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(57) Abstract: The present invention relates to 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin- 4-yl-ethoxy)-pyrimidin-2-
yi]-benzyl} -2H-pyridazin-3-one dihydrogenphosphate, its solvates and crystalline modifications thereof. The present invention
further relates to processes of manufacturing these crystalline modifications as well as their usc in the treatment and/or prophylax-
is of physiological and/or pathophysiological conditions, which are caused, mediated and/or propagated by the inhibition, regula-
tion and/or modulation of signal transduction of kinases, in particular by the inhibition of tyrosine kinases, e.g. pathophysiological
conditions such as cancer.
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Novel Polymorphic Forms of 6-(1-methyl-1H-pyrazoI-4-yl)-2-{3-[5-(2-morpholin-4-
yl-ethoxy)-pyrimidin-2-y|]-benzyl}-2H-pyridazin-3-one Dihydrogenphosphate and
Processes of Manufacturing thereof

Description

Technical field

The present invention relates to 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-
4-yl-ethoxy)-pyrimidin-2-yi]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate, its sol-
vates and crystalline modifications thereof as well as their medical uses and processes

of manufacturing.

Prior art

6-(1-methyl-1 H-pxrazol-4-yl)-2-{3-[5—(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]—
benzyl}-2H-pyridazin-3-one (l)

X, ,-N N
— N | S K\O
NP N A /\/N\)
N O 1)

was first described in international patent applications PCT/EP2008/003473, filed
on 29 April 2008, and PCT/EP2008/005508, filed on 04 July 2008.

In PCT/EP2008/003473 6-(1-methyl-1H-pyrazol-4-yi)-2-{3-[5-(2-morpholin-4-yi-
ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one is referred to as compound “A229".
Example 38 of PCT/EP2008/003473 describes a first way of synthesizing 6-(1-methyl-
1 H-pyrazol-4~y|)-2-{3-[5-(2-morpholin-4-y|—ethoxy)—pyrimidin-2-y|]-benzyl}-2H-pyridazih—
3-one. p-Toluenesulfonate and phosphate are mentioned as possible salt forms. Be-
sides, example 39 of PCT/EP2008/003473 describes an alternative way of synthesiz-
ing 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl}-
benzyl}-2H-pyridazin-3-one. Example 1 of PCT/EP2008/005508 describes the same
first way of synthesizing 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one and also mentions p-toluenesulfonate and
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phosphate as possible salt forms. Example 2 of PCT/EP2008/005508 refers to sulfate,

mesylate, besylate, tosylate, fumurate and maleate as additional salt forms.

Both prior art documents are silent about 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-
morphoIin-4-yl-ethoxy)—pyrimidin-2-y|]-benzyl}-2H-pyridazin—3-one as a dihydrogen-
phosphate sait and further do not mention polymorphic forms, crystal modifications or
the like of 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5—(2-morpholin-4-y|-ethoxy)—pyrimidin-2-
yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate.

Certain crystalline, i.e. morphological or polymorphic forms of pharmaceutical com-
pounds may be of interest to those involved in the development of suitable pharmaceu-
tical dosage forms. This is because if a certain polymorphic form is not held constant
during clinical and stability studies, the exact dosage used or measured may not be
comparable from one batch to the other. Once a pharmaceutical compound is pro-
duced for use, it is important to verify the morphological or polymorphic form delivered
in each dosage form to assure that the production process delivers the same form and
that the same am'ount of drug is included in each dosage. Therefore, it is imperative to
assure that either a single morphological or polymorphic form or a known combination
of morphological or polymorphic forms is present. In addition, certain morphological or
polymorphic forms may exhibit enhanced thermodynamic stability and may be more
suitable than other morphological or polymorphic forms for inclusion in pharmaceutical

formulations.

The citation of any reference in this application is not an admission that the refer-

ence is relevant prior art to this application.

Description of the invention

The present invention has the object to provide novel salt forms of 6-(1-methyl-1H-
pyrazol-4—yl)-2-{3-[5-(2—morpholin-4-y|-ethoxy)-pyrimidin-2-y|]-benzyl}-2H-pyridazin-3-
one as well as novel polymorphic forms thereof.

The object of the present invention has surprisingly been solved in one aspect by
providing 6-(1-methyl-1H-pyrazol-4-yl )-2-{3-[5~(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yi}-
benzyl}-2H-pyridazin-3-one dihydrogenphosphate.
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The object of the present invention has surprisingly been solved in another aspect
by providing 6-(1-methyl-1H-pyrazol-4~yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-
yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate solvate, preferably 6-(1-methyl-
1H-pyrazol-4-yl )-2-{3-[5-(2-morpholin-4-y|-ethoxy)-pyrimidin-2-yl]—benzyI}-2H-pyridazin-
3-one dihydrogenphosphate hydrate.

it has been found that 6-(1-methyl-1 H-pyrazol—4—yl)-2-{3-[5-(2-morpholin-4—y|—
ethoxy)—pyrimidin-2-yl]-benzy|}-2H-pyridazin-3—one dihydrogenphosphate is able to
form solvates in crystalline modifications. Examples of such solvates include solvates
from water, solvates from alcohols such as methanol, ethanol, propan-1-ol or propan-2-
ol: solvates from organic esters such as ethyl acetate; solvates from nitriles such as
acetonitrile; solvates from ketones such as acetone and butanone; solvates from ethers
such as tetrahydrofuran (THF) and solvates from chlorinated hydrocarbons such as

chloroform and solvates of hydrocarbons such as n-heptane or toluene. Preferred sol-

~vates are formed with polar solvents, preferably water, alcohols, organic esters, nitriles,

ketones and ethers.

Preferably, 6-(1-methyl-1 H-pyrazol-4-yl)—2—{3-[5-(2-morpholin-4-y|-ethoxy)-
pyrimidin-2-y|]-benzy|}-2H-pyridazin-3-one dihydrogenphosphate forms anhydrates and
solvates with water, acetone, tetrahydrofuran, methanol, ethyl acetate or n-heptane in
crystalline modifications that means the bound solvent together with 6-(1-methyl-1H-
pyrazol-4-y|)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2—yl]-benzy|}-2H-pyridazin-3-
one dihydrogenphosphate build the crystal structure. The molar ratio of the solvent to
6-(1-methyl-1 H-pyrazol—4-yl)-2-{3-[5—(2-morpholin-4-yl-ethoxy)—pyrimidin-2-yl]-benzyl}-
2H-pyridazin-3-one dihydrogenphosphate could vary as known to skilled persons in the
art. Preferably, the molar ratio is between 0,25:1 to 2,5:1, more preferably between
0,5:1 to 1:1, most preferably 1:1 (n-heptane solvate 1/15:1). It should be understood
that the present anhydrates and solvates of the invention may contain unbound water
that is to say water which is other than water of crystallization.

Hence, in a preferred embodiment, 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-
morpholin-4»y|-ethoxy)-pyrimidin-2-y|]-benzyI}-2H-pyridazin-3-one dihydrogenphos-
phate solvate, preferably -(1-methyi-1 H-pyrazoI-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate hydrate, is provided in

its crystalline modifications.
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The object of the present invention has surprisingly been solved in another aspect
by providing 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl—ethoxy)-pyrimidin-2-
yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate.

In a preferred embodiment, 6-(1-methy|-1H-pyrazol-4»y|)-2-{3—[5-(2-morpho|in-4-yl—
ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate is
provided in its crystalline modification A1, which is characterized by XRD peaks com-
prising 3.2°, 6.5°, 9.8°, and 13.1° 26 (all 0.1° 28, using Cu-Ka, radiation).

In a preferred embodiment, 6~ 1-methyl-1H—pyrazol-4-yl)-2-{3—[5-(2-morpholin—4—yl-
ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate is
provided in its crystalline modification A1, which is characterized by XRD peaks com-
prising 18.4°, 18.8°,23,7°, 24.2°, 26.4°, and 28.2° 20 (alt +0.1° 26, using Cu-Ka, ra-

diation).

In a preferred embodiment, 6-(1-methyl-1H-pyrazol-4-y!)—2-{35[5-(2-morpho|in-4»-yl-
ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate is
provided in its crystalline modification A1, which is characterized by XRD peaks com-
prising 14.4°, 15.8°, 17.5°, 19.5°, and 21.9° 26 (all +0.1° 26, using Cu-Ko, radiation).

In a preferred embodiment, 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yi-
ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate is
provided in its crystalline modification A1, which is characterized by the following XRD
data:

Form A1:

Peak No. diA °20 (Cu-Ka, radia- Indexing
tion) £ 0.1° (h, k, )

1 27.45 3.2 (2,0,0)

2 13.62 6.5 (4.0, 0)

3 9.02 9.8 (6,0, 0)

4 6.75 13.1 (8,0, 0)

5 6.15 14.4 (-2, 0, 2)

6 5.59 15.8 (-6, 0, 2)

-
o
Q
~!
-
~N
[$)]
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8 4.81 18.4 (9, 1,0)
9 4.72 18.8 (-9, 1, 1)
10 4.55 19.5 (6,0, 2)
11 4.06 21.9 (8,0,2)
12 3.75 23.7 (11,1,1)
13 3.68 242 (2,2, 1)
14 3.37 26.4 (3,13)
15 3.16 28.2 (-15, 1, 2)

The object of the present invention has surprisingly been solved in another aspect
by providing 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-
yl)-benzyl}-2H-pyridazin-3-one dihydrogenphosphate dihydrate.

In a preferred embodiment, 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenbhosphate dihydrate is
provided in its crystalline modification H1, which is characterized by XRD peaks com-
prising 3.1°, 9.4°, and 18.8° 26 (all + 0.1° 26, using Cu-Ka, radiation).

in a preferred embodiment, 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-y!-
ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate dihydrate is
provided in its crystalline modification H1, which is characterized by XRD peaks com-

prising 19.1°, 22.8°, and 26.4° 20 (all + 0.1° 26, using Cu-Ke,, radiation).

In a preferred embodiment, 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate dihydrate is
provided in its crystalline modification H1, which is characterized by XRD peaks com-

prising 14.4°, 15.0°, and 17.8° 26 (all £ 0.1° 26, using Cu-Ka, radiation).

in a preferred embodiment, 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate dihydrate is
provided in its crystalline modification H1, which is characterized by XRD peaks com-
prising 14.7°, 18.6°, 23.2°, 23.8°, 26.8°, and 27.6° 26 (all + 0.1° 26, using Cu-Ka, radia-
tion).

In a preferred embodiment, 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate dihydrate is



WO 2010/072295 PCT/EP2009/008358

-6-

provided in its crystalline modification H1, which is characterized by the following XRD

data:

Form H1:
°20 (Cu-Ka, radia- indexing
Peak No. d/A
tion) + 0.1° (h, k. 1)
1 28.42 3.1 (1,0,0)
2 9.40 9.4 , (3,.0,0)
3 6.13 14.4 (0,0, 2)
4 6.01 14.7 2,1, 1)
5 5.89 15.0 (1,0, 2)
6 4.97 17.8 (3,0, 2)
7 4.77 18.6 4,1,1)
8 4.71 18.8 (6,0,0)
9 4.64 19.1 (5,1,0)
10 3.89 22.8 (2,2,0)
11 3.83 23.2 (-1,2,1)
12 3.73 23.8 (-2,2,1)
13 3.38 26.4 0, 2, 2)
14 3.33 26.8 (-4, 1, 3)
15 322 ' 27.6 (-3,2,2)
5 The object of the present invention has surbrisingly been solved in another aspect

by providing 6-(1-methyl-1H-pyrazol-4-yl )-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-
yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate in its crystaliine madification NF3
(crystalline modification NF3 can be a hydrate or an anhydrate), which is characterized
by XRD peaks comprising 15.3°, 16.7°, 21.6°, and 23.1° 20 (all £ 0.1° 20, using Cu-Ka,

10 radiation).
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Ina preferred embodiment, 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-

ethoxy)-pyrimidin-2-yi}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate is provided in
its crystalline modification NF3, which is characterized by the following XRD data:

Form NF3:
Peak No. d/A °26 (Cu-Ka, radiation)
+0.1°
1 27.30 32
2 13.62 65
3 9.02 | 98
4 6.71 13.2
5 6.11 145
6 5.79 15.3
7 5.57 15.9
° 5.32 16.7
9 5.05 175
10 4.81 18.4
L 4.58 19.4
12 4.12 21.6
13 4.04 22,0
b 3.84 23.1
15 3.75 23.7
16 3.69 24.1
17 3.37 26.4
18 3.16 28.3

The object of the present invention has surprisingly been solved in another aspect
by providing 6-(1-methyl-1 H-pyrazol-4—yl)?2-{3—[5-(2—morpholin-4—yl-ethoxy)—pyrimidin-2-
yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate hydrate in its crystalline modifica-
tion NF5, which is characterized by XRD peaks comprising 13.9°, 15.7°, 16.6°, 17.3°,

10 19.8° and 22.1° 20 (all + 0.1° 20, using Cu-Ko, radiation).
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in a preferred embodiment, 6-(1-methyl-1H-pyrazol-4-y|)—2-(3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin—2-y|]—benzyl}-2H-pyridazin-3-one dihydrogenphosphate hydrate is
provided in its crystalline modification NF5, which is characterized by the following XRD

data:

Form NF5:
Peak No. d/A °20 (Cu-Ke, radiation)

+0.1°

1 28.54 37

2 9.41 54
3 6.37 39
4 6.10 145
5 598 148
.6 5.82 152
7 5.62 157
9 5.32 16.6
9 513 173
10 4.96 179
11 4.80 18.5
12 4.69 1890
13 4.63 10.2
14 4.48 198
15 4.02 551
16 3.90 578
17 3.85 531
18 3.73 23.9
19 3.38 263
20 3.32 268
21 3.23 27.6
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In the course of the present invention, the term “crystalline modification” is used as
a synonym for terms “crystalline form”, “polymorphic form”, “polymorphic modification”,

“morphological form” and the like.

