sympatec HELOS RODOS LR 73 ki
1oy AR REE S LL 0.5 R EUE Sk . FE— L, A Aspiros T B4
BEEE, BLL 0.2 BRSEUE D BONAREER . RERERH MBS LR ES R B R
[0144])  FERIAZMSE B, 5 AL SE SN — F RS E AN S BT R —FEEERETH
22
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ME . SRKIAR AR T = . 1% R ALBUFRN D50, % D50 AW — L EZ BT H—#
YESLEL A2 F 5 1 LASCK 9 R ~F . DvB0 B D[ v, 0. 5] HIRiE 5 2A iF H T3 -4 i o 4z
[0145)  FiAs sk 2 474 4 AR A0V . B0 F 50 A0 AT BLFE AR I — MR R, 41 Ao F1F D9 4R L
FREEMFARIEN.

[o146] PEHEAMBEESHAREMNNME, AE XN OLv,0.9]-D[v,0.1])/D[v,0.5] B
(D90-D10) /D50 Btk .

[0147]  FrR A R 3@ S 5| RAE x f B f)— . ZBRIE=/ME, @ H 79 D10, D50 K&
D90 By —LeLH A, K RAE. F AL D50 B F L3 SCA— B T HE T TR ER. KL
b, 93 A 16 90 % {52 F D90 T 77, R EEAER 10% 7T D10 FJ7.

[0148]  ARIE D[4, 3] RIEHHTIOFA B FE. BOLATH SR UMET U NEMIRE, H
A RS- 34 (E BY B LASE XA AR B A0 & . D[4, 3] BT T4 =P KR 1 RO 77 76 2 U Y .
[o149]  #ill57)

lo150] ARBIEH ROSEREFIRULEY L HFBEMA RS RUNEMEEY. &
R 25 4H -SRI a0 2 5&E T D AR TR IR, 18 a0 A ) BB L 20 LR SR L R R A VR
BV T B skt K EER . BB BT REA T, Wil B EUA A B
T BB T, ki, FrkzgmE & hiE T Ry TR E BT, 2248
4H B Y)IG ELHE 25 W B B TR 75 BARYE 4 K B AL S T VE A 4y« LS, AT ELEE
H e e sl 2 A YL Bk BT '

[0151) & Al §I 253 L5 175 ME R e TR BB L /K B S R WLV TR AL 75 32, Bk 254
AT A ALY, IR RS A RS Bk, SLORM S, &8 S H AT
CREANFT L ) AR 5 & A B AR B IER IR R4S e B ARk ) LK E
Y% TR R L OF B3 Be BT b AT B ) — B A . S 4, T 5T (1 BB R BRBE L IR ER A REER M A

WL MR OELEEES TERZ M. 2F BB B B 7 DAL O AR, Feh R
JEVEAL B D AT 5 Rl B R R SRR kR B R B GR LA R B L P BRUEIE 5,
FFRER CGEUIK. B AR HmEEAE) A

[0152]  #I& B A% EBTE LA W S FWHE S W TTIERAR TR AR N 5L E N

Mack Publishing Company, Easter, Pa., % 15 kX (1975) .
[0153] FiAF LS WE pIhs TRE R AW EHE T, BRERBIENS —MESH

% RSB AN BB SRR RS T . RE CRIER)” AR EY | KA

DASMIRR S o WRAE TR0 1% 3R A0 1R SRR AL R B T4 5 45 2R 2o

[0154] FRAFFHILAMET Ok, DRG TR BEEWE, Eitiz amiEN B g, sirl
FABIEE T AT, Bz e-a M O B M.

[0155]  3&-T 10 AR &S T f i) 700 40, 65 1 245 410701, 38 o 70) L 25 A UKL VR BSOKD R O R T8 L 4
R CRIEEAMAE ) BT 25 IBURLA S g RL  JERABE  [F V7 4 B BT - AR (B
FEFL M) ) L BRI B B R VRAS T WA R L S R VA W R BN BT
81 TR AT AR Yok T R R B AR A 2 o, FLIE W LS A, Btk . CtOll RO R =
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B, BP LA 45 22 BE F (v, e — R ER & AP FLALTIAD / BB MR A U FRIIR AT 8 IR ] A
(Bansk E NEE ) BEmm6H &

[0156]  FR A FFRIIL-S 475 Bl B T B 15 A7 3 6 #7770 2Y , 38 0 Liang & Chen T~ Expert
Opinion in Therapeutic Patents(2001)11(6) :981-986 chFrfiik .

[0157] B F & FIFIES, 30570 8 M 5, % WA S F K 1wt % & 80wt %, BHFIRIA &
Wt % E 60wt % . KR T WAL, BB E S BT . B AR B SRS LR AN
PR BT T ANEE IR PR AT S RS OB R R AT 4 BN S R LR L SR AL be e L
EABE MATER BRERERRHERESER TN . IRAER KR ERW. 8
B AR G R 1wt % 25wt %, BRI 5wt % E 20wt % .

[0158) @ EAE AR T LME A FIHIF B A RS R, EHMKEMOEMRTHEE. Y
B HE VR TR KRR A R R A B ER TR AL e R TR BT R R RERER
BT, FHIFTSERER, B0 (—KEW. BETRG—KEW. . TKWE) .
BB MR G RN BEAE LAY PR AT LR R I B BR A ES —K AW

[0159]  Fr 7 RATFERE M0 FE R T IE ML 7T, 18 AR BR A RS 44 A B8 L BLES 80, BA K BhUAR A,
WA AR 0. 2wt % & 1wt %,

[0160] & FI7RIE & & A N8 77, 18 antE P et . B AR AR 45  RER AR & . IR T A IR BE AR B
SN ETE NS EREE SR A HEESAANOTR A4 . TR LB R S A I 0. 25wt %6 2 10wt %, BRIk
$0.5wt % F 3wt %o T AR AT EFERA I PR L IRR TR KB .

[o161] FHHBEWT HEEBIERA T . A 7B EWEE AR BE A5 ET
2B R FREVERRAL BRI . BREANANAE-BEREZE A AEFAR
HEAK. MR EHEELL 80X KIZEW. L 10wt %6 E 25 90wt %6 KK & 7. 29 0wt %6
%5 44 85wt % BB 24 2wt % B2 10wt %6 HO B AR 7 B 29 0. 25wt % ZE £ 10wt %6 KITETE
o AT B FEDR I (KB A 44 55 7 WL H. Lieberman & L. Lachman, Pharmaceutical Dosage
Forms:Tablets, Vol. 1(1980) »

[0162] B 1 R g [ 74 #1750 77 EC 46 AR A7 BR B U RN / B RO AN Y o ot ROBR L I )L 4
FEAR TR O | R R Y L RR R R OB A R R R e R R SRR RO . & IR
BB R B R — IR R AR ME R E RS 6, 106,864 =, BLH BT ARBRBEAR (Eom
Be oy EAR B isiE B RBHIRLT ) M40 ¥ W Verma %8 N\, Pharmaceutical Technology
On-1ine(2001) 25(2) : 1-14, FALAZRAS 4B O &A@ RIITiR 1 L WO 00/35298.
[0163] FIAFHMLEWIRFIEEATFE MR . ENARERNE. BB I a TREH TR
FFEERRK N B EE A RN ERRER B R A LR R TS T . B8 St
U5 1 3E FE 4% B ARSI (EIEMED ) EST RS A RS 2 RAAEROR.