The crystalline modifications of the present invention, in particular crystalline modi-
fication A1 of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-
2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate, crystalline modifica-
tion H1 of 6-(1-methyl-1H-pyrazol-4-y1)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-
yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate dihydrate, crystalline modification
NF3 of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl}-
benzyl}-2H-pyridazin-3-one dihydrogenphosphate (crystalline modification NF3 can be
a hydrate or an anhydrate) and crystalline modification NF5 of 6-(1-methyl-1H-pyrazol-
4-y1)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihy-
drogenphosphate hydrate are surprisingly characterized by, among others, a reduced
hygroscopicity, a better compressibility during the tableting process, a prolonged shelf
life, a better thermodynamic stability, i.e. stability against heat and humidity, a better
resistance to sunlight, i.e. UV-light, an increased bulk density, an improved solubility,
bioavailability chafacteristics which are constant from one batch to the other, better
flow and handling properties in the tableting process, an improved colour stability and
better filtration properties in the production process. Therefore, by use of the crystalline
modifications of the present invention, it is possible to obtain pharmaceutical formula-
tions with improved homogeneity, stability, purity and uniformity from one batch to the

other.

Furthermore, crystalline modification A1 of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-
morpholin-4-yl-ethoxy)-pyrimidin-2-yi}-benzyl}-2H-pyridazin-3-one dihydrogenphos-
phate anhydrate shows superior properties for drying purposes (no loss of hydrate wa-
ter can occur) and exhibits a superior behavior in terms of physical stability over vary-
ing relative humidity (RH) conditions (physical stable form in the humidity range 0% up
to at least 70% RH) as compared to crystalline modification H1 of 6-(1-methyl-1H-
pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-
one dihydrogenphosphate dihydrate and and crystalline modification NFS of 6-(1-
methyl-1H-pyrazol-4-yl)-2-(3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-
pyridazin-3-one dihydrogenphosphate hydrate. Furthermore, crystalline modification A1
of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl}-
benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate can be considered the
thermodynamically more stable form in comparison with crystalline modification NF3 of
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6-(1-methyl-1 H-pyrazol-4-yi)-2-{3-[5-(2-morpholin-4-yl-ethoxy)—pyrimidin-2-yi]-benzyl}-
2H-pyridazin-3-one dihydrogenphosphate, as shown by competitive slurry conversion
experiments with binary mixtures of forms A1 and NF3 in several organic solvents at 25

°C and at 50 °C, respectively (see example 10).

In comparison, crystalline modification NF3 of 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-
(2-morpholin-4-yl-ethoxy)-pyrimidin-2-y|]-benzyl}-2H-pyridazin-3-one dihydrogenphos-
phate also shows superior properties for drying purposes (no loss of hydrate water can
occur) and exhibits a superior behavior in terms of physical stability over varying rela-
tive humidity (RH) conditions (physical stable form in the humidity range 0% up to at
least 70% RH) as compared to crystalline modification H1 of 6-(1-methyl-1H-pyrazol-4-
yI)-2-{3-[5—(2-mo.rpholin-4-y|-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihy-
drogenphosphate dihydrate and crystalline modification NF5 of 6-(1-methyl-1H-pyrazol-
4wyl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihy-
drogenphosphate hydrate. Furthermore, crystalline modification NF3 of 6-(1-methyl-1H-
pyrazol-4—yl)-2-{3-[5-(2-morpholin-4-y|-ethoxy)-pyrimidin-2-y|]-benzyl}-2H-pyridazin-3-
one dihydrogenphosphate exhibits a lower kinetic solubility in a mixture of wa-
ter:acetone (30:70, v:v, after 2 hours) in comparison with crystalline modification A1 of
6-(1-methyl-1H-pyrazol-4-yl )-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yi]-benzyl}-
2H-pyridazin-3-one dihydrogenphosphate anhydrate, which enables a higher yield from
crystallization processes in this process-relevant solvent mixture (see example 14).

On the other hand, crystalline modification NF5 of 6-(1-methyl-1H-pyrazol-4-yl)-2-
{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogen-
phosphate hydrate represents a more stable form at high water activity and hence is
beneficial in aqueous dispersion systems compared to crystalline modification A1 of 6-
(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl}-benzyl}-2H-
pyridazin-3-one dihydrogenphosphate anhydrate, as shown by a competitive slurry
conversion experiment with a binary mixture of forms NF5 and A1 in D! water at 25 °C.

(see example 11)

Furthermore, crystalline modification H1 of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-
morpholin-4-yl-ethoxy)-pyrimidin-2-yl}-benzyi}-2H-pyridazin-3-one dihydrogenphos-
phate dihydrate represents a stable form at high water activity and hence is beneficial
in aqueous dispersion systems compared to crystalline modification NF5 of 6-(1-
methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-
pyridazin-3-one dihydrogenphosphate hydrate, as shown by a competitive slurry con-
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version experiment and with a binary mixture of forms NF5 and H1 in DI water at 25 °C,
resulting in form H1 over time (see example 12). Also, crystalline modification H1 of 6-
(1-methyl-1 H-pyrazo|-4-yl)—2-{3-[5-(2—morpho|in-4-yl-ethoxy)-pyrimidin-2-y1]-benzyl}-2H-
pyridazin-3-one dihydrogenphosphate dihydrate is beneficial in aquebus dispersion
systems compared to crystalline modification NF3 of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-
[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2—yl]-benzyl}-ZH-pyridazin-s-one dihydrogen-
phosphate, as shown by a competitive slurry conversion experiment and with a binary
mixture of forms H1 and NF3 in DI water at 25 °C, resulting in form H1 over time (see

example 13).

With regard to 6-(1-methyi-1H-pyrazol-4-yl)-2—{3-{5-(2—morpholin-4—yl-ethoxy)—
pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate as compared to 6-(1-
methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2—morpholin-4»yl-ethoxy)—pyrimidin-2—yl]-benzyl}-2H-
pyridazin-3-one (free base), the dihydrogenphosphate salt shows a significantly supe-
rior stability in aqueous solution and an improved active pharmaceutical ingredient

(API1) stability in solution.

The crystalline modifications of the present invention can be characterized accord-
ing to standard methods which can be found e.g. in Rolf Hilfiker, ‘Polymorphism in the
Pharmaceutical Industry’, Wiley-VCH, Weinheim 2006, and references therein, e.g. X-
Ray diffraction (XRD; chapter 6), IR and Raman spectroscopy (chapter 5), Differential
Scanning Calorimetry (DSC) and Thermogravimetric Analysis (TGA) (chaper 3), Water
Vapour Sorption Studies (chapter 9), or which can be found e.g. in H.G. Brittain (edi-
tor), Polymorphism in Pharmaceutical Solids, Vol. 95, Marcel Dekker Inc., New York

1999 (chapter 6: all there mentioned techniques).

6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yi]-
benzyl}-2H-pyridazin-3-one dihydrogenphosphate, 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-{5-
(2-morpholin-4-y|-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3—one dihydrogenphos-
phate solvate, preferably 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate hydrate, pref-
erably 6-(1-methyi-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-
benzyl}-2H-pyridazin-3-one dihydrogenphosphate hydrate in its crystalline modification,
6-(1-methyl-1H-pyrazol-4-yl }-2-{3-[5~(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl}-benzyl}-
2H-pyridazin-3-one dihydrogenphosphate hydrate in its crystalline modification NF5, 6-
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(1-methyl-1 H-pyrazoI-4»yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2—yl]-benzyl}-2H
pyridazin-3-one dihydrogenphosphate anhydrate, 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-
(2—morpholin-4wyl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphos-
phate anhydrate in its crystalline modification, 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-{5-(2-
morpholin-4-y|-ethoxy)-pyrimidin-2-y|]-benzyl}-2H-pyridazin-3-one dihydrogenphos-
phate anhydrate in its crystalline modification A1, 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-
(2-morpholin-4—yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphos-
phate dihydrate, 6-(1-methyl-1 H-pyrazo|—4-yl)-2-{3-[5-(2-morpholin-4—yl-ethoxy)-
pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate dihydrate in its crys-
talline modification, 6-(1-methy|-1H-pyrazol-4-yl)-2-{3-[5—(2-morpholin-4-yl-ethoxy)-
pyrimidin-2—y|]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate dihydrate in its crys-
talline modification H1 and 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)—pyrimidin-2-y|]-benzyl}-2H-pyridazin-3—bne dihydrogenphosphate in its crystal-
line modification NF3 are hereinafter referred to as “product(s) of the (present) inven-

tion”.

6-(1-methyl-1 H-pyrazoI-4-yl)-2-{3-[5-(2-morpholin-4-y|-ethoxy)-pyrimidin-2-yl]-
benzyl}-2H-pyridazin-3-one (free base) can be synthesized as described in
PCT/EP2008/003473, example 38, and PCT/EP2008/005508, example 1, as follows:

(o] A0
= c'\)@\rN\ C&,C0s N
NS ,\J\ — NN 'i‘j\
—N L
= + N~ 8r DMF N N . =~ Br
; ° B :é /j/(\f\/@\(

PdCI,(F’Ph,),
KOAc DMF

sodiumperborate m
THF \l

water

Ho/\/N\j Z °
= \N'N N\
N '\l (o -az220
PPhyDIAD N N g~N

THF
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A suspensuon of 7.68 g (43.6 mmol) of 6-(1-methyl-1H- pyrazol-4-yl)-2H-pyridazin-3-
one in 90 m! DMF is reacted with 12.4 g (43.6 mmol) of 5- bromo-2-(3-chloromethyil-
phenyl)-pyrimidine and 14.2 g (43.6 mmol) of caesium carbonate for 24 hours at room
temperature under stirring. The reaction mixture is given to 400 ml water. The resulting
precipitate of 2-[3-(5-bromopyrimidin-2—yl)-benzyl]-6-( 1-methyl-1H-pyrazol-4-yl)-2H-
pyridazin-3-one is sucked off, washed with water and dried in vacuo.

A suspension of 14.0 g (33.0 mmol) of 2-[3-(5-bromopyrimidin-2-yl)-benzyl]-6-(1-
methyl-1H-pyrazol-4-yl)-2H-pyridazin-3-one in 65 ml DMF is reacted with 10.9 g (42.9
g) of bis(pinacolato)diboron and 9.72 g (99.0 mmol) of potassium acetate and heated
up under nitrogen to 70° C. After 15 minutes of stirring at this temperature 695 mg
(0.9 mmol) of bis(tripheny!phosphin)-pa!!adium(ll)-chloride are added and the reaction
mixture is stirred for 18 hours at 70°C under nitrogen. Subsequently, the reaction mix-
ture is allowed to cool down to room temperature, water and dichloromethane are
added, and the reaction mixture is filtrated over diatomite/kieselguhr before the organic
phase is separated. The organic phase is then dried over sodium sulfate, concentrated
and the residue is re-crystallized from 2-propanol to yield 6-(1-methyl-1H-pyrazol-4-yl)-
2-{3-[5-(4,4,5,5-tetramethyi-[1 ,3,2]dioxaborolan-2-yl)-pyrimidin-2-yl]-benzyl}-2H-

pyridazin-3-one.

To a suspension of 13.4 g (28.4 mmol) of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-
(4,4,5,5-tetramethyl-[1 ,3,2]dioxaborolan-2-yl )-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-
one in 55 ml THF and 55 ml water 8.50 g (85.1 mmot) of sodium perborate is given in
portions under ice cooling. The reaction mixture is stirred for two hours at room tem-
perature prior to being sucked off over diatomite/kieselguhr. The filtrate is concentrated
in vacuo to approximately half of the original volume and titrated to pH 1 with 2N hy-
drochloric acid. The resulting precipitate of 2-[3-(5-hydroxy-pyrimidin-2-yl)-benzyl]-6-(1-
methyl-1H-pyrazol-4-yl)}-2H-pyridazin-3-one is sucked off, washed with water and dried

in vacuo.

To a suspension of 360 mg (1.00 mmol) of 2-[3-(5-hydroxy-pyrimidin-2-yl)-benzyl}-
6-(1-methyl-1H-pyrazol-4-yl)-2H-pyridazin-3-one in 2 ml THF 394 mg (1.50 mmol) of
triphenylphosphine and 242 pl (2.00 mmol) of 4-(2-hydroxyethyl)morpholine are added
one after the other. Under ice cooling 294 pl (1.50 mmol) of diisopropylazodicarboxy-
late are slowly added dropwise. The resulting solution is stirred for 18 hours at room
temperature. The reaction mixture is then concentrated in vacuo and the oily residue is
dissolved in 2-propanol. The resulting solid of 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-
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morpholin-4—y1-ethoxy)—pyrimidin-2-yl]-benzy|}-2H-pyridazin-3-one resulted after some

time is sucked off, washed with 2—prdpano| and tert-butylmethylether and dried in

vacuo.

Starting product 6-(1-methyl-1H-pyrazol-4-yl)-2H-pyn'dazin-3-one can be synthe-
sized as described in PCT/EP2008/003473 (pages 65 to 66) as follows:

cl
cl 9’@ Pd(PPh,),Cl, 2
= s N

| /\j ~0 - S N
+ =N ~N
SN = K4PO, -
DME

O

HCOOH <

e e VL

H,0 N=

A solution of 815 g (3.39 mol) of 3-chloro-6-iodo-pyridazine in 3.810of 1,2-
dimethoxyethane is reacted with 705 g (3.39 mol) of 1-methyl-1H-pyrazol-4-boronic
acid pinacolester and 1.44 kg tripotassiumphosphate trihydrate. The resulting suspen-
sion is heated up to 80° C under nitrogen and under stirring and 59.5 g (85 mmoal) of
bis(triphenylphosphine)-palladium(ll)-chloride are added. The reaction mixture is stirred
for 3 hours at 80° C. Subsequently, the reaction mixture is allowed to cool down to
room temperature and 9 | water are added. The resulting precipitate of 3-chloro-6-(1-
methyl-1H-pyrazol-4-yl)-pyridazine is sucked off, washed with water and dried in vacuo.

A suspension of 615 g (2.90 mol) of 3-chloro-6-(1-methyl-1H-pyrazol-4-yl)-
pyridazine in a mixture of 1.86 | formic acid and 2.61 | water is heated up to 80° C un-
der stirring and is continued to be stirred for 28 hours at this temperature. The reaction
mixture is cooled down to room temperature, active coal (activated charcoal) is added,
and the mixture is sucked off. The filtrate is titrated under ice cooling with 40% aqueous
caustic soda solution to a pH of 7 and subsequently incubated for 16 hours at 6° C. The
resulting precipitate of 6-(1-methyl-1 H-pyrazol-4-yl)-2H-pyridazin-3-one is sucked off,

washed with water and dried in vacuo.

Starting product 5-bromo-2-(3-chloromethyl-phenyl)-pyrimidine can be synthesized
as described in PCT/EP2008/003473, example 36, as follows:
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HO\/©\B,OH D = HO Ny
; N~ K,CO, |\)\
N~
Br

ethanolftoluene

A solution of 95.0 g (332 mmol) of 5-bromo-2-iodopyrimidine in 325 ml toluene kept
under nitrogen is reacted with a solution of 70.0 g (660 mmol) of sodium carbonate in
325 ml water the mixture being heated up to 80° C. 2.3 g (3.3 mmol) of
bis(triphenylphosphine)—paIladium(Il)-chloride are added to the reaction mixture and
subsequently a solution of 50.0 g (329 mmol) of 3-(hydroxymethyl)-benzeneboronic
acid in 650 mi ethano! are added dropwise. The reaction mixture is stirred for 18 hours
at 80° C. The reaction mixture is cooled down to room temperature and filtrated. The
filtrate is reacted with 1 | ethylacetate and 1 | water. The organic phase is separated,
dried over sodiumsulfate and concentrated. The residue of [3-(5-bromopyrimidin-2-yl)-
phenyl]-methanol is re-crystallized from 2-propanol. '

To 159 ml (2.19 mol) of thionylchloride kept at 30° C 116 g (438 mmol) of [3-(5-
bromopyrimidin-2-yl)-phenyl}-methanol are given in portions under stirring. The reaction
mixture is stirred for 18 hours at room temperature. Subsequently, the reaction mixture
is concentrated. The remainder is dissolved in toluene and again concentrated. The
procedure is repeated three-times. The final remainder of 5-brom-2-(3-chloromethyl-

phenyl)-pyrimidine is re-crystallized from toluene.

Alternatively, 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one (free base) can be synthesized as described
in PCT/EP2008/003473, example 39, as follows:
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A suspension of 360 mg (1.00 mmol) of 2-[3-(5-hydroxy-pyrimidin-2-yl)-benzyl]-6-
(1-methyl-1 H-pyrazol-4-yl)-2H-pyridazin-3-one, 195 mg (1.05 mmol) of N-(2-
chloroethyi)-morpholiniumchloride and 621 mg (1.60 mmol) of caesium carbonate in 2
ml DMF is heated up to 80° C under stirring and is continued to be stirred for 6 hours at
this temperature. Subsequently, the reaction mixture is allowed to cool down and 50 ml
water are added. The resulting precipitate of 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-
morpholin-4-yl-ethoxy)—pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one is sucked off,

washed with water and dried in vacuo.

In anothef aspect of the invention, a pharmaceutical composition comprising a
therapeutically effective amount of at least one product of the invention is provided.

In a preferred embodiment, the pharmaceutical composition further comprises at
least one additional compound selected from the group consisting of physiologically
acceptable excipients, auxiliaries, adjuvants, diluents, carriers and/or additional phar-
maceutically active substances other than the products of the invention.

A further embodiment of the present invention is a process for the manufacture of
said pharmaceutical compositions, characterized in that one or more products of the
invention and one or more compounds selected from the group consisting of solid, lig-
uid or semiliquid excipients, auxiliaries, adjuvants, diluents, carriers and pharmaceuti-
cally active substances other than the products of the invention, are converted in a

suitable dosage form.

As used herein, the term "effective amount" refers to any amount of a drug 6r
pharmaceutical agent that will elicit the biological or medical response of a tissue, sys-
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tem, animal or human that is being sought, for instance, by a researcher or clinician.
Furthermore, the term "therapeutically effective amount” means any amount which, as
compared to a corresponding subject who has not received such amount, results in
improved treatment, healing, prevention, or amelioration of a disease, disorder, or side
effect, or a decrease in the rate of advancement of a disease or disorder. The term also
includes within its scope amounts effective to enhance normal physiological function.

In another aspect of the invention, a medicament comprising at least one product of
the invention or a pharmaceutical composition as described herein is provided.

In a further aspect of the invention, a medicament as described herein for use in
the treatment and/or prophylaxis of physiological and/or pathophysiological conditions,
which are caused, mediated and/or propagated by the inhibition, regulation and/or
modulation of signal transduction of kinases, in particular by the inhibition of tyrosine
kinases, preferably Met-kinase, is provided. A corresponding use for the preparation of
a medicament for the treatment and/or prophylaxis of the aforementioned conditions is

intended to be comprised.

In a further aspect of the invention, a medicament as described herein for use in
the treatment and/or prophylaxis of physiological and/or 'pathophysiological conditions
selected from the group consisting of: “cancer, tumour, malignant tumours, benign tu-
mours, solid tumours, sarcomas, carcinomas, hyperproliferative disorders, carcinoids,
Ewing sarcomas, Kaposi sarcomas, brain tumours, tumours originating from the brain
and/or the nervous system and/or the meninges, gliomas, glioblastomas, neuroblas-
tomas, stomach cancer, kidney cancer, kidney cell carcinomas, prostate cancer, pros-
tate carcinomas, connective tissue tumours, soft tissue sarcomas, pancreas tumours,
liver tumours, head tumours, neck tumours, laryngeal cancer, oesophageal cancer,
thyroid cancer, osteosarcomas, retinoblastomas, thymoma, testicular cancer, lung can-
cer, lung adenocarcinoma, small cell lung carcinoma, bronchial carcinomas, breast
cancer, mamma carcinomas, intestinal cancer, colorectal tumours, colon carcinomas,
rectum carcinomas, gynaecological tumours, ovary tumours/ovarian tumours, uterine
cancer, cervical cancer, cervix carcinomas, cancer of body of uterus, corpus carcino-
mas, endometrial carcinomas, urinary bladder cancer, urogenital tract cancer, bladder
cancer, skin cancer, epithelial tumours, squamous epithelial carcinoma, basaliomas,
spinaliomas, melanomas, intraocular melanomas, leukaemias, monocyte leukaemia,

chronic leukaemias, chronic myelotic leukaemia, chronic lymphatic leukemia, acute
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leukaemlas acute myelotic leukaemia, acute lymphatic leukaemia and/or lymphomas”
is provided. A corresponding use for the preparation of a medicament for the treatment
and/or prophylaxis of the aforementioned conditions is intended to be comprised.

In another aspect of the invention, a medicament as described herein is provided,
wherein in such medicament comprises at least one additional pharmacologically ac-

tive substance (drug, ingredient).

In a preferred embodiment the at least one pharmacologically active substance is a

substance as described herein.

In another aspect of the invention, 2 medicament as described herein is provided,
wherein the medicament is applied before and/or during and/or after treatment with at

least one additional pharmacologically active substance.

In a preferred embodiment the at least one pharmacologically active substance is a

substance as described herein.

In a further aspect of the invention, a kit comprising a therapeutically effective
amount of at least one product of the invention and/or at least one pharmaceutical
composition as described herein and a thérapeutica"y effective amount of at least one
further pharmacologically active substance other than the products of the invention is

provided.

Products of the invention may be used in combination with one or more other
pharmacologically active substances (ingredients, drugs) in the treatment, prevention,
suppression or amelioration of diseases or conditions for which products of the inven-
tion or the other substances have utility. Typically the combination of the drugs is safer
or more effective than either drug alone, or the combination is safer or more effective
than would it be expected based on the additive properties of the individual drugs.
Such other drug(s) may be administered, by a route and in an amount commonly used
contemporaneously or sequentially with a product of the invention. When a product of
the invention is used contemporaneously with one or more other drugs, a combination
product containing such other drug(s) and the product of the invention is preferred.
However, combination therapy also includes therapies in which the product of the in-
vention and one or more other drugs are administered on different overlapping sched-
ules. It is contemplated that when used in combination with other active ingredients, the
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product of the present invention or the other active ingredient or both may be used ef-
fectively in lower doses than When each is used alone. Accordingly, the pharmaceutical
compositions of the present invention (pharmaceutical compositions as described
herein) include those that contain one or more other active ingredients, in addition to a

product of the invention.

Examples of other pharmacologically active substances (ingredients, drugs) that
may be administered in combination with a product of the invention, and either adminis-

tered separately or in the same pharmaceutical composition, include, but are not lim-
ited to the compounds classes and specific compounds listed in Table 1:

Hexamethylmelamine

Table 1

Alkylating agents Cyclophosphamide Lomustine
Busulfane Procarbazine
Ifosfamide Altretamine
Melphalane Estramustinphosphate

Mechlorethamine

Capecitabine

Thiotepa Streptozocine
Chlorambucil Temozolomide
Dacarbazine Semustine
Carmustine
Platinum agents Cisplatin Carboplatin
Oxaliplatin ZD-0473 (AnorMED)
Spiroplatin Lobaplatin (AeternaZentaris)
Carboxyphthalatoplatinum Satraplatin (Johnson Mat-
Tetraplatin they)
Ormiplatin BBR-3464 (Hoffrnann-La
Iproplatin Roche)
SM-11355 (Sumitomo)
AP-5280 (Access)
Antimetabolites Azacytidine Tomudex
Gemcitabine Trimetrexate

Deoxycoformycine
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5-Fluoruracil

Floxuridine
2-Chlordesoxyadenosine
6-Mercaptopurine
6-Thioguanine
Cytarabine
2-Fluordesoxycytidine

Fjudarabine

Pentostatine

Raltitrexede

Hydroxyurea

Decitabine (SuperGen)
Clofarabine (Bioenvision)
Irofulven (MGl Pharma)

Teniposide or Mitoxantrone
irinotecane (CPT-11)
7-Ethyl-10-
hydroxycamptothecine
Topotecane

Dexrazoxanet (TopoTarget)
Pixantrone (Novuspharrna)
Rebeccamycin-Analogue
(Exelixis)

BBR-3576 (Novuspharrna)

Methotrexate DMDC (Hoffmann-La Roche)

Idatrexate Ethinylcytidine (Taiho )
Topoisomerase Amsacrine Rubitecane (SuperGen)
inhibitors Epirubicine Exatecanmesylate (Daiichi)

Etoposide Quinamed (ChemGenex)

Gimatecane (Sigma- Tau)
Diflomotecane (Beaufour-
Ipsen)