(01641  Ji% B SN FP)IE % A 7K IE WL, SLRT S AT R, g an #h28  BoK L s A & ob ) (L
WEHIE pH NS E 9) [HB— BN AT S, BE B NKEEKBREFSEHRSE (F
IR B TR K ) BEE A B T . 78 KB 2548 T B0 anodi i v v 6 1) 2 B B &b 61 771
A] 25 5t A8 FE AR ATUB B AR N R VR K POATE EE G R AR FE L. LR B AME T IR B FETE ML
A K T K VAR R B BB T MR 2R, B AN TR B K VR M EUG FEME VR IR 5 TR, TR
FIRLE S LREMN.
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fo165]1  FE T4 & 5 B AMNA BT A FF 4621 I v A 1% T8 i A8 A& M BOR (W
GEOVARREENEER) ) KIRE . M B NA TR HIF)ET EC 6 A0 R ST BB BT / Bk R
TR, b, X A FF 5940 A 4 B EC AR B S R 3R DA VR IR A E ML S IR R
RN RIN LS T

[o166] A K EAILEMINT] R ERA T E LRRBURAE, RERELHE T ATHERRAT
1) 7R, VR TR KR RS S R T VAV S B R O K S SOk L YR s B SR L B SR W A RO £
FIKELNND W48 T4 I R LR . IR AT {3 F HE B A« AN SR B8 EE K 0l SR
WEAE . AR E R B R . R RN AT R RESIE G R ¥F B W Finnin
M Morgan, J Pharm Sci (1999) 88 (10) :955-958.

01677 BEMAETFHHE T RBFEELIE FRHKZ. RFIL. FEHFEIFANIE
(phonophorems) JBE S N (sonophoresis) BFEHIN (#41 POWDERJECT) yE & HKiFIX.
JE B ¥ B 175 A B R a0 R N7 BB O D/ B R

[0168)  FR A TFAL-S M 7R 1T & A BRIE I R A TR A 2838 % 2T B0 (RMEONIE
W), Bt 5 IR T 5B S, BN IR A H 4 R, B a0 5 @ an B e B E B R 08 B e VR
) BNINIEZE 4% 8 BB 88 . Bk 8y CERE NS s 1% U S S RBUK F R F 44
aR w5 88 B AUA R F AR ZE , AW R SRR FE A M) GE I SRR ) o ZIRE
g8 R OBER EABRREERTSHBRRBER, AR ERE S RG-S,
BT 9 80 T AR BRAE K TS AL S R R U R R (B30 EOH BR & 7K EtOH)  —Fh B 2 Ff
VEHEHE TR LA B R A SIS MR, 3 0 1L BUEE BT = MR BR B SR R IR

[0169]  7EFH T T EREFBREIFIZ B, iZ - WA 2&E T @B BN EIEH K/
CEH/NT 5 MK ) o T B I AF AT 35 24 R T V3R B, 1 S R HE ST DR B UL AL PR 5
VKT B s T8 1 A 28 L HS BRI KR T 8 R 28 IO AL BRI 35 T 1

[0170] FTFMASRERKARKRE BB LG (Hlan AR E PG LERHIRG)
B e ) B8 AT 1 & MR AL A O FE O SRR B R (I 0 LA BB ) R M RE R R
(EiEn - 288 . H B s e ) MK RKIBEY. ZILFE AT AT KB ERE—
IKEMEIR. FLEE R A IR S LE RO L R R L L B R SR A R
(01711  XEF T A s iR Ak Jy 2 UL AR AR S OK BB B S5 AL B A IR IR AT FEAR IR B B & A 1
MR E 20 BITHA K ALSY, RiZESMATE A 1 A E 100 . sBHIFRI a1
A4 1. A 8% R 7K JEtOH B2 NaCl. Al H UMUEB A BB BT EFEEMEARZ ZE.
[0172] TR/ BHRESTFHHIFIETHEHE OL- ILEE - LRLZE (PGLA) FCH] AL
B H AN / Bek R HHZY . & A B9 R R TR (iﬁﬁﬂ@ﬁ@%&fn?@ﬁ@ﬁﬁﬁ%ﬁu Btk
AN ) ATIRINESRAETRAR / BHE TRIHF .

[0173]  7ETFHRA SR SIERHGI, BRI ERHIBEETBOERRRRE. R
2 B B B TR O E RS TRV BB A 100 E 1000 5L vE MR F AR B “1%
E—KE (puff) 7. 5 HAFIE@EA 100 MITE 10 ZILKTEE, HATLLRFIE T, BEH
LR 4 B — R EG0

[0174] ZEMALSYTLER / FES T, Gl 28N, FEFLSEETIER. 7] A5
SR FIEL R, (B 1 8 M A, T & MR B B S TR s AT RS H ki in ik g
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Hhg / BB T .

[0175]  FiAFFAL S IRA] B A TERMBEE 4, 8% £ T%2E pH @RI KE
ER 7K B O A BB BA M R i R R . B TR S R B T I E A ERE R
A AVET AR (W AT IR UK B e 45 R ) RN AT R AR (IR EEE) A RROK AR
BT IB B R, E LA, BT (niosome) BRAEFiiE. BEYW (B EKRERNE
M. RZEE ERE) (HFRERESY (PR NEREAUR R OEA R R T RIS
) (BRAETLZHERSY (HlmE 2K ) TEEMEN, EnFRR R R RS Pk
S PR P T ek RIS . B B S T RO FTTER B AR Bk ER B / BLERAS T
[0176] FRIAFFHIUEWE STAHEHERSFELE (BUAHMBRERZ_BEREY) &
2, LR AR E AR kMR AR BER / SR E . G, SRIEY) - 3
A S SR E T AT RSB RS TFiRZE. AR MEEY. 549
BEE A KA 2R 8B SRR RS VR SR B N, B, FED9 B IR RSB E . a -,
B— M y- M ATAHAREM. VLG WEPRRERBIE WO 91/11172.W0 94/02518 K&
WO 98/55148,

[0177) L& | BT A SFIETT NE R KL 0. 01lmg/ kg A B £ K£) 100mg/ kg K5 .
FERAFEE ARKLAER 0. Ing T R 3000mg. £E 8477517 F a9 HHEH > B ERTR
4 5 N F2AZTE AR 4 IR N AE 0. Img E K # 500mg, fLi££9 0. 6mg 2 100mg AZ A EL IR
W, OMEE, ZASYFAIEH LEREBITN. MEERTHINREAETERA 0.6 2L
500mg, 2o 4 B 7 BLAE 24 /NEHHAIEI RO 2 7). Rh B 7 A) LAIE 48 6] bR B S U FE RIRY (A &,
(0178]  EH &y o A 8 AR 38k pl B0 15008 BIOW DU RS RE X 5 sh bk s AL B A . TP R 5 L8 Ak A2

PRI P S 28 VIRTE L | BURE PR M PR B R AR L 2 R MR RBALE L BN ERE R RS B R R
F&, B¥EE EMBEN.