TAS-103 (Taiho)
Eisamitrucine (Spectrum)
J-107088 (Merck & Co)
BNP-1350 (BioNumerik)
CKD-602 (Chong Kun Dang)
KW-2170 (Kyowa Hakko)

Antitumor antibiotics

Dactinomycin (Actinomycin
D)

Doxorubicin (Adriamycin)
Deoxyrubicin

Valrubicin

Daunorubicin (Daunomycin)
Epirubicin

Therarubicin

Idarubicin

Rubidazone

Plicamycinp

Amonafide

Azonafide
Anthrapyrazole
Oxantrazole
Losoxantrone
Bleomycinsulfate (Blenoxan)
Bleomycinacid
Bleomycin A
Bleomycin B
Mitomycin C
MEN-10755 (Menarini)
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Porfiromycin
Cyanomorpholinodoxorubicin
Mitoxantron (Novantron)

GPX-100 (Gem
Pharmaceuticals)

Dolastatine 10 (NCI)
Rhizoxine (Fujisawa)
Mivobuline (Warner-Lambert)
Cemadotine (BASF)

RPR 109881A (Aventis)
TXD 258 (Aventis)

Epothilon B (Novartis)

T 900607 (Tularik)

T 138067 (Tularik)
Cryptophycin 52 (Eli Lilly)
Vinflunine (Fabre)
Auristatine PE (Teikoku Hor-
mone)

BMS 247550 (BMS)

BMS 184476 (BMS)

BMS 188797 (BMS)
Taxoprexine (Protarga)

Antimitotic agents | Paclitaxel SB 408075 (GlaxoSmith-
Docetaxel Kline)
Colchicin E7010 (Abbott)
Vinblastine PG-TXL (Cell Therapeutics)
Vincristine IDN 5109 (Bayer)
Vinorelbine A 105972 (Abbott)
Vindesine A 204197 (Abbott)

LU 223651 (BASF)

D 24851 (ASTA Medica)
ER-86526 (Eisai)
Combretastatine A4 (BMS)
Ischomohalichondrin-B
(PharmaMar)

ZD 6126 (AstraZeneca)
PEG-Paclitaxel (Enzon)
AZ10992 (Asahi)
IDN-5109 (Indena)

AVLB (Prescient NeuroP;
harma)

Azaepothilon B (BMS)
BNP- 7787 (BioNumerik)
CA-4-Prodrug (OXiGENE)
Dolastatin-10 (NrH)

CA-4 (OXIiGENE)

Aromatase inhibi-

tors

Aminoglutethimide
Letrozole
Anastrazole
Formestane

Exemestane
Atamestane (BioMedicines)
YM-511 (Yamanouchi)

Thymidylatesynt-

Pemetrexed (Eli Lilly)

Nolatrexed (Eximias)
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hase inhibitors

ZD-9331 (BTG)

CoFactor™ (BioKeys)

DNA antagonists Trabectedine (PharmaMar) Mafosfamide (Baxter Intemna-
Glufosfamide (Baxter Interna- tional)
tional) Apaziquone (Spectrum
Albumin + 32P (Isotope Solu- Pharmaceuticals)
tions) 06-Benzylguanine (Paligent)
Thymectacine (NewBiotics)
Edotreotide (Novartis)
Farnesyltransferase | Arglabine (NuOncology Labs) | Tipifarnibe (Johnson & John-
inhibitors lonafarnibe (Schering- son)

Plough)
BAY-43-9006 (Bayer)

Perillylalcohol.(DOR Bio-
Pharma)

Pump inhibitors

-1 CBT-1 (CBA Pharma)

Tariquidar (Xenova)
MS-209 (Schering AG)

Zosuquidar-Trihydrochloride
(Eli Lilly)
Biricodar-Dicitrate (Vertex)

Histoneacetylitrans-
ferase inhibitors

Tacedinaline (Pfizer)
SAHA (Aton Pharma)
MS-275 (Schering AG)

Pivaloyloxymethylbutyrate
(Titan)
Depsipeptide (Fujisawa)

Metalloproteinase
inhibitors /
Ribonucleosidere-
duktase inhibitors

Neovastat (Aeterna |
Laboratories)

Marimastat (British Biotech)
Galliummaltolate (Titan) '
Triapine (Vion)

CMT -3 (CollaGenex)
BMS-275291 (Celltech)
Tezacitabine (Aventis)
Didox (Molecules for Health)

TNF-alpha agonists/

antagonists

Virulizine (Lorus Therapeu-
tics)
CDC-394 (Celgene)

Revimide (Celgene)

Endotheline-A re-

Atrasentane (Abbot)

YM-598 (Yamanouchi)
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ceptor antagonists

ZD-4054 (AstraZeneca)

Retinoic acid recep-

tor agonists

Fenretinide (Johnson &
Johnson)
LGD-1550 (Ligand)

Alitretinoin (Ligand)

iImmunomodulators

Interferon

Oncophage (Antigenics)
GMK (Progenics)
Adenocarzinoma vaccine
(Biomira)

CTP-37 (AVI BioPharma)
JRX-2 (Immuno-Rx)

Dexosome therapy (Anosys)
Pentrix (Australian Cancer
Technology)

JSF-154 (Tragen)

Cancer vaccine (Intercell)
Noreline (Biostar)

BLP-25 (Biomira)

hormonal agents

Conjugated Estrogens
Ethinylestradiole
Chlorotrianisen
Idenestrole
Hydroxyprogesteroncaproate
Medroxyprogesterone
Testosterone
Testosteronpropionate
Fluoxymesterone
Methyltestosterone
Diethylstilbestrole
Megestrole

Tamoxifen
Toremofine

PEP-005 (Peplin Biotech) MGV (Progenics)
Synchrovax vaccine (CTL 13-Alethine (Dovetail)
Immuno) CLL-Thera (Vasogen)
Melanoma vaccine (CTL Im-
muno)
p21-RAS vaccine (GemVax)

Hormonal and anti- | Estrogens Prednisone

Methylprednisolone
Prednisolone
Aminoglutethimide
Leuprolide
Goserelin
Leuporelin
Cetrorelix
Bicalutamide
Flutamide
Octreotide
Nilutamide
Mitotane

P-04 (Novogen)
2-Methoxyestradiol
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Dexamethasone (EntreMed)
Arzoxifen (Eli Lilly)
Photodynamic Talaporfine (Light Sciences) Pd-Bacteriopheophorbide

agents

Theralux (Theratechnologies)
Motexafin Gadolinium

(Pharmacyclics)

(Yeda)
Lutetium-Texaphyrine
(Pharmacyclics)
Hypericine

Tyrosinkinase in-
hibitors

Imatinib (Novartis)
Leflunomid
(Sugen/Pharmacia)

ZDI839 (AstraZeneca)
Erlotinib (Oncogene Science)
Canertjnib (Pfizer)
Squalamin (Genaera)
SU5416 (Pharmacia)
SU6668 (Pharmacia)
ZD4190 (AstraZeneca)
ZD6474 (AstraZeneca)
Vatalanib (Novartis)
PKI166 (Novartis)

GW2016 (GlaxoSmithKiine)
EKB-509 (Wyeth)

EKB-569 (Wyeth)

Kahalid F (PharmaMar)
CEP- 701 (Cephalon)
CEP-751 (Cephalon)
MLN518 (Millenium)
PKC412 (Novartis)
Phenoxodiol O
Trastuzumab (Genentech)
C225 (ImClone)
rhu-Mab (Genentech)
MDX-H210 (Medarex)
2C4 (Genentech)
MDX-447 (Medarex)

. ABX-EGF (Abgenix)

IMC-1C11 (ImClone)

Different agents

SR-27897 (CCK-A inhibitor,
Sanofi-Synthelabo)
Tocladesine (cyclic-AMP
agonist, Ribapharm)
Alvocidib (CDK inhibitor,
Aventis)

CV-247 (COX-2-Inhibitor, Ivy
Medical)

P54 (COX-2 inhibitor, Phyto-

BCX-1777 (PNP inhibitor,
BioCryst)

Ranpirnase (Ribonuclease
stimulans, Alfacell)
Galarubicin (RNA synthesis
inhibitor, Dong-A)
Tirapazamin (reducing agent,
SR International)
N-Acetylcystein (reducing
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CapCell™ (CYP450 stimu-
lans, Bavarian Nordic)
GCS-100 (gal3 antagonist,
GlycoGenesys)

G17DT immunogen (Gastrin
inhibitor, Aphton)
Efaproxiral (Oxygenator,
Allos Therapeutics)

P1-88 (Heparanase inhibitor,
Progen)

Tesmilifen (Histamine an-
tagonist, YM BioSciences)
Histamine (Histamine-H2
receptor agonist, Maxim)
Tiazofurin (IMPDH inhibitor,
Ribapharm)

Cilengitide (Integrine antago-
nist, Merck KGaA)
SR-31747 (IL-1 antagonist,
Sanofi-Synthelabo)
CCI-779 (TOR kinase in-
hibitor, Wyeth)

Exisulind (PDE-V inhibitor,
Cell Pathways) '
CP-461 (PDE-V inhibitor, Cell
Pathways)

AG-2037 (GART inhibitor,
Pfizer)

WX-UK1 (Plasminogen acti-
vator inhibitor, Wilex)
PBI-1402 (PMN stimulans,
ProMetic LifeSciences)
Bortezomib (Proteasome
inhibitor, Millennium)

agent, Zambon)
R-Flurbiprofen (NF-kappaB
inhibitor, Encore)

3CPA (NF-kappaB inhibitor,
Active Biotech)

Seocalcitol (Vitamin-D recep-
tor agonist, Leo)
131-1-TM-601 (DNA
antagonist, TransMolecular)
Eflornithin (ODC inhibitor,
ILEX Oncology)

Minodronic acid (Osteoclasts
inhibitor, Yamanouchi)
Indisulam (p53 stimulans,
Eisai)

Aplidin (PPT inhibitor, Phar-
maMar)

Rituximab (CD20 antibody,
Genentech)

Gemtuzumab (CD33 anti-
body, Wyeth Ayerst)

PG2 (Hematopoesis enhan-
cer, Pharmagenesis)
immuno!™ (Triclosan oral
irrigation, Endo)
Triacetyluridine (Uridine prod-
rug, Wellstat)

SN-4071 (sarcoma agent,
Signature BioScience)
TransMID-107™ (Immu-
notoxine, KS Biomedix)
PCK-3145 (Apoptosis enhan-
cer, Procyon)

Doranidazole (Apoptosis en-
hancer, Pola)
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SRL-172 (T-cell stimulans,
SR Pharma)

TLK-286 (Glutathione-S-
transferase inhibitor, Telik)
PT-100 (Growth factor ago-
nist, Point Therapeutics)
Midostaurin (PKC inhibitor,
Novartis)

Bryostatin-1 (PKC stimulans,
GPC Biotech)

CDA-Il (Apoptosis enhancer,
Everlife)

SDX-101 (Apoptosis enhan-
cer, Salmedix)

Ceflatonin (Apoptosis enhan-

cer, ChemGenex)

CHS-828 (cytotoxic agent,
Leo)

trans-Retinoic acid (Differ-
entiator, NiH)

MX6 (Apoptosis enhancer,
MAXIA)

Apomin (Apoptosis enhancer,
ILEX Oncology)

Urocidine (Apoptosis enhan-
cer, Bioniche)

Ro-31-7453 (Apoptosis en-
hancer, La Roche)
Brostallicin (Apoptosis en-
hancer, Pharmacia)

In a preferred embodiment, a product of the invention is administered in combina-

tion with one or more known anti-tumor agents, such as the following: estrogen recep-
tor modulators, androgen receptor modulators, retinoid receptor modulators, cytotoxics,
antiproliferative agents, prenyl proteintransferase inhibitors, HMG-CoA-reductase in-
hibitors, HIV protease inhibitors, reverse transcriptase inhibitors, angiogenesis inhibi-

tors.

The products of the invention are in particular well suited for administration in com-
bination with radiotherapy. The synergistic effects of VEGF inhibition in combination
with radiotherapy are known to the skilled artisan (WO 00/61186).

The term “estrogen receptor modulators” in the course of the present invention re-
fers to compounds that interfere with or inhibit the binding of estrogen to estrogen re-
ceptor — independently from the mode of action. Non-limiting examples of estrogen
receptor modulators are tamoxifen, raloxifen, idoxifen, LY353381, LY 117081, tore-
mifen, fulvestrant, 4-[7-(2,2-Dimethyl-1-oxopropoxy-4-methyl-2-[4-[2-(1-
piperidinyl)ethoxylphenyl}-2H-1-benzopyran-3-yijphenyl-2,2-dimethyl-propanoate, 4,4'-
Dihydroxybenzophenon-2,4-dinitrophenylhydrazone and SH646.
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The term “androgen receptor modulators” in the course of the present invention re-
fers to compounds that interfere with or inhibit the binding of androgens to androgen
receptor — independently from the mode of action. Non-limiting examples of androgen
receptor modulators are finasteride and other 5alpha-reductase inhibitors, nilutamide,

flutamide, bicalutamide, liarozole and abirateron acetate.