[0179]  FE—ASEfti A& F, &K PR Mt —F a7 F Z MG T M 23 (BEAZ)
S MRAE KR, AR ZEALME TIHT A RERARREP RO ARALE
Y11 SRR TEW WSEHETT R, Pk Rmcy A B s,

[0180] FES —ANSLiETT Rh, FTid 5 H G AR AR K O AE , B HE S A P R B e L VBUER 97
TF. XSS R, Bl SRRk B AUAE . SR S I8 . T B NIRRT
JiRRR B2 LR R AR BT SR BUR L B BRI R () BR A A NSCLC J SCLC) B #
(BB AT ) 4587 B SE  FROIRBRIE | i B vh AR Hoh £ R G E - A9 £ R S5 B 40 U 2o
25 REYH MR A0 42 P 53 WAYE AEOIR R L A SBUBR 28\ 3R B JRE RE A L R P (Y
. BEJR PO ) IR BER . (Ban, PSR ) L B (Bihn, B A ) (B RERRRS (41
1, AML. CML B 88K B AN RS 0L X BTREA ML 1% S i85 ) RS (Flin, Bmm. 2K
B IR L SN AR AR B2 L ALL. CLL. B 20 Mbk 208 . T 4 ARtk B8 fRT 78 S v 2/ AR 2R
LT BMEMER) .

[o181] —MREMTR

fo182)
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AR ‘5
Z nBuOf[ E j
ey

ieli% o}

HR3
[0183]  LATF B4R 4% 1% S5 9 Bt il & (5 33k — 2 ] B % 2806 Ut PR AR R PR SE I O K I 2 T
M. SEERMR, Ak B VG B 48 AN 52 LA Se R B Ve I PR il o

3K 151

lo184] — BTV S M B

[0185]  #oK X GHERATHT (PXRD)

lo186]  ARHELAT 77 RUKEE PXRD BB . K HEM Cmg) BT EERMEMBRE S L. RE
G 1%L B BNTD &4 GADDS ¥l 28 1) Discover D8 (Bruker AXS Instruments). % RGi{E
FHYERRTE 40kV 5 40mA HO4R X B0 UE AR 1. 5406 1R CUa 1 R4F. A 0.02° D3t
FHE.60. | FPRUS BN (EJUREE 4 2 40° 20 MIBUE. @EFEWENTHERSR £0.2/Z (20)
HIRZE .

[0187]  SSNMR 1% 28 K& /%

[0188] #RIELL T HRJxEE SSNMR #i#E. 7FELSLT K M4% Bruker—Biospin Avance 111
500MHz NMR F6 481X P B Bruker—-Biospin 4mm A 7mm BL CPMAS #RE&F B8R GIE . {F 4mm 2
%u%%iwﬂﬁummnTm%oﬁhm%%u%ﬁﬁwlﬁzmme% EEp
AR (BERZEN ) IR

[0189]  {# FH R F & R ARA B 4 TiE 5% (CPMAS) &t%“tlﬁﬁﬁ”c B AW ILIRUFE
52480 (ppm) £0. 2ppm F & .

[0190] ZE/RFMEREE (DSC) :

[0191]  {HF QLO0O ( #AFHTAXES ) HIT DSC B, HRELBANEFHIANEHEE. M
FIREERE A 1. 6 L5, GRS PHZE 25°C, SRIG LL 10°C / et M f#E R FHEE 250°C.,
FREFRESIE MBI

[0192] A& ig. e HiIsfiEY) (Brunaver, Emmet and Teller) (BET) tbZR M A (SSA) il

E

=

[0193]  #RIELLF 77 U4 SSA WU B(E . HASES FE SRR LK 5B E AR ETE T

2R T R LR AR . W N R VRS rh I S R N SR A R KRR

o SRIEHRE SRR S B FMEA TR M TR M E () BIMASEMBE . BREHSIER

g&}iﬁ%ﬁ&ﬂ%%rﬁi%ﬁﬁf%m&@o SR G AT B SR B R T BT B A0 & 8 IR RO

B (BET) g, BB AL LR TEAME (VR I0, J. Am. Chem. Soc. , 1938, 60:309) . &
27



4T611D7629563 P9 28

CN 105008357 A if"’-" Eﬁ :F; 25/38 11
FHE 1l 42 05 B8 2 SRR MR B L R TR, i R BB AR T 1S0 9277:2010 LA L
E&EPO

[0194] ASAEGEEE (IGC) RERENE ! ,

[0195] #IELL T HL(EA 16CIERTREMEE .. K70 BRI IE TR IR

o, BT 7E UK B0 B T 3 S R R E R A PR A . B TR AR A8
T IR R R BR84SR T R R B A, T TR A . B IR — R IR AR SR
(FEH.ERRRER TR ) AR, IR MR e R & SERE
AT, P LR SR B S FTR A P S IR SR AT R . (REEE (#F
ot S FE A A B SRR = 1) ) FEARAR” BEAT v ) X A b T AR A o 438 PR B e e 28 SR B o0
f 2% THI 3 7 1 R S0 PRI Ak BL &R, AL BT RORABOR B0 (10 [ 08 R O R T B

lo196] & ELSLHEH
[0197]  ZCHEM 1. 4-(6- EEE - mbug -3- &) UREE -1- FERAUT R Ry %
[0198]
Hg
R Lict (50 psi)
o N EtsN PY/C
Boc 60-65°C 'ﬁ 560°C
(93%) T (96%)
HRA R 23]
[0199] BB A. 4- (6- BYEE - Aibng -3- &) UREE -1~ FERAUT BE RO &

[0200] T8 P ¥R AN 5- 2 —2- RYEEMERE (10.0g, 1. 0 %58 ) LA A& DMSO (25mL, 2. 5vol) .
AN N-Boc WRME (13.8g,1.5 48 ), RIGHRIM=Z (7.5¢g,1.5 38 ) K LiC1(2.1g,1.0
YE) . BFIZBEASWINEE 60 E 65 CE L 12 /MR,

[0201] 357K (5mL,0. 5vol) ZEHRINTiZT 60 F65CHBLEA . FILZEEWE60 F 65°C
¥ 1 NEE AREAHERIE . WiZIR AT 20 F 25°CHA 1 /N, SRS #2Whatman™
JELE b, DOKIEEIZIESE (50ml., Avol) . UERIREE 14 g B g S A 88 .

[0202]  #57K (100mL, 10vol) RINE iz & A Z LA F LS, W IZREWMER 35 &
40°C Jgi 2 /NI, SRS T I B 7E #2Wha tman™JE4E E R, LUK (40mL, 4vol) 5 HX Le
15, RETEREHAD T 50 £ 55CTIEHTRIEK. 2& 4-(6- TE AL - nbng -3- 2 ) - Wk
B -1- IR T B, AR (W 14, 1g iRER~93% ).