The term “retinoid receptor modulators” in the course of the present invention refers
to compounds that interfere with or inhibit the binding of retinoids to retinoid receptor —
independently from the mode of action. Non-limiting examples of retinoid receptor
modulators are bexaroten, tretinoin, 13-cis-retinoic acid, 9-cis-retinoic acid, alpha-
difluoromethylornithine, ILX23-7553, trans-N-(4'-Hydroxyphenyl)retinamide and N-4-

carboxyphenylretinamide.

The term “cytotoxics” in the course of the present invention refers to compounds
that primarily trigger cell death through direct action on cell function(s) or which inter-
fere with or inhibit cell myosis, such as alkylating agents, tumor necrosis factors, inter-
calating agents, microtubule inhibitors and topoisomerase inhibitors. Non-lirﬁiting ex-
amples of cytotoxics are tirapazimin, sertenef, cachectine, ifosfamide, tasonermine,
lonidamine, carboplatin, altretamine, prednimustine, dibromodulcit, ranimustine, fote-
mustine, nedaplatin, oxaliplatin, temozolomide, heptaplatin, estramustin, improsulfan-
tosylate, trofosfamide, nimustine, dibrospidium-chloride, pumitepa, lobapiatin, satra-
platin, profiromycin, cisplatin, irofulven, dexifosfamide, cis-amindichloro(2-
methylpyridine)platin, benzylguanine, glufosfamide, GPX100, (irans,trans,trans)-bis-
mu-(hexane-1 6-diamine)-mu-[diamine-platin(l1)]bis-[diamine(chloro)platin(ll)}-
tetrachloride, diarizidinylspermine, arsenium trioxide, 1-(11-Dodecylamino-10-
hydroxyundecyl}-3,7-dimethylxanthine, zorubicin, idarubicin, daunorubicin, bisantren,
mitoxantron, pirarubicin, pinafide, valrubicine, amrubicine, antineoplaston, 3'-desamino-
3-morpholino-13-desoxo-10-hydroxycarminomycin, annamycin, galarubicin, elinafide,
MEN10755 and 4-desmethoxy-3-desamino-3-aziridinyl-4-methylsulfonyl-daunorubicin
(WO 00/50032).

Non-limiting examples of microtubule inhibitors are paclitaxel, vindesine-sulfate,
3' 4'-dideshydro-4'-desoxy-8'-norvincaleukoblastine, docetaxol, rhizoxine, dolastatine,
mivobuline-isethionate, auristatine, cemadotine, RPR109881, BMS184476, vinflunine,
cryptophycine, 2,3,4,5,6-pentafluoro-N-(3-fluoro-4-methoxyphenyl)-
benzenesulfonamide, anhydrovinblastine, N,N-dimethyl-L-valyl-L -valyl-N-methyl-L-
valyl-L-prolyl-L-proline-t-butylamide, TDX258 and BMS188797.
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Non-limiting examples of topoisomerase inhibitors are topotecane, hycaptamine, ir-
inotecane, rubitecane, 6-ethoxypropionyl-3',4'-O-exo-benzylidene-chartreusine, 9-
methoxy—N,N-dimethy|-5-nitropyrazolo[3,4,5-kl]acridine-2-(6H)propanamine, 1-amino-9
ethyl-5-fluoro-2, 3-dihydro-9-hydroxy-4-methyl-1H,1 2H-benzo-[de}-pyrano-

[3',4":b, 7]indolizino[1,2b]quiinoline-10,13(9H, 15H)-dione, lurtotecane, 7-[2-(N-
isopropylamino)ethyl]-(20S)camptothecine, BNP1 350, BNPI1100, BN80915, BN80942,
etoposide-phosphate, teniposide, sobuzoxane, 2'-dimethylamino-2'-desoxy-etoposide,
GL331, N-[2-(dimethylamino)ethyl]-9-hydroxy—5,6-dimethyl-6H-pyrido[4,3-b]carbazo|e-
1-carboxamide, asulacrine, (5a,5aB,8aa,9b)-9-[2-[N-[2-(dimethylamino)ethyl]-N-
methylamino]ethyl]-S—[4-hydroxy-3.5-dimethoxyphenyl]-5,5a,6,8,83,9-
hexohydrofuro(3',4":6,7)naphtho(2,3-d)-1,3-dioxol-6-one, 2,3-(methylendioxy)-5-methyl-
7-hydroxy-8-methoxybenzo[c]phenanthridinium, 6,9-bis[(2-aminoethyl)amino]-

benzo[glisoquinoline-5,10-dione, 5-(3-aminopropylamino)-7,10-dihydroxy-2-(2-
hydroxyethylaminomethyl)—6H-pyrazoIo[4,5,1-de]-acridine-6-one, N-[1-
[2(diethylamino)ethylamino]—7-methoxy-9—oxo—9H-thioxane-then-4wylmethyl]formamide,
N-(2-(dimethyl-amino)-ethyl)acridine-4-carboxamide, 6-{[2-(dimethylamino}-
ethylJamino}-3-hydroxy-7H-indeno[2,1-c]quinolin-7-one and dimesna.

Non-limiting examples of antiproliferative agents are antisense RNA- and an-
tisense-DNA oligonucleotides, such as G3139, ODN698, RVASKRAS, GEM231 and
INX3001, as well as antimetabolites scuh as enocitabine, carmofur, tegafur, pen-
tostatine, doxifluridine, trimetrexate, fludarabine, capecitabine, galocitabine, cytarabin-
ocfosfate, fosteabine sodiumhydrate, raltitrexed, paltitrexide, emitefur, tiazofurine,
decitabine, nolatrexed, pemetrexed, nelzarabine, 2'-desoxy-2'-methylidencytidine, 2'-
fluoromethylen-2'-desoxycytidine, N-[5-(2,3-dihydrobenzofuryl)sulfonyl]-N'-(3,4-
dichlorophenyl)urea, N67[4-desoxy-4-[N2-[2(E),4(E)-tetradecadienoyl]gchyIamino]-L-
glycero-B-L-manno-heptopyranosyliladenine, aplidine, ecteinascidine, troxacitabine, 4-
[2-amino-4-ox0-4,6,7,8-tetrahydro-3H-pyrimidino[5,4-b][1 ,4]ihiazine-6-yl-(S)-ethyl]-2,5—
thienoyl-L-glutaminic acid, aminopterine, 5-fluorouracit, alanosine, 11-acetyl-8-
(carbamoyloxymethyl)-4-formyl-6-methoxy-14-oxa-1,11 -diaza-tetracyclo-(7.4.1.0.0)-
tetradeca-2,4,6-trien-9-ylacetic acid ester, swainsonine, lometrexole, dexrazoxane,
methioninase, 2'-cyan-2'-desoxy-N4-palmitoyl-1-B-D-arabinofuranosylcytosine and 3-
aminopyridine-2-carboxaldehyde-thiosemicarbazone.

“Antiproliferative agents” also comprises monoclonal antibodies against growth fac-

tors that have not been listed under “angiogenesis inhibitors”, such as trastuzumab, as
well as tumor suppressor genes, such as p53.
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The pharmaceutical compositions of the present invention (as described herein)
may be administered by any means that achieve their intended purpose. For example,
administration may be by oral, parenteral, topical, enteral, intravenous, intramuscular,
inhalant, nasal, intraarticular, intraspinal, transtracheal, transocular, subcutaneous,
intraperitoneal, transdermal, or buccal routes. Alternatively, or concurrently, administra-
tion may be by the oral route. The dosage administered will be dependent upon the
age, health, and weight of the recipient, kind of concurrent treatment, if any, frequency
of treatment, and the nature of the effect desired. Parenteral administration is pre-

ferred. Oral administration is especially preferred.

Suitable dosage forms include, but are not limited to capsules, tablets, pellets, dra-
gees, semi-solids, powders, granules, suppositories, ointments, creams, lotions, inha-
lants, injections, cataplasms, gels, tapes, eye drops, solution, syrups, aerosols, sus-
pension, emulsion, which can be produced according to methods known in the art, for
example as described below:

tablets: mixing of active ingredient/s and auxiliaries, compression of said mixture
into tablets (direct compression), optionally granulation of part of mixture before com-

pression.

capsules: mixing of active ingredient/s and auxiliaries to obtain a flowable powder,
optionally granulating powder, filling powders/granulate into opened capsules, capping

of capsules.

semi-solids (ointments, gels, creams): dissolving/dispersing active ingredient/s in
an aqueous or fatty carrier; subsequent mixing of aqueous/fatty phase with comple-
mentary fatty/ aqueous phase, homogenization (creams only).

suppositories (rectal and vaginal): dissolving/dispersing active ingredient/s in carrier
material liquified by heat (rectal: carrier material normally a wax; vaginal: carrier nor-
mally a heated solution of a gelling agent), casting said mixture into suppository forms,

annealing and withdrawal suppositories from the forms.

aerosols: dispersing/dissolving active agent/s in a propellant, bottling said mixture

into an atomizer.
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In general, non-chemical routes for the production of pharmaceutical compositions
and/or pharmaceutical prepérations comprise processing steps on suitable mechanical
means known in the art that transfer one or more products of the invention into a dos-
age form suitable for administration to a patient in need of such a treatment. Usually,
the transfer of one or more products of the invention into such a dosage form com-
prises the addition of one or more compounds, selected from the group consisting of
carriers, excipients, auxiliaries and pharmaceutical active ingredients other than the
products of the invention. Suitable processing steps include, but are not limited to com-
bining, milling, mixing, granulating, dissolving, dispersing, homogenizing, casting
and/or compressing the respective active and non-active ingredients. Mechanical
means for performing said processing steps are known in the art, for example from
Ulimann's Encyclopedia of Industrial Chemistry, 5th Edition. In this respect, active in-
gredients are preferably at least one product of the invention and one or more addi-
tional compounds other than the products of the invention, which show valuable phar-
maceutical properties, preferably those pharmaceutical active agents other than the
products of the invention, which are disclosed herein.

Particularly suitable for oral use are tablets, pills, coated tablets, capsules, pow-
ders, granules, syrups, juices or drops, suitable for rectal use are suppositories, suit-
able for parenteral use are solutions, preferably oil-based or aqueous solutions, fur-
thermore suspensions, emulsions or implants, and suitable for topical use are oint-
ments, creams or powders. The products of the invention may also be lyophilised and
the resultant lyophilisates used, for example, for the preparation of injection prepara-
tions. The preparations indicated may be sterilised and/or comprise assistants, such as
jubricants, preservatives, stabilisers and/or wetting agents, emulsifiers, salts for modify-
ing the osmotic pressure, buffer substances, dyes, flavours and/or a plurality of further
active ingredients, for example one or more vitamins.

Suitable excipients are organic or inorganic substances, which are suitable for en-
teral (for example oral), parenteral or topical administration and do not react with the
products of the invention, for example water, vegetable oils, benzyl alcohols, alkylene
glycols, polyethylene glycols, glycerol triacetate, gelatine, carbohydrates, such as lac-
tose, sucrose, mannitol, sorbitol or starch (maize starch, wheat starch, rice starch, po-
tato starch), cellulose preparations and/or calcium phosphates, for example tricalcium
phosphate or calcium hydrogen phosphate, magnesium stearate, talc, gelatine, tra-
gacanth, methyl celiulose, hydroxypropylmethylcellulose, sodium carboxymethylcellu-
lose, polyvinyl pyrrolidone and/or vaseline.
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If desired, disintegrating agents may be added such as the above-mentioned
starches and also carboxymethyi-starch, cross-linked pblyvinyl pyrrolidone, agar, or
alginic acid or a salt thereof, such as sodium alginate. Auxiliaries include, without limi-
tation, flow-regulating agents and lubricants, for example, silica, talc, stearic acid or
salts thereof, such as magnesium stearate or calcium stearate, and/or polyethylene
glycol. Dragee cores are provided with suitable coatings, which, if desired, are resistant
to gastric juices. For this purpose, concentrated saccharide solutions may be used,
which may optionally contain gum arabic, talc, polyvinyl pyrrolidone, polyethylene gly-
col and/or titanium dioxide, lacquer solutions and suitable organic solvents or solvent
mixtures. In order to produce coatings resistant to gastric juices or to provide a dosage
form affording the advantage of prolonged action, the tablet, dragee or pill can com-
prise an inner dosage and an outer dosage component me latter being in the form of
an envelope over the former. The two components can be séparated by an enteric
layer, which serves to resist disintegration in the stomach and permits the inner com-
ponent to pass intact into the duodenum or to be delayed in release. A variety of mate-
rials can be used for such enteric layers or coatings, such materials including a number
of polymeric acids and mixtures of polymeric acids with such materials as shellac, ace-
tyl alcohol, solutions of suitable cellulose preparations such as acetyl-cellulose phtha-
late, cellulose acetate or hydroxypropylmethyl-cellulose phthalate, are used. Dye stuffs
or pigments may be added to the tablets or dragee coatings, for example, for identifica-
tion or in order to characterize combinations of active compound doses.