[0203] BIEB. 4-(6- S & - ML -3- K ) WREE -1- BT EEmIH] &
[0204] FRBEPEI 4- (6~ YR - AEnE -3- 2L ) - URME -1- FERMUT B (12.0g,1.0

B) URZEEZEE (48ml,4. Ovol) o FIAZR DN 50% /K18 5% Pd/C(480mg, 4% w/w) H

LER MR ZA R SR, ZEBUASMME=IK, REME 50psi E S . ¥izBEWink

# 42 £ 4TC A RVIRBEERESWEET L A1k (ED 8/ ).

[0205) T UEIZAMIREMIFLLZBRZE87E R (2X 1. 6ml) . FERUE T & IFHIIEBIR 48

F TS 6mL (2vol) » TIZBEW T EHRMIEEE (54mL, 4. 5vol) , FFAEUE T R iZREEY
28
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FEFRA 6mL (2vol) . TiZMARINIERLE (54mL, 4. 5vol) o G FTB RIS S+ Z 20
T o5 CH RFBEE 2 /AT, TIIZRFK IFLAIEBELE (36mL, 3vol) B URIZIEYF. 1 1X[E 4

7E 50 & 55 CHE T P FET R . 98 4- (6- F I - kg -3- ) - IRE -1- FIRMT
BE, R EEE (U 10. 4g U~ 96% ) . 'H NMR (500MHz, DMSO-dg) : 6 7.62(dd, J =
2.99, 0. 60Hz, 1H), 7. 17(dd, J = 8. 85, 2. 99Hz, 1H), 6. 40 (dd, J = 8. 85, 0. 60Hz, 1H), 5. 45(
bs, 2H), 3. 43 (m, 2H), 2. 85 (m, 2H), 1. 41 (s, 9H) ;°C NMR (125MHz, DMSO-d,) : & 154. 8, 153. 8,
138. 7, 136. 8, 125. 9, 108. 3, 78. 9, 50. 5, 43. 8, 43. 0, 28. 0 ;HRMS: C;,HyyN,0, (M+H) "4 71 AR -
279. 18155, 4 TI{H :279. 18173, |

[0206]  sKfEf) 2. 6- VR —2- & 8- PR E: -5 P& -8H- mbue I [2, 3-d] WrEuE -7- BRRY
il &

[0207]

PA(OAL),:
EtsN; NMP,
i o B5°C
HaN TRA 3. Ac, 0, NMP
B5°C (81%)
CHy
NBS A B
(COzHY, L
y MECN,60°C " N\ ( #
cr (88°/o) Ci N
WK, MIBE
(78%)

[0208] IR A 5- ¥R -2- & -6 INREEE - WIEpIH &

[0209] FASEFBEMAAZE (3000mL, 3. 0vol) , RIFERM 5- 1R -2, 4- —F e (9 FE
227.87 ;1000g, 1. 0 ME ). HIN=2Z8 (612mL, 1. 0 248 ), SRIGTE 2 /NATHE (8 218 B In IR
Bl (48 85. 15 :520mL, 1. 2 248 ) LUSHIEMBH. A RERNZE, MTEE,
Bl 5- ¥R —2- & -6- R HEH: - BELE (5g,0. 5wt % ) RSN EMREI R . RN T
25°C T HE 2 /BT

[0210] 7 20 = 25°C F LA 30mL/ 4340 FIE MK (2500mL, 2. Svol) IMEBZEFRF. K
2°C / S BIZIBR S M EE 8 E 12°C. Hi%INKYEIF 8 & 12°CHN 1 /Iit, R
#2Whatman™E 4% L it yE. LLIFBESE (2000ml) 7E¥EIZEEDE. LLIEBRKE (2000ml) 7EIL 3T
MRER LR E AL . S RABR S M DT 50 B 55°C TR A4 2 B @A
LB 5- 1R —2- & -6- R E - HEMEE (1020g :84% ).

0211  UBB. 2- & -8- FF/R&H: -5- B & -8H- MEuE 3 [2, 3-d] mEng ~7- ERAIH| &

(0212) ZEREEE T T&SS PN 8 -2- 5 -6- AR & - mng (10.0g, 1.0 H&)

AR N- FREEAL S BEER (NMP) (50mL, 5. Ovol) « FZRABIREMFHRMESR (4.7¢,1.5 3
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B) A=k (20.2nL,4.0 X8 ). HBEEBRSHFEARSHE=ZR. TZERAIR
RLIRE YR ER I Pd(0Ac), (0. 25g,0. 03 245 ) . #5518 3 A B /5 EE B 85 < LA
BARMES K. BiZRESWNHRE 65°C, FAVFIHEEREREFRENIE (Eb 6 /T ).
[0213] ¥ ZBF (6. 8mL, 2.0 4 &) HBINEZRMNIBEY . FIZRKBE 65°C TR, £F| R
K NIE CAER T E 2/ ).
[0214] B IZRIIIR-SWVEENE 20°C H 500 H0 (100mL, 10vol) LAEAE=Z 1% « HBr &, ¥
JLIE H 2- §1 8- BRURHE -5- B Ak —8H- mEng H (2, 3-d] mEng -7- B, MBI 20°C TR
A 1 /NEE . K% A 5T g 3 LA H,0(20mL, 2. Ovol) LA K 4:1 B ST BE /1,0 /R &4 (50mL,
5.0vol) JE¥E. SHSIFEMAEE ST T 55 £ 70°CTBRUM 4 2 #5162 KA E /K
2- & -8- B REL -5- B -sH- ibrg Ik (2, 3-d] g -7- BF (7.8g:81% ).
[0215] HEEC. 6- IR —2- & -8- PRI -5- I -8H- mtne 3+ [2, 3-d] MEUE -7- BRI A &
[0216] Tt BB AP ERIN 2- & 8- ¥ Lk -5- B B -8H- Mt ue JF (2, 3-d] W
mE -7- B (9. 35g,1.0 M&E ) LA ZEE (65mL,7. 0vol) . #SAN N- /RERIAMEI AL (9. 67g,1.5
ME) RER (0.656g,0.2 ¥E )., REBIZXFIBEWIMHAE 60£5C. %M 60C
TR BRI FEREE NI (B0 6 /). HiZMEAEE 20°C H I H0(9mL, Lvol) .
FiZIRFK P EAT H,0(38mL, 4vol) FEITHRERE4NAIR (3.88g,1.0 H&E ) . FiXIAK K
A1 /B, SRR FE #2Whatman yegt FE BT EE, LK (19mb, 2vol) , ARG LA 73 R / 2
SR EY (28mL,3vol) B MNASE, RAEBZERBREBEZEN L. ZFYERT
M4 h T 50 2 55°C FFif. 25 H2REGRE AR 6- R -2- & -8- FFE -6- B
F ~8H- meng H (2, 3—-d] EnE ~7- B (10. 52g :87% ) .
[0217] BT MNP EREREHBEERIT —PEML XY, B BE (60nL,6vol) K
6— 1R —2— § 8- BRI -5- B -8H- mtuEIF [2, 3-d] mEmE -7- ER (10.00g, 1 H&E ) &N
F RN FIME 80°C. HiZIEHUR MRS W@ T & X418 i 78 LR R £ A PTE HY Pd
R R AT EMIE R TS L. 8O C A (5mL,0. 5vol) i&#k. LA L°C / #4higi%
WIEHE 25°C, LA Iml/ S EIG IEBREE (T0mL, Tvol) HRINZEZ R BRI . UL 1°C / 4358
BAZIR R H— A IE 0C. ZRKT 0CRALZE D 1 /BT
[0218] & i%IR I EIEYE #2Whatman JE4C BT 8 B IE LT (30mL, 3vol) W NI R FFES,
GBI R E iR L, HE BTSSP F 50 £ 55 C N FRiZ™W. 78234
L E AR 6- 1R -2- & -8 Rk —5- F&L -8H- Htug It [2, 3—d] w¥ug -7- R (8. 73g,
87 % ). 'H NMR(500MHz, DMSO—dg) : 6 9. 20 (s, 1H), 5. 82(m, 1H), 2. 65 (s, 3H), 2. 11 (m, 2H),
2. 04 (m, 2H), 1. 86 (m, 2H), 1. 64 (m, 2H) ;"°C NMR (125MHz, DMSO-d,) : & 158. 2, 158. 2, 157. 6,
154. 1, 144. 0, 120. 9, 113. 0, 54. 4, 28. 3, 25. 7, 18. 3 ;HRMS: C;3H,N,0,Br,CL, (M+H) "B 1+ B AF -
342. 00033, K INAH :342. 00037,
[0219]  sEMEB) 3. 4-{6-[6- IR -8- ¥ RAEE -5- B —7- &AL -7, 8- & HtugF [2, 3-d]
mEnE -2- FEE(E ] MbnE -3- 2 ) - IREE -1- RERRUT BRAYH &
[0220]
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Boc:
[0221]  LAPUE MM (900mL, 15mL/g) ST 2 B R 4. MEHEERT
20°C, H AL 250RPY $5h. LA 4- (6— & & - nibng -3- &L ) - URME -1- FERHUT BE (63. 4g,
0.2278 FE/R, 1. 3 {8 ) WIAZR N, FHEIZIRESWRIFE 20°CF 30 48F LMEZERHE
fi#. Wi FAL 30 e EAE L EAL RS R (93.9g,0. 193 BE/R, S8 LIRSSEIH 1. 1 1B ) (F
THF 7 2. OM, 1. 1 348 ) $IARRILY. ZRRIMERSTE 20°CF 40 43 8P, LL 6-JR —2- & -8- ¥