Suitable carrier substances are organic or inorganic substances which are suitable
for enteral (e.g. oral) or parenteral administration or topical application and do not react
with the novel compounds, for example water, vegetable oils, benzyl alcohols, polyeth-
ylene glycols, gelatin, carbohydrates such as lactose or starch, magnesium stearate,
talc and petroleum jelly. In barticular, tablets, coated tablets, capsules, syrups, suspen-
sions, drops or suppositories are used for enteral administration, solutions, preferably
oily or aqueous solutions, furthermore suspensions, emulsions or implants, are used
for parenteral administration, and ointments, creams or powders are used for topical
application. The products of the invention can also be lyophilized and the lyophilizates
obtained can be used, for example, for the production of injection preparations.

The preparations indicated can be sterilized and/or can contain excipients such as
lubricants, preservatives, stabilizers and/or wetting agents, emulsifiers, salts for affect-
ing the osmotic pressure, buffer substances, colorants, flavourings and/or aromatizers.
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They can, if desired, also contain one or more further active compounds, e.g. one or

more vitamins.

Other pharmaceutical preparations, which can be used orally include push-fit cap-
suleé made of gelatine, as well as soft, sealed capsules made of gelatine and a plasti-
cizer such as glycerol or sorbitol. The push-fit capsules can contain the active com-
pounds in the form of granules, which may be mixed with fillers such as lactose, bind-
ers such as starches, and/or lubricants such as talc or magnesium stearate and, op-
tionally, stabilizers. In soft capsules, the active compounds are preferably dissolved or
suspended in suitable liquids, such as fatty oils, or liquid paraffin. In addition, stabilizers

may be added.

The liquid forms in which the novel compositions of the present invention may be
incorporated for administration orally include aqueous solutions, suitably flavoured syr-
ups, aqueous or oil suspensions, and flavoured emulsions with edible oils such as cot-
tonseed oil, sesame oil, coconut oil or peanut oil, as well as elixirs and similar pharma-
ceutical vehicles. Suitable dispersing or suspending agents for aqueous suspensions
include synthetic and natural gums such as tragacanth, acacia, alginate, dextran, so-
dium carboxymethylcellulose, methylcellulose, polyvinyl-pyrrolidone or gelatine.

Suitable formulations for parenteral administration include aqueous solutions of the
active compounds in water-soluble form, for example, water-soluble salts and alkaline
solutions. In addition, suspensions of the active compounds as appropriate oily injec-
tion suspensions may be administered. Suitable lipophilic solvents or vehiclés include
fatty oils, for example, sesame oil, or synthetic fatty acid esters, for example, ethyl
oleate or triglycerides or polyethylene glycol-400 (the compounds are soluble in PEG-
400).

Aqueous injection suspensions may contain substances, which increase the viscos-
ity of the suspension, including, for example, sodium carboxymethyl cellulose, sorbitol,
and/or dextran, optionally, the suspension may also contain stabilizers.

For administration as an inhalation spray, it is possible to use sprays in which the
active ingredient is either dissolved or suspended in a propellant gas or propellant gas
mixture (for example CO; or chlorofluorocarbons). The active ingredient is advanta-
geously used here in micronized form, in which case one or more additional physiologi-
cally acceptable solvents may be present, for example ethanol. Inhalation solutions can
be administered with the aid of conventional inhalers.
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Possible pharmaceutical preparations, which can be used rectally include, for ex-
ample, suppositories, which consist of a combination of one or more of the active com-
pounds with a suppository base. Suitable suppository bases are, for example, natural
or synthetic triglycerides, or paraffin hydrocarbons. In addition, it is also possible to use
gelatine rectal capsules, which consist of a combination of the active compounds with a
base. Possible base materials include, for example, liquid triglycerides, polyethylene

glycols, or paraffin hydrocarbons.

For use in medicine, the products of the present invention will be in the form of
pharmaceutically acceptable salts. Other salts may, however, be useful in the prepara-
tion of the products of the invention or of their pharmaceutically acceptable salts. Suit-

~able pharmaceutically acceptable salts of the products of the invention include acid

addition salts which may, for example be formed by mixing a solution of the product of
the invention with a solution of a pharmaceutically acceptable acid such as hydrochloric
acid, sulphuric acid, methanesulphonic acid, fumaric acid, maleic acid, succinic acid,
acetic acid, benzoic acid, oxalic acid, citric acid, tartaric acid, carbonic acid or phospho-
ric acid. Furthermore, where the products of the invention carry an acidic moiety, suit-
able pharmaceutically acceptable salts thereof may include alkali metal salts, e.g. so-
dium or potassium salts; alkaline earth metal salts, e.g. calcium or magnesium salts;
and salts formed with suitable organic bases, e.g. quaternary ammonium salts.

The pharmaceutical preparations can be employed as medicaments in human and
veterinary medicine. As used herein, the term “effective amount" means that amount of
a drug or pharmaceutical agent that will elicit the biological or medical response of a
tissue, system, animal or human that is being sought, for instance, by a researcher or
clinician. Furthermore, the term "therapeutically effective amount” means any amount
which, as compared to a corresponding subject who has not received such amount,
results in improved treatment, healing, prevention, or amelioration of a disease, disor-
der, or side effect, or a decrease in the rate of advancement of a disease or disorder.
The term also includes within its scope amounts effective to enhance normal physio-
logical function. Said therapeutic effective amount of one or more of the products of the
invention is known to the skilled artisan or can be easily determined by standard meth-

ods known in the art.

The products of the invention and the additional pharmacologically active sub-
stances are generally administered analogously to commercial preparations. Usually,
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suitable doses that are therapeutically effective lie in the range between 0.0005 mg and
1000 mg, preferably between 0.005 mg and 500 mg and especially between 0.5 mg
and 100 mg per dose unit. The daily dose is preferably between about 0.001 mg/kg
and 10 mg/kg of body weight.

Those of skill will readily appreciate that dose levels can vary as a function of the
specific compound, the severity of the symptoms and the susceptibility of the subject to
side effects. Some of the specific compounds are more potent than others. Preferred
dosages for a given compound are readily determinable by those of skill in the art by a
variety of means. A preferred means is to measure the physiological potency of a given

compound.

For the purpose of the present invention, all mammalian species are regarded as
being comprised. In a preferred embodiment, such mammals are selected from the
group consisting of “primate, human, rodent, equine, bovine, canine, feline, domestic
animals, cattle, livestock, pets, cow, sheep, pig, goat, horse, pony, donkey, hinny,
mule, hare, rabbit, cat, dog, guinea pig, hamster, rat, mouse”. More preferably, such
mammals are humans. Animal models are of interest for experimental investigations,
providing a model for treatment of human diseases.

The specific dose for the individual patient depends, however, on the multitude of
factors, for example on the efficacy of the specific compounds employed, on the age,
body weight, general state of health, the sex, the kind of diet, on the time and route of
administration, on the excretion rate, the kind of administration and the dosage form to
be administered, the pharmaceutical combination and severity of the particular disorder
to which the therapy relates. The specific therapeutic effective dose for the individual
patient can readily be determined by routine experimentation, for example by the doc-
tor or physician, which advises or attends the therapeutic treatment.

In the case of many disorders, the susceptibility of a particular cell to treatment with
the subject compounds may be determined by in vitro testing. Typically a culture of the
cell is combined with a subject compound at varying concentrations for a period of time
sufficient to allow the active agents to show a relevant reaction, usually between about
one hour and one week. For in vitro testing, cultured cells from a biopsy sample may

be used.
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The object of the present invention has surprisingly been solved in another aspect
by providing a process for manufacturing crystalline modification A1 of 6-(1-methyl-1H-
pyrazol-4—y|)-2-{3-[5-(2—morpho|in-4—yl-ethoxy)—pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-
one dihydrogenphosphate anhydrate comprising the steps:

(a) dissolving or dispersing 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one (free base) or one or more
salts thereof in a solvent or a solvent mixture, preferably 2-propanole or chloro-

form, optionally under stirring,

(b) converting 6-(1-methyl-1 H-pyrazol-4-y1)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one (free base) or one or more salts
thereof into the corresponding dihydrogenphosphate salt by addition of aqueous
or ethanolic phosphoric acid solution, optionally under stirring,

(c) stirring the resulting dispersion of step (b) at room temperature for one or more

hours or days, preferably for 1 or 2 hours,

(d) recovering precipitated 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhy-
drate by filtration, optionally subsequent washing with a solvent or a solvent
mixture, and optionally subsequent drying, preferably in vacuo, optionally at
elevated temperature T, preferably 30° C to 95° C, more preferably 70° C.

In the course of the present invention, the terms “elevated temperature” and “ele-
vated temperature T or T, (with x = 1, 2, 3 etc.)” refer to an individual specific tempera-
ture for a given process step or sub-step that is independent from any other “elevated
temperature” and that can be any temperature within the temperature range from
“above room temperature” to “boiling temperature” of a given solvent or solvent mixture
and/or “melting temperature” of a given solid, educt, intermediate or product or mixture

thereof, whatever applies.

In the course of the present invention, the term “one or more salts of 6-(1-methyl-
1H-pyrazol-4-yl }-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-
3-one (free base)" refers to any and all salts, preferably pharmaceutically acceptable
salts, of 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-
benzyl}-2H-pyridazin-3-one (free base), which include, but are not limited to, acetate,
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adipate, alginate, arginate, aspartate, benzoate, benzolsulphonate (besylate),
bisulphate, bisulphite, bromide, butyrate, bampférat, campforsulphonate, caprylate,
chioride, chlorobenzoate, citrate, cyclopentanpropionate, digluconate, dihydrogen-
phosphate, dinitrobenzoate, dodecylsulphate, ethansulphonate, fumarate, galacterate,
galacturonate, glucoheptanoate, gluconate, glutamate, glycerophosphate,
hemisuccinate, hemisulphate, heptanoate, hexanoate, hippurate, hydrochloride,
hydrobromide, hydroiodide, 2-hydroxyethansulphonate, iodide, isothionate, isobutyrate,
lactate, lactobionate, malate, maleate, malonate, mandelate, metaphosphate,
methansulphonate, methylbenzoate, monohydrogenphosphate, 2-
naphthalinsulphonate, nicotinate, nitrate, oxalate, oleate, pamoate, pectinate,
persulphate, phenylacetate, 3-phenylpropionate, phosphate, phosphonate, and
phthalate.

In the course of the present invention, the term “a solvent or a solvent mixture” re-
fers to any and all solvents, preferably organic solvents and water, more preferably
pharmaceutically acceptable organic solvents and water, which include, but are not
limited to, methanol, ethanol, 2-propanol, n-btanol, iso-butanol, acetone, methylethytke-
tone, ethylacetate, 1,4-dioxane, diethylether, MTBE, THF, acetonitrile, dichloro-
methane, chloroform, DMF, cyclohexane, cyclopentane, n-hexane, n-heptane, n-
pentane, toluene, o-xylene, p-xylene, DMSO, pyridine, acetic acid, anisole, butylace-
tate, cumene, ehylformate, formic acid, iso-butylacetate, iso-propylacetate, methylace-
tate, 3-methyl-1-butanol, methylisobutylketone, 2-methyl-1-propanol, 1-pentanol, propy-
lacetate, ethylenglycole, and 1-methyl-2-pyrrolidone, as well as any and all mixtures of
two or more such solvents, preferably binary mixtures, more preferably binary mixtures
of water and a pharmaceutically acceptable organic solvent.

The object of the present invention has surprisingly been solved in another aspect
by providing a process for manufacturing crystalline modification A1 of 6-(1-methyl-1H-
pyrazol-4-y|)-2-{3-[5-(2-morpholin-4-y|-ethoxy)-pyrimidin«-2-y|]-benzy|}-2H-pyridazin-3-
one dihydrogenphosphate anhydrate comprising the steps:

(a) dispersing 6-(1-methyl-1 H-pyrazol-4-yi)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one (free base) or one or more salts
thereof in a solvent or a solvent mixture, preferably in water, and addition of
aqueous phosphoric acid solution, optionally under stirring,
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(b) heating the resulting dispersion of step (a) up to elevated temperature T1, pref-
erably 30° C to 95° C, more preferably 50°°C, optionally under stirring, and
cooling down the resulting solution, preferably to 0° C to 40° C, more preferably
to 20°°C, optionally under stirring, before diluting it with a solvent or a solvent

mixture, preferably acetone, optionally under stirring,

(c) stirring the resulting dispersion of step (b) at 0° C to 40° C, preferably 10° C, un-
til crystallization is complete and/or incubating it at room temperature for one or
more hours or days, optionally under stirring,

(d) recovering precipitated 6-(1-methyl-1H-pyrazol-4-yl)—2-{3—[5-(2-morpholin-4-yl—
ethoxy)—pyrimidin-2-yl]—benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhy-
drate by filtration, optionally cooling down the resulting dispersion of step (c) to
0° C to 20° C, preferably 5° C, prior to filtration optionally under stirring, option-
ally subsequent washing with a solvent or a solvent mixture, preferably acetone,
and optionally subsequent drying, preferably in vacuo, optionally at elevated
temperature T2, preferably 30° C to 95° C, more preferably 70° C,

(e) optionally, boiling the resuiting dried crystals of step (d) in a solvent or a solvent
mixture, preferably ethanol, as dispersion for one or more minutes, preferably
30 minutes, and recovering them by filtration from the hot dispersion.