SR8, FELA THE pR#E (50mL 7Rt )« BT FRAE 30 44 HA B AN S0 7 T B B O B P 32 30
(93.9g,0. 193 BE/R, 1.1 48, 85 2 kS (T THE &1 2. OM, 1. 1 248 ) . iZHbRMRIFAE 20°C
T 90 48, SRJE M 20°CHnE 60°C,

[0222] R )&, THF (2. 86vol) R HOAc (1l 4& ) WIBEMA FE KRR . SRGLL 0. 5wt/
wt % 1) 4- {6— [6- 1R —8— B 3k -5- B EE -7~ | K -7, 8- & —nibug 3F [2, 3—d] Mg -2- HE
Fe)-atnE -3- 3 ) - RS -1 - B ER AN T Bs X i RN & % 3F 35 35 THF (1. 14vol) 5 HOAc (0. 4
ME) MRS YIKSERILIE. AEIE 20°CZ G, itk LLIREE (4vol) J7K (6vol) K
HER (dvol) 7Bk,

[0223]) ZIBHEHAEETTT 65 CFEEHEERUE 4-(6-[6- ] 8- FFE -5- F
B -7 A% -7, 8- & - mteg I [2, 3-d] wEng -2- A E - ke -3- &L} - URAE -1- FF
FRAR T liE, 3R 93% . 'H NMR (600MHz, THF—dg) : 6 9. 36 (s, LH), 8. 87 (s, 1H), 8.22(d, J =
8. 8Hz, 1H),8.04(d, ] = 2.9Hz, 1H), 7. 39(dd, J = 8.8, 2. 9Hz, LH), 6. 10 (m, 1H), 3. 55 ( F,
4H), 3. 09 ( T, 4H), 2. 60 (s, 3H), 2. 30 (m, 2H), 2. 09 (m, 2H), 1. 85 (m, 2H), 1. 66 (m, 2H), 1. 46
(s, 9H) ;'°C NMR (150MHz, THF-dg) : & 159. 5, 158. 9, 157. 7, 156. 0, 155. 0, 147. 2, 144. 62, |
44.56,138.0,126.7,117. 6, 114. 2, 108. 4, 79. 9, 55. 5, 50. 6, 44. 7,29. 0, 28.7,26.9, 18. 1 ;
HRMS : Cy;HasN; 0,81, (M+H) "B+ F {8 :584. 19797, KIL{H :584. 19811,

[0224]  SEREGY 4. 4-{6-[6-(1- THHE - Z/HH ) 8- FF R, 5 FHE -7- 5L -7,8- 7.
SALuE IF (2, 3-d] MEnE —2- BEEEE 1 nboE -3~ & ) - UREE -1- FERAUT BRRO &

[0225]
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O L em
S e
—_—
PA(OAC)

oeerres 17 ) ’

DPERHOS
nBuOH

959G

~
N

(7% [ j

'é’a'cv !Loc

l0226] LA 1- T E¥ (60OmL,6ml/g) 3% M T 1. & A A ™ % 0k & 8% B &
4-{6-[6- V8 —8— ¥ jR 3 —5- & -7- E AL -7, 8- =& - nbwe I (2, 3-d] W -2- EH
He]- Ak -3- 2 ) - URE -1- FRERAUT S (10g,0. 017 BE/R ) KT HZIHEBE (5. 1g,0. 051
BE/R,3.0 ME) ., INTHRAEZIE (5. 3g,0.041 BE/R, 2.4 ¥&) HAERSBEITHRKEN
A 30 40 4h SR AF LIRS F S . BRI0ZBRER (0. 16g,0. 00068 BE/R, 0. 0400 2498 ) K XN (2-
SRR IR EL ) BE (0. 45g,0. 00082 EE/R, 0. 04800 ¥ & ). 7E 30 440 BH (A1 1 Z 8 & 900 #
F 95°C, A7 95°C TR LKL 2 /Nt o 5% IR-EG VA EDZE 80°C, FFEURE LA I I B2 56 B »
Fr Rz 5, hnsk (5mb, 1. 5ml./g) K 1- T EE (30mL, 3ml./g) »

[0227)  iZIAWREEEH 0. 45 Tk B It ok 2% it i DARR R 0TI HO48 . AR InsK (35mL, 3. 5mL/g) , 48
JEERIN L, 2- 8 EA LT (6. 3g,0. 085 BE/R, 5.0 B\ ) . ZIREAME T0°CTFHFRE L 30 7
fh, B IEBED, ARSI 15 2%, 8 HEREKAR, FRTE 30 40 AT iR 5
BHIE 60°C. bL4-{6-[6-(1- TE K - 23k ) -8- IR HE -6- 4% -7- &1 -7, 8- &t
g I [2, 3-d] W¥ig —2- FEEUEE ] bug -3- & ) - WRE -1- BREAUT B (C &Y ) (50mg, 0. 005g/
g) XTRIR AN SR IR FRT 60°C e 90 434,

[0228] — H WX B 455, 7F L /N A D iZ IR S v HI & 50°C, 7R 50 CLR#F 3 /)
Af. 7F 3 /NBTHAES IR & WA 1R 30°C, FF7E 30°CAR#FF 2 /N, SR TG T7E 4 /B i 8] %
HFE 20°C, HE 20°CIREE 4 /i, TIEZ WK IFLL 1- TBEE (omL, ImL/g) ¥EFBE. #HF
YR, 325 4E 1~ TEE (10ml, ImL/g) , BL7E 20°C T #EZIA IR L /NF . HEHZIEDE. M
B LA T BTk (20mL, 2mL/g) J5 ¥EIZIE AW, I8 B KRG B ] (2 /NBTEREE K ) 1%
FEHEABE. £ 70°C FFBRiZEH. WERNHNT5 F 80%. 'H NMR(600MHz, DMSO-d,) :
810.0(s, 1H),8.87(s, 1H),8.07(d, J = 2.9Hz, 1H), 7.91(d, J = 9. OHz, 1H), 7. 48 (dd, J =
9.0, 2. 9Hz, 1H), 5. 83 (m, 1H), 4. 47(d, J = 1.6Hz, 1H),4.05(d,J = 1.6Hz, 1H),3.77(¢,J
= 6.4Hz, 2H), 3. 48 ( %, 4H), 3. 11 ( %, 4H), 2. 37 (s, 3H), 2. 22 (m, 2H), 1. 89 (m, 2H), 1. 75
(m, 2H), 1. 61 (m, 2H), 1. 58 (m, 2H), 1. 43 (s, 9H), 1. 38 (m, 2H), 0. 90 (¢, J = 7.39Hz, 3H) ;"C
NMR (150MHz, DMSO-dg) : & 160. 9, 158. 2, 157. 3, 155. 2, 154. 6, 153. 7, 145. 0, 143. 0, 142. 6, 1
36.0, 125. 8, 125. 5, 114. 6, 106. 6,87.8,78. 9, 66. 8, 52. 8, 48. 5, 43. 4, 42. 5, 30. 3, 28. 0, 27.

4,25.1,18. 8, 14. 4, 13. 6 ;HRMS : Cy3H,eN,0, (M+H) "B v+ A& :604. 36058, KIN{E :604. 36049,

[0229]  Fideh(afk T4 - ZIBEBEAT 3 0 B M £ R8I —. A RIS R H 1S
BRAERB) F15 P98, TG B BRI D HUE LR 4 B EMR DS R, @it P C B RE ST =
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RURAWINRFMRE T EE - ZHERREf SR, B c R, XL KR MME—FhA]
T &EY | HEW, BEAELSRE, THEE - 2MEBE C BIATE.

[0230] B rf AT B - ZAHEEBE AVB X C BV Z S PXRD HER HAIFIR TR 7,
8 & 9,

[0231] R 7. HlEE T HAE - ZHEBK A B L &K PXRD 2

[0232]

20 (° )40.2 |WEIRE (%)

4.3 100
4.8 85
6.2 39

[0233] 8. HAE T EEE - ZMHEEBLA) B 22 AR PXRD 24 HE
[0234]

20 (° )x0.2 [E3REF (%)

55 100
7.5 3
9.7 3
11.1 4
14. 8 3
16.7 4
17.5 5
20.1 4

[0235] 9. WHAMA T - ZHEBLAY C B % SR AIAY PXRD e
[0236]

20 (° )4+0.2 [ (%)

5.4 100
9.7 11
10. 8 58
12.7 10
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13.3 24
13.5 27
16. 1 12
16. 6 8
17.0 14
17.5 22
18. 1 8
18.8 8
19.6 16
20. 6 16
21.7 17
22.9 8
23.8 8
24. 4 8
25.0 8
[0237]
l0238]  sLptafy 5. Bt shWr RVLHI &/ D RILEY 1 iF R
[0239]
~o” "™ 1. msA
ARSI
[0240] T 288 h RN 4-{6-[6-(1- T &I - Z M )-8 F 3 -5- B -7- £
£ -7, 8- & AknE 3 (2, 3-d] mEng ~2- BLEUEE 1 Abne -3- 2 ) - URME -1- FERAUT B
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(2. T0kg,4. 47 BE/R, 1. 0 248 ) , SRIS A7k (27. 00L, 10L/keg) R AHER (13.50L,5L/kg) IR
S . BEBEARENBENT 50CE 55CIE. £XKL 10 5-8hEAE, & LK (5. 40L,
2L/kg B9 Rl ) R AER (5. 40L, 2L/keg BIEEL ) MR R EARIE M (2. 15ke, 22. 36 BE/R, 5.0
YE) RINEZRLYS. FRAMBEYWRIFE 45°CH 55°CZEZE D 12 /M. iR
B ZRBGEAHATER .

[0241] G ZRFLIREWAEE 35°C, 3K 5wt % B B EALINIE R B TR -S4 53 BUER 43 48 N
TR LM %R BB ST & E pD9, W iZ K B ER R H E AT 20°C 5 25°C 2 (8], Kitk
RidiE. LAKSR G CATRBRVE iz 80, FFEE T T .

[0242]  EFEEFEA/NRAERAILA Y 1 BB, H 5 M W0 2005/005426 K SKiER] 4 F{E
F NaOH 7K & AL AL A4 | 3R 38 B i) 25 4 B & 30 o

[0243]  BRT ECHREMARMREF (XFRTFR 10 FELE S) LA, &L T — EEE K
B Ko 7K PV 77 R 40 LA RE S i S B2 K B SR VR R B oy BB AL S 1 U S IR R . AT T SRR
AR IR 306 SE06 LA 5 R T o ()4 20% L Bk G AL AR S TRAL S | IR RSk . IR iR
SR ESERS B ZE RIC A T 10 v, KRR FEN— R M.

[0244] 3R 10 45 B R IR G LIS &5 SRIC.E

[0245]
B [ BRI RS W i
A % LR K 99 99. 93
B e ] 16 % THF/ 7K >100 98. 77
C BT 28% THF/ 7K 95 97. 95
D HC1 7K >100 99. 59
5 H,S0, 7K 98 98. 6
F MSA K 98 99. 42
G MSA 16% THF/ 7K >100 97. 86
H 2 7. R 15% NMP/ 7K 88 97. 7
I F2 L HRER 15% DMF/ 7K 90 98. 91
J TFA(8 28 &) pilS 100 99. 14
K 2 LTAR 15% CH,CN/ 7K [>100 99. 56
L BRTTAR 15% P / 7K 92 99. 54
M ¥4 TR 15% DMAC/ 7k >100 98. 91
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N 2 TR I5%ERTH /7K |92 98. 67

0 MSA 15% CH,CN/ 7K 100 99. 52

P MSA 15% A HEH / 7K 97 99. 54

Q CRSOH( AzEa) K N/A N/A

R MSA 33% CH,CN/ 7k 99 99. 7

S MSA 33% A / K 98 99. 74

T MSA 33% MeOH/ 7k 98 99. 74

U MSA 33% THF/ 7K 96 99. 76

[0246]  SCHEMW)] 6. &4 | /KL HFES B A A KRR B B A 5 1L

[0247]

> Hg'

T I 7S R R MIAR B SR R 5 51 & AL B4 |

[0248]

WET (20g, 44. 69 BZEE/R, 1.0 %

), REEIN 1- T B (320mL, 16ml/g) 5T &8 (480mL, 24ml/g) » I IZE AR FKINEE
AT 95°CE 100°CZ @ LAREB MR . FiZRMBAIE 80C. TiZRNBFHIER S, =
WEHBERT I- TEE 5mL,0. 25mL/g HIJFEEL) PG | S (A &) & (0. Lg,
0.2 ZEEE/R,0.005 M5 ) (9 SFRH LB KRES. BHIBBIMRET 80°C L 3 It.
FiZIR K LL 0. 2°C / AR FE 350 AR HEIMA AT E 10°C R L it g, LLTa FEEIR S LA L
BUYZIEYE, HITET THHRE.
[0249]  WLFiEFAE T AW 1 BB KR AR &, S5 T CsEme 7 F ik
B — 4R 2 B ) 2% B U SR SR A