The object of the present invention has surprisingly been solved in another aspect
by providing a process for manufacturing crystalline modification A1 of 6-(1-methyl-1H-
pyrazol-4-y|)-2-{3-[5-(2-morpho|in-4-y|-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-
one dihydrogenphosphate anhydrate comprising the steps:

(a) dispersing 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one (free base) or one or more salts
thereof in a solvent mixture, preferably in water:acetone mixtures, and addition
of aqueous phosphoric acid solution, optionally under stirring,

(b) heating the resulting dispersion of step (a) up to elevated temperature T1, pref-
erably 30° C to 95° C, more preferably 55°C, optionally under stirring, and cool-
ing down the resulting solution, preferably to 0° C to 50° C, optionally under stir-
ring, with a defined cooling rate, preferably 0.1-1 K/min, more preferably 0.1-0.3
K/min, optionally under stirring, until crystallization sets in,
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(c) further cooling the resulting dispersion of step (b) preferably to -20° C to 0° C,
more preferably to -10°C, optionally under stirring, with a defined cooling rate,
preferably 0.1-1 K/min, more preferably 0.1-0.3 K/min, optionally under stirring,

(d) stirring the resulting dispersion of step (c) at -20° C to 40° C, preferably -10° C,

until crystallization is complete,

(e) recovering crystallized 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yi]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhy-
drate by filtration, optionally subsequent washing with a solvent or a solvent
mixture, preferably acetone, and optionally subsequent drying, preferably in
vacuo, optionally at elevated temperature T2, preferably 30° C to 95° C, more
preferably 70° C.

The object of the present invention has surprisingly been solved in another aspect
by providing a process for manufacturing crystalline modification H1 of 6-(1-methyl-1H-
pyrazol-4-yl)-2-{3-[5-(2—morpho|in-4~yl-ethoxy)—pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-
one dihydrogenphosphate dihydrate comprising the steps:

(a) spreading 6-(1-methyl-1 H-pyrazol-4-y1)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate
crystalline modification A1 onto a surface, preferably a bordered surface of a
container, more preferably of a Petri dish, and subsequently incubating itina
sealed desiccator over water or aqueous salt solutions with defined relative
humidity (RH), preferably 80-100% RH, more preferably 90-100% RH, for one

or more days or weeks.

The object of the present invention has surprisingly been solved in another aspect |
by providing a process for manufacturing crystalline modification H1 of 6-(1-methyl-1H-
pyrazoI-4-yl)-2-{3-[5-(2—morpholin-4—yl-ethoxy)—pyrimidin-2-y|]-benzyl}-ZH-pyridazin-3-
one dihydrogenphosphate dihydrate comprising the steps:

(a) dispersing 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate
crystalline modification A1 in a mixture of two or more solvents, preferably a bi-
nary mixture of water and an organic solvent, where preferably the organic sol-
vent is selected from the group consisting of: “methanol, ethanol, 2-propanol,
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acetone, TFH and acetonitrile”, optionally under stirring, and stirring the result-
ing dispersion at elevated temperature T1, preferably 30° C to 95° C, more

preferably 50° C, for one or more days or weeks,

(b) recovering precipitated 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate di-
hydrate by filtration, optionally subsequent washing with a solvent or a solvent
mixture, and optionally subsequent drying, preferably in vacuo, optionally at
elevated temperature T2, preferably 30° C to 95° C, more preferably 70° C.

The object of the present invention has surprisingly been solved in another aspect
by providing a process for manufacturing crystalline modification NF3 of 6-(1-methyl-
1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-
3-one dihydrogenphosphate comprising the steps:

(a) dispersing or dissolving 6-(1-methyl-1H-pyrazol-4-y1)-2-{3-[5-(2-morpholin-4-yI-
ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhy-
drate crystalline modification A1 in a mixture of two or more solvents, preferably
a binary mixture, where preferably the solvents are selected from the group
consisting of: “water, methanol, ethanol, 2-propanol, acetone, TFH, acetonitrile
and 1,4-dioxane”, optionally under stirring, and subsequently evaporating the
mixture of two or more solvents at room temperature or elevated temperature
T1, preferably 30° C to 95° C, more preferably 50° C. until crystallization oc-

curs,

(b) recovering precipitated 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate hy-
drate by filtration, optionally subsequent washing with a solvent or a solvent
mixture, and optionally subsequent drying, preferably in vacuo, optionally at
elevated temperature T2, preferably 30° C to 95° C, more preferably 70° C.

The object of the present invention has surprisingly been solved in another aspect
by providing a process for manufacturing crystalline modification NF5 of 6-(1-methyl-
1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yi}-benzyl}-2H-pyridazin-
3-one dihydrogenphosphate hydrate comprising the steps:
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(a) dissolving 6-(1-methyi-1 H-pyrazol-4-y|)—2-{3-[5-(2-morpho|in-4-y|-ethoxy)—
pyrimidin-2-y|]-benzy1}-2H-pyridazin-3-one dihydrogenphosphate anhydrate
crystalline modification A1 into a binary solvent mixture, preferably wa-
ter'methanol, most preferably in a ratio of 1:1 (v:v), and quickly evaporating the
solvent mixture at elevated temperature, preferably 40-80 °C, most preferably

60 °C, under vacuum until a precipitate is obtained,

(b) optionally further spreading the precipitate obtained from step (a) as a powder
onto a surface, preferably a bordered surface of a container, more preferably of
a Petri dish, and subsequently incubating it in a sealed desiccator over water or
aqueous salt solutions with defined relative humidity (RH), preferably 80-100%
RH, more preferably 90-100% RH, for one or more days or weeks.

The object of the present invention has surprisingly been solved in another aspect
by providing a process for manufacturing crystalline modification NF5 of 6-(1-methyl-
1 H-pyrazol-4-y|)-2-{3-[5-(2—morpholin-4-y|-ethoxy)-pyrimidin-2-yl]-benzyl}-ZH-pyridazin—
3-one dihydrogenphosphate hydrate comprising the step: '

(a) spreading 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpho|in-4-yl-ethoxy)-
pyrimidin-2-yl]—benzyl}-2H-pyridazin-3-0ne dihydrogenphosphate crystalline
form NF3 as a powder onto a surface, preferably a bordered surface of a con-

~ tainer, more preferably of a Petri dish, and subsequently incubating it in a
sealed desiccator over water or aqueous salt solutions with defined relative
humidity (RH), preferably 80-100% RH, more preferably 90-100% RH, for one

or more days or weeks.

Brief description of the drawings

Figure 1 depicts the powder X-ray diffractogram of crystalline modification A1 of 6-
(1-methyl-1 H-pyrazol-4-yl)-2-{3¥[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-benzy|}-2H-
pyridazin-3-one dihydrogenphosphate anhydrate.

Figure 2 depicts single crystal X-Ray Structure data of crystalline modification A1
of 6-(1-methyl-1 H-pyrazo|-4-yl)-2-{3-[5-(2-morpholin-4~yl-ethoxy)-pyrimidin-2-y|]-
benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate viewed along b-axis.
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Figure 3 depicts the FT-IR spectrum of crystalline modification A1 of 6-(1-methyl-
1H-pyrazol-4-yl )-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-
3-one dihydrogenphosphate anhydrate.

Figure 4 depicts the FT-Raman spectrum of crystalline modification A1 of 6-(1-
methyl-1H-pyrazol-4-yl }-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl}-benzyl}-2H-
pyridazin-3-one dihydrogenphosphate anhydrate.

Figure 5 depicts the DSC scan profile (Perkin-Elmer Diamond DSC, 5 K/min, nitro-
gen purge gas 50 mL/min) of crystalline modification A1 of 6-(1-methyl-1H-pyrazol-4-
yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihy-
drogenphosphate anhydrate.

Figure 6 depicts the TGA scan profile (Perkin-Elmer Pyris TGA1, 5 K/min, nitrogen
purge gas 50 mL/min) of crystalline modification A1 of 6-(1-methyl-1H-pyrazol-4-yl)-2-
{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogen-
phosphate anhydrate.

Figure 7 depicts the Water Vapour Sorption Isotherm (25 °C) (SMS DVS 1) of crys-
talline modification A1, type a, of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-
yl-ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate.

Figure 8 depicts the Water Vapour Sorption Isotherm (25 °C) (SMS DVS 1) of crys-
talline modification A1, type b, of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-
yl-ethoxy)—pyrimidin-2-y|]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate.

Figure 9 depicts the powder X-ray diffractogram of crystalline modification H1 of 6-
(1-methyl-1H-pyrazol-4-yi)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl}-benzyl}-2H-
pyridazin-3-one dihydrogenphosphate dihydrate.

Figure 10 depicts single crystal X-Ray Structure data of crystalline modification H1
of 6-(1-methyl-1H-pyrazol-4-y1)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl}-
benzyl}-2H-pyridazin-3-one dihydrogenphosphate dihydrate.

Figure 11 depicts the FT-IR spectrum of crystalline modification H1 of 6-(1-methyl-
1H-pyrazol-4-y1)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-
3-one dihydrogenphosphate dihydrate.

Figure 12 depicts the DSC scan profile (Perkin-Elmer Diamond DSC, 5§ K/min, ni-
trogen purge gas 50 mL/min) of crystalline modification H1 of 6-(1-methyl-1H-pyrazol-
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4-yl)-2-{3-[5-(2-morphoIin-4—yl-ethoxy)—pyrimidin-2-y|]-benzy|}-2H-pyridazin-3-one dihy-
drogenphosphate dihydrate. '

Figure 13 depicts the TGA scan profile (Perkin-Eimer Pyris TGA1, 5 K/min, nitro-
gen purge gas 50 mL/min) of crystalline modification H1 of 6-(1-methyl-1H-pyrazol-4-
yl)-2-{3-[5-(2-morphoIin-4wyl-ethoxy)-pyrimidin-2-y|]-benzyl}—2H-pyridazin-3-one dihy-
drogenphosphate dihydrate.

Figure 14 depicts the Water Vapour Sorption Isotherm (25 °C) (SMS DVS Intrinsic)
of crystalline modification H1 of 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl]—benzy|}-2H-pyridazin-3-one dihydrogenphosphate dihydrate.

Figure 15 depicts the powder X-ray diffractogram of crystalline modification NF3 of
6-(1-methyl-1 H-pyrazo|-4-yl)-2-{3-[5-(2-morpho|in-4—y|—ethoxy)-pyrimidin-2-y|]-benzy|}-
2H-pyridazin73-one dihydrogenphosphate.

Figure 16 depicts the FT-IR spectrum of crystalline modification NF3 of 6-(1-
methyl-1 H-pyrazol-4-yl)-2-{3—[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-
pyridazin-3-one dihydrogenphosphate. '

Figure 17 depicts the FT-Raman spectrum of crystalline modification NF3 of 6-(1-
methyl-1 H—pyrazol-4—yl)-2-{3-[5-(2-morpholin-4-y|-ethoxy)-pyrimidin-2-y|]-benzyl}-2H-
pyridazin-3-one dihydrogenphosphate.

Figure 18 depicts the DSC scan profile (Perkin-Elmer Diamond DSC, 5 K/min, ni-
trogen purge gas 50 mL/min) of crystalline modification NF3 of 6-(1-methyl-1H-pyrazol-
4-yl)-2-{3-[5-(2-morpho|in-4-yl-ethoxy)-pyrimidin-2-y|]-benzyl}-2H—pyridazin-3-one dihy-
drogenphosphate.

Figure 19 depicts the TGA scan profile (Perkin-Elmer Pyris TGA1, 5 K/min, nitro-
gen purge gas 50 mL/min) of crystalline modification NF3 of 6-(1-methyl-1H-pyrazol-4-
yI)-2-{3-[5-(2-morpholin-4—yl-ethoxy)-pyrimidin-2~y|]-benzyl}-2H-pyridazin—3-one dihy-
drogenphosphate.

Figure 20 depicts the Water Vapour Sorption Isotherm (25 °C) (SMS DVS Intrinsic)
of crystalline modification NF3 of 6-(1—methyl—1H-pyrazol-4-yl)-2—{3-[5-(2-morpholin-4-
yl-ethoxy)-pyrimidin-2-y|]-benzy|}-2H-pyridazin-3-one dihydrogenphosphate.

Figure 21 depicts the powder X-ray diffractogram of crystalline modification NF5 of
6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-y|-ethoxy)-pyrimidin-2-yl]-benzyl}-
2H-pyridazin-3-one dihydrogenphosphate hydrate.