[0250]  sEHEG] 7. AT HI& KK MLEY 1 IFEE —RIL

[0251]
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Lo

[0252] T RESEFEINZK (200mL, 10mL/g) K 4-{6-[6-(1- T HIE - ZHE)-8- KL
e -5- FBL ~7- & 4% -7, 8- A ML nE IF (2, 3-d) Mg -2- FE - mbeg -3~ 3 ) - 0K
g -1- FEESAUT By (20g,33. 1 2R, 1. 0 248) , SR/ N 1-BuOH (232mL, 11. 6mL/g) LUK
FEAATE A PPN R S 8% o iZE BB INEE 70°C. FARMNBRMREY. LK% 10 o5 #
(A HC I YA (16. 3g, 165. 5 ZZEEIR,5. 0 M B ) AN XK. FZKIREMRFE
T0°C AN 4 & 6 /o 7E 3 /N JE IREGE B 238 A XUAHVE R

[0253] T i%RNIRSYI EINE &R (356mL, 17. 8mL/g) « TEHGZIR S WYESFE T0°CHY,
7E 20 43 R B IE)4% NaOH (17. 2g, 172, | Z=RE/R,5. 2 8 ) KIEWR (4owt X iER ) RINEZI%
LB LIS R IR G YR E E pH>10. T NaOH B INFEARZ G, BE ik i FIAHIR &4 30 S8t
[0254] 45 FTRAH 4> BS 3F LAKIE B G WIARPI IR AR B 1 iZ AR IN# 2 80 CH THEB L E
GRS, T BEsh izt e, MRS RARIZHUE AR E K IFIE R 120C IR E . RERK
FHUEIAHIZE 80°C, LML-EY 1 BT (A BY) @Fhdbik ((0.016g,0. 033 ZEEE/R, 0. 1wt 2%
wrt L& 1) & 1-BuOH(10mL, 0. 5mL/g) BISEFHIAEINEEF. SRS LL 0. 2°C / 2Bk izt
KIS H1E 30°C, SRJE LU R FIEEZE S TR I0CIHE=EANEEEH R . 7ER&EESR, &
ZHOEAEIE 10°C R it vE. VAR IZIEN IR, HFERT TR TIRE. WA
RO A B2 R

[0255] 'H NMR (600MHz, DMSO-ds/TFA) : 6 10. 41 (s, 0. 75H), 9. 03 (s, 0. 25H),
8.98 (s, 2H),8.12(d, J = 3.0Hz, 1H),7.90(d,J = 9. 1Hz, 1H),7.63(dd,J =
9.1, 3. OHz, 1H), 5. 84 (m, 1H), 3. 40 ( F&,4H), 3. 29 ( T&.4H), 2. 43(s, 3H), 2. 33(s, 3H), 2. 2
1(m, 2H), 1. 91 (m, 2H), 1. 79 (m, 2H), 1. 59 (m, 2H) ;'°C NMR (150MHz, DMSO-d,/TFA) : & 202. 4,
160. 7, 154. 8, 158. 3, 158. 0, 144. 9, 142. 3, 142. 0, 134. 6, 129. 7, 126. 7, 115. 3, 107. 0, 53. 0
,45.6,42.6, 31. 3, 27. 6, 25. 2, 13. 7 ;HRMS : CyyHaoN,0, (M+H) B4+ 57 {H :448. 24555, K WL1H :
448. 24540,

[0256] LA TFHRAEAb-& 9 1 I B WA /)N IR AR 40 Ay oK T AR R 446 il 37 A 6T LE PSA L SSA MR T
BERRIT ., RT ARSI T, FTiRF e A BE RS H.

[0257] YR X SY£RAT4T (PXRD)

[0258]  SEEG -

(0250] 4 FH C 4% Cu %& &7 V5. [ SF M 48 (K L = 1. Omm, HL L 5F = 0. 6mm 2 2 W =
0. 6mm) Kz PRl KR+ 5058 2 2% 1 Bruker D8 ATETAN AT M K ATEH 4. BT Cu ik
37
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Koty =1.54056A M 3.0 Z 40.0 K 20 15 0. 040 FHIH1E K 2. 0 Fp A0 B BT Y -7
0 -0 JU A, X GTERE B JE K ZEHME S BT 40kV K& 40mA. BEAGED M BERA
(Gasser&Sons, Inc. Commack, NY) 0 31 & 3 T B0 USC 42 WA 1B HL bg 4% . WRER Hu9 18 H
Bruker DIFFRAC Plus #{4: (2.6 FR ) 4-47. PXRD #HESCHF ( raw) FEUEH I Z I REALE.
EE, {8 G BRAE 1 K SR REME 0. 3 SRBHTHIH T E . B ALK 2 B 3 LTE R ROH H LABs R
A RMEERITATEE. B FHES, AR AT EE,

[0260]  SSNMR 3E3& :

[0261] A T BRICRETE 4mm 55 F b 2048 YR REFREN, H oh BRI IR A 26 7 R AZ XARkAL
3 2ms. T ZREUMH A SLFT 100kHz FiFE48. B ARG dmm 355 b 2048 IRFIFEREN,
ST EBIRICIR N 4. 5 B0 M 3T AR AL A 2ms 19 128 IRFFREUREE . T SREREA A R TOkHz 5T
FEH RORE H i S (TOSS) .

[0262]  (XBF VL -

[0263] K% 80 BETIIAL SEEN dnm Zr0, 86 F . WRIBREXENT, FEMTFRORZ
Bruker-Biospin Avance II1I 500MHz CH#HZR ) NMR Y6 {X W ) Bruker-Biospin 4mm CPMAS
R b RS . IR S I AY R T UUBE 8 58 1R FLYE 15. OkHz FHERE. C BE 25 i3 AR
T % AR E M et (CPMAS) SEBQ (AR « 38 SUARAL AL A (8]0 2. Oms. 7EFREUHAIR)
HaNN A L) 100kHz B9 5T F 451 . REUEMEAIIR A 256 #9512 IRFEAMBIMLE Y 1A BUE)
BB, e R T 2, BRUES R T X 2. FREEMERLEIRA 4.5 FEY 2048 IRIAHEAY
&) 1B BITRIERE . X EEER G FH BRI R I T 29. Sppm (K4 b & R BT Sh BRAR HE
£, ZRERTE 4P, AHHEIIRT R 4+

[0264] kiR Hr

[0265]  AUFAME FMOGATES (BN AEECERST ) R, MBI TEAR 2 S5 BT R an o AR oK
ST 4RI, BRI L& Vibri TR 2$HY Sympatec HELOS RODOS R &K%
o M REESLLL 0. 5 BRI 8UE Sk i, #E— LSl ch, (£ Aspiros UARIZE.,
HULO. 2 BEIS8UE N S8 RER . SREAMNEE LIRSS — A ORETEE.
lo266]  Z53