10

15

20

WO 2010/072295 PCT/EP2009/008358

-43-

Figure 22 depicts the DSC scan profile (Perkin-Elmer Diamond DSC, 5 K/min, ni-
trogen purge gas 50 mL/min) of crystalline modification NF5 of 6-(1-methyl-1H-pyrazol-
4-yl)-2-{3-[5-(2-morphoIin-4-yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihy-
drogenphosphate hydrate.

Figure 23 depicts the TGA scan profile (Perkin-Eimer Pyris TGA1, § K/min, nitro-
gen purge gas 50 mL/min) of crystalline modification NF5 of 6-(1-methyl-1H-pyrazol-4-
yl)-2-{3-[5-(2-morphoIin-4~yl-ethoxy)-pyrimidin-2-y|]-benzyl}-2H-pyridazin-3—one dihy-
drogenphosphate hydrate.

Figure 24 depicts the Water Vapour Sorption Isotherm (25 °C) (SMS DVS Intrinsic)
of crystalline modification NF5 of 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-
yI—ethoxy)—pyrimidin-2-yl]-benzy|}-2H-pyridazin-3-one dihydrogenphosphate hydrate.

Even without further details, it is assumed that a person skilled in the art will be able
to utitise the above description in the broadest scope. The preferred embodiments
should therefore merely be regarded as descriptive disclosure, which is absolutely not

limiting in any way.

The contents of all cited references are hereby incorporated by reference in their
entirety. The invention is explained in more detail by means of the following examples

without, however, being restricted thereto.
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Examples

Example 1:

Production of 6-(1-methyl-1 H-pyrazol-4-y|)-2-{3-[5-(2-morpholin-4—y|-ethoxy)-pyrimidin-
2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate in its crystalline

modification A1

Method 1

Approx. 118 mg of 6-(1-methyi-1 H-pyrazol-4—y|)—2-{3-[5-(2—morpholin-4—yl-ethoxy)-
pyrimidin-2-yl)-benzyl}-2H-pyridazin-3-one (free base) were dissolved in approx. 7 mL
warm 2-propanole. After addition of approx. 0.017 mL aqueous phosphoric acid solu-
tion (85%), precipitation occurred. The dispersion was agitated for 2 hours at room
temperature, and subsequently filtered. The resulting crystals were dried under vacuum
at 70 °C.

'H-NMR (dg-DMSO): & [ppm] = 2.50 (m, 4H + DMSO), 2.75 (t, 2H), 3.57 (t, 4H), 3.87 (s,
3H), 4.30 (t, 2H), 5.34 (s, 2H), 7.05 (d, 1H), 7.44 (m, 2H), 7.80 (d, 1H), 7.89 (s, 1H),
8.21 (m, 2H), 8.28 (m, 1H), 8.65 (s, 2H).

lon Chromatography: 19.3 wt% Phosphate (equivalent to molar acid:base ratio of 1.14)

Method 2

Approx. 500 mg of 6-(1-methyi-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one (free base) were dissolved in approx. 10 mL
chioroform. After addition of approx. 2.1 mL ethanolic phosphoric acid solution (0.5
mmol/L), the dispersion was agitated for 1 h at room temperature. The resulting precipi-
tate was filtered and the harvested crystals were dried under vacuum at 70 °C.

H-NMR (ds-DMSO): & [ppm] = 2.55 (m, 4H), 2.80 (t, 2H), 3.60 (m, 4H), 3.88 (s, 3H),
4.33 (t, 2H), 5.35 (s, 2H), 7.07 (d, 1H), 7.46 (m, 2H), 7.82 (d, 1H), 7.90 (s, 1H), 8.23
(m, 2H), 8.30 (m, 1H), 8.65 (s, 2H).

lon Chromatography: 14.9 wt% Phosphate (equivalent to molar acid:base ratio of 0.88)
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Method 3

Approx. 354 g of 61-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpho|in-4-yl-ethoxy)-
pyrimidin-2—y|]-benzyl}-2H-pyridazin-3—one (free base) were dispersed in approx. 450
mL DI water at 23 °C. After addition of approx. 57.3 mL aqueous phosphoric acid solu-
tion (85%), the dispersion was heated to 50 °C, resulting in a clear solution. The solu-
tion was cooled down to 20 °C, and diluted with approx. 1.2 L acetone, resulting in
crystaliisation. The dispersion was agitated at 10 °C until the crystallisation was com-
pleted. The dispersion was left at room temperature for several days and subsequently
cooled down to 5 °C and filtered. The resulting crystals were washed with acetone and
dried under vacuum at 70 °C. The dried crystals were subsequently boiled in ethanol
as dispersion for 30 minutes, and filtrated from the hot dispersion.

TH-NMR (de-DMSO): & {ppm] = 2.50 (m, 4H + DMSO), 2.74 (t, 2H), 3.58 (m, 4H), 3.87
(s, 3H), 4.32 (1, 2H), 5.34 (s, 2H), 7.05 (d, 1H), 7.45 (m, 2H), 7.82 (d, 1H), 7.89 (s, 1H).
8.22 (m, 2H), 8.28 (m, 1H), 8.65 (s, 2H).

lon Chromatography: 19.5 wt% Phosphate (equivalent to molar acid:base ratio of 1.15)

Method 4

Approx. 1.1 kg of 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4—y|—ethoxy)-
pyrimidin-2-y|]-benzy|}-2H-pyridazin-3-one (free base) were dispersed in approx. 1.37L
DI water at 23 °C. After addition of approx. 240 mL aqueous phosphoric acid solution
(85%), the dispersion was heated to 50 °C, resulting in a clear solution. The solution
was cooled down to 20 °C, and slowly diluted with approx. 1 L acetone under agitation,
resulting in beginning crystallisation. Another approx. 3 L acetone were slowly added,
resulting in a white dispersion, which was agitated at room temperature over night. The
dispersion was filtered, and resulting crystals were washed with Acetone and dried

under vacuum at 70 °C.

'H-NMR (de-DMSO): & [ppm] = 2.50 (m, 4H + DMSO), 2.74 (t, 2H), 3.57 (m, 4H), 3.87
(s, 3H), 4.30 (t, 2H), 5.34 (s, 2H), 7.05 (d, 1H), 7.45 (m, 2H), 7.82 (d, 1H), 7.89 (s, 1H),
8.22 (m, 2H), 8.28 (m, 1H), 8.64 (s, 2H).

lon Chromatography: 16.8 wt% Phosphate (equivalent to molar acid:base ratio of 0.99)
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Method 5

Approx. 100 g of 6—(1-methyl-1H-pyrazol-4—yl)—2-{3—[5-(2-morpholin-4—y|-ethoxy)-
pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one (free base) were dispersed in approx. 171.4
g DI water at 23 °C. After addition of approx. 36.55 g aqueous phosphoric acid solution
(85%), the solution was filtered. The resulting filtrate was diluted with approx. 331.05 g
acetone, resulting in a dispersion. The dispersion was heated to 55 °C, resulting in a
clear solution. The solution was cooled down to -10 °C with a defined cooling rate of
0.3 K/min, resulting in a dispersion, which was post-slurried at -10 °C for one hour. The
dispersion was filtered, and resulting crystals were washed with acetone and dried un-

der vacuum at 70 °C.

H NMR (500 MHz, DMSO) & = 8.64 (s, 2H), 8.31 — 8.26 (m, 1H), 8.25 — 8.19 (m, 2H),
7.89 (s, 1H), 7.81 (d, J=9.6, 1H), 7.53 — 7.38 (m, 2H), 7.05 (d, J=9.6, 1H), 5.33 (s, 2H),
4.31 (t, J=5.6, 2H), 3.87 (s, 3H), 3.65 — 3.52 (m, 4H), 2.75 (t, J=5.6, 2H), 2.50 (m, 4H)

lon Chromatography: 17.7 wi% Phosphate (equivalent to molar acid:base ratio of 1.04)

Method 6

Approx. 15.2 kg of 6-(1-methy|-1H-pyrazol-4—yl)-2-{3-[5-(2-m6rpholin—4-yl-ethoxy)—
pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one (free base) were dispersed in approx. 31 kg
DI water at T<30 °C. After addition of approx. 5.5 kg aqueous phosphoric acid solution
(85%), the solution was slurried for 30 minutes, and subsequently filtered. The resulting
filtrate was diluted at 25 °C with approx. 55.8 kg acetone, resulting in a dispersion. The
dispersion was heated to 62 °C, resulting in a clear solution. The solution was cooled
down to 50 °C (thermostate jacket temperature) with a defined cooling rate of 0.1
K/min, and slurried for approx. 6.5 hours, until a turbid dispersion was resuiting. The
dispersion was further cooled down to -10 °C (thermostate jacket temperature) with a
defined cooling rate of 0.1 K/min, and post-slurried for approx. 1 hour at this tempera-
ture. The dispersion was filtered, and resulting crystals were washed with acetone and

dried under vacuum at 70 °C.

'H NMR (500 MHz, DMSO) 6 = 8.65 (s, 2H), 8.35 — 8.26 (m, 1H), 8.25 —8.19 (m, 2H),
7.89 (s, 1H), 7.81 (d, J=9.6, 1H), 7.53 - 7.38 (m, 2H), 7.06 (d, J=9.6, 1H), 5.34 (s, 2H),
4.33 (t, J=5.5, 2H), 3.87 (s, 3H), 3.69 — 3.52 (m, 4H), 2.82 (t, J=5.4, 2H), 2.64 - 2.53
(m, 4H).
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lon Chromatography: 17.1 wt% Phosphate (equivalent to molar acid:base ratio of 1.01)

Example 2:
Production of 6-(1-methyi-1 H-pyrazol—4-yl)-2-{3-[5—(2-morphoIin-4-y|-ethoxy)-pyrimidin-
2-yi}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate dihydrate in its crystalline modi-

fication H1

Method 1

Approx. 400 mg of 6-(1-methyl-1 H-pyrazol-4-y|)-2-{3-[5-(2-morpho|in-4—yl-ethoxy)-
pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate in its crys-
talline modification A1 were spread onto a Petri dish and stored in a closed desiccator
over pure DI water (100% relative humidity atmosphere) for 2 weeks.

'H-NMR (dg-DMSO): 5 [ppm] = 2.50 (m, 4H + DMSO0), 2.74 (t, 2H), 3.57 (m, 4H), 3.87

(s, 3H), 4.30 (t, 2H), 5.34 (s, 2H), 7.05 (d, 1H), 7.45 (m, 2H), 7.82 (d, 1H), 7.89 (s, 1H),
8.22 (m, 2H), 8.29 (m, 1H), 8.65 (s, 2H):.

lon Chromatography: 17.1 wt% Phosphate (equivalent to molar acid:base ratio of 1.08

based on phosphate salt with observed water content as specified below).

Karl-Fischer-Titration: 6.5 wi% water.

- Method 2

Approx. 45 mg of 6-(1-methyl-1H-pyrazo|-4-yl)—2-{3-[5-(2—morpholin-4-yl-ethoxy)-
pyrimidin-2—yl]—benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate in its crys-
talline modification A1 were dispersed in approx. 0.2 mL of a binary mixture DI wa-
ter/ethanol (1:1, v/v), and shaken as slurry at 50 °C at 1000 rpm for 7 days. The disper-
sion was then filtered and resulting crystals were dried at ambient conditions on the
filter.
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Method 3

Approx. 45 mg of 6-(1-methyl-1 H-pyrazol-4-y|)-2-{3-[5-(2-morpholin-4-yl-ethoxy)—
pyrimidin-2-y|]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate in its crys-
talline modification A1 were dispersed in approx. 0.2 mL of a binary mixture DI wa-
ter/methanol (1:1, v/v), and shaken as slurry at 50 °C at 1000 rpm for 7 days. The dis-
persion was then filtered and resulting crystals were dried at ambient conditions on the

filter.

Method 4

Approx. 50 mg of 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5—(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate in its crys-
talline modification A1 were dispersed in approx. 0.2 mL of a binary mixture DI water/2-
propanole (1:1, v/v), and shaken as slurry at 50 °C at 1000 rpm for 7 days. The disper-
sion was then filtered and resulting crystals were dried at ambient conditions on the

filter.

Method 5

Approx. 30 mg of 6-(1-methyi-1 H—pyrazol-4wyl)-2-(3-[5-(2-morpholin-4—yl-ethoxy)-
pyrimidin-2-yl]-benzyl}-ZH-pyridazin-3—one dihydrogenphosphate anhydrate in its crys-
talline modification A1 were dispersed in approx. 0.2 mL of a binary mi)kture Dl wa-
ter/acetone (1:1, v/v), and shaken as slurry at 50 °C at 1000 rpm for 7 days. The dis-
persion was then filtered and resulting crystals were dried at ambient conditions on the

filter.

Method 6

Approx. 65 mg of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate in its crys-
talline modification A1 were dispersed in approx. 0.2 mL of a binary mixture DI wa-
ter/THF (1:1, v/v), and shaken as slurry at 50 °C at 1000 rpm for 7 days. The dispersion
was then filtered and resulting crystals were dried at ambient conditions on the filter.
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Method 7

Approx. 50 mg