[0267]  APL PUANEHESY HE MR HR T T 11 &, 8/ Vibri 3¢ Aspiros %% B SRR
. 4 BHEELEAT £ 75 b m B D90, SR | 5 K& 2 Skl T R K 45 THOKAY D90. B
ST R A B TR BRI K LB R () SEM LS

[0268] & 11. EbEME R4

[0269]
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CN 105008357 A if]lf, B :P; o
PSD. B4 B
i | 0.2Bar ASPIROS v
2
3 -----
4 ..... . '_ _’ v S & R v‘ . AT R - ..........
OSBarVIBRL | 68 319 | 6920 32.16

[0270]  FAREHL-FBMA (SEM)

[0271] 9 T BMORIEFRERE T 31T, B 5 RAEM 40% BuOH/ B EFBEE & amiILE
Y1 BB A FU SEM (200 fEURER ) BB B 6 ROEMPRAER SIHALFRT 4Bt E
)1 B A HYAY SEM (1500 fERIEE ) B,

02721  FhEfT o %Fr
[0273]  PYERFF & MASS ( FH T 25 M B Biks & ik ) s DUB I E — R ERI Z G FFE ]

B 2= v I 2R 3 b 8 B A6 90 2R 1 8 sk s AT AR AR ) A 0 AT ) o b i AT ol 2 R
L ITVIEE VA 25 R R R A 16 B 1o R 8 B RURR: LA B HE B M R 7 79 ] 2 B 18) BT 0 8% 21 (9 R B 1)
B,

[0274] 9 1 il %& MASS pF K FHHOEE S, ¥ 10g B9 APT FE B T 28 UEE Rt &Y
(10% APT,89. 75% Avicel PH102 J 0.25% i AREG%E ) ELZEMR (500mL BRI CLIIHAR ) +
Wk 500 RIB &Y. R KT, 76 B e E R /128 0. 85 T AP E MiIA 100 (KIE
il ~ 250mgW Jr FIRTFE I TiZ Al i B R (1/27 BIEFE) WK RAEE.

[0275) IBE Ti%FREBSY RS 1 IFB I MASS rpE B4k B R (EvafZ. AL
SR B o 2 8 (AR AR R B B T ix sk (BB R BoR) - AT HEHE, ZirEB &
P xS REARE FL S BB, R AT 10 w g MK AR. DRIV ITEEHE APT 3t
A3 B4 K Bt 1) AR X 2 A0 90 1 B B BHOHEE -

lo276]  ELXRTGAR (SSA) & (BET &)

lo277] #EE

[0278] LAY (SSA) ME (BET & ) M Micromeritics TriStar I1 3020 LLEREFR
A 5 Micromeritics SmartPrep %f (Micromeritics U.K.Ltd.,Ste 2, The Stables
Hexton Manor, Hexton, Hertfordshire SG53JH, ZEA% 2% ) — AR SE . XL 1T14% BET- &
IR BFF 43 B LA S8 X LS o 1 LE SR TR R

[0279) &

[0280] 4K f{4RRA TriStar II Confirm(l.03 BREXY))
[0281] 4R K4 L

lo282] AESE AEWWIEEEY 3/8” mm FEETT
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[0283] FESRE *: BITHI KL 3/4 1%

[0284]  #£54 %% :SmartPrep ({FH BRI S)

[0285] PS4t T 25°CHES AR T 16 /Nt (FHEHEER 10°C / 4380)

[0286] “5R£& fFH

[0287] 2R UkEE & 7E 0. 05-0. 30P/Po JEEEI TP AT 11 &5 BET

[0288] 4G IE BUE 4 VEE 7E 0. 05-0. 20P/Po YEHE H Y 7 & BET

[0289] BRI :120s

[0290]  H =% M5

[02901]  #H%SEFIE) :1hr

[0202] R MK 4L HATE] - 180s

[0293)  “PH#jALIE]RE :10s

(0294]  “P#T4LATBR :600s

[0295] s KE B ERIEN AL RARZTEMN. SHAREF DRSS, T E KLY
0. 50g BI¥I5 LLE R i% 88 T B 2k 1 3/4, RFE MR KEER T, |E 0. 76g KIY B
Wz B onE Sk H 3/4.

[0296] HE LI

[0207] fFFHRE —REMMMWER 7 55 BET RETE 0. 05-0. 20P/Po i [ P B ELZR T AR
ESERRESE LLRE AL BET HE ( “C7H ) KA.

[02908] &5

[0299]  F 124R4t 4 HbAb-O¥ 1 ISR APT ksl 9 BET-N2SSA, B op — 35 60, & 18 i A% 48 #h Wi
BUVEFR )& /N B AR R AR AP L (HER) 5) , Je = FhHERE, S HR 4 AR BH B i) & 1 KORLAR AP L
#ukl 5 &H BA /NIRRT R K BEMKAEY | I8, HAEE R 5 E il LHER
kho #HUEl 6 [ AHIBEMEING %, HEE KPAEALEY 1 IF SR AR5 A (PSD), VMD
SRRY) 17 k. HEE 7 B S5 HEE 6 ABAUK PSD. HEEL 8 HEIRKFAZNEY) 1 IR
FRF M TCH bR}, FoR Ml B MBI H & . 78 LA T 3R T A2 g 4% FH AH FEIHtRt .

[0300]1 & 12. f#H N,A9 BET SSA

[0301]
fLIK No. 1# F N,AY BET SSA
5 6.6
6 0. 62
7 0.69
8 0.67

[0302] AHSAHEIEE (IGC) REEEINE -

[0303] g FE 4B AORE A T RELE AL SRS o, I ey SR I8 ik 49 7 P O 1) S5 3R S R 2R
ETFAZEW . B TR 2 SRR B It TR K K 78 43 i 1) DA 4 1] 2 T 4% TR B e
Mok . GBI — RIVRZRESRE (B ERRERTR) EN B IARE
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HIREEE R UMBRIRGERESEFRESRDTRBR, FIRER[EHZELY
BT A6 2% (B (B SR 34T 0 8 . 1R EERTIE) (4FXiZ38 B A0 P SRR =S 8 B “FEARRURHE ) &
T WA TET R R B8 B R R B SRS FROR T R I R B E R £ B LR, RIERR RIS
B [ A 4y AR B R THI RE

[0304] ZHR

[0305] % 13 $2AtEt T SSA BUEF =4 f U HEAL &4 1 B asdtr) (B, HiR#tR 5 2 8)
(4> B R T AL (n)/m”) B . Atk 5 R/ NKERR R, KAtk 6 & 8 A3 KK AR UF AT API,
[0306] 3% 13. FEURERE (m]/m°)

[0307]
LK No. Sy ERRTEARE (m]/m")
5 . 61.63
6 49. 42
7 35.75
8 42. 27

[0308] AT FHATIREMTE AFREEFRIERLPFHNAASEHEUSA
77 F AT B R B FR B R A 5 A FF RBUEF R iE B S B HE R AR R A LS A
TrFH N BARATA R B B4 B R IE R A 1 U B3 K SRAE 4 T R 4 IR, (BASEOR B9 —
R AR N ERIB AR AR RS 5 3R AT 5T HBEAT 4% 58 R R AB BT AN 5 P 3% B 33
B A S TE
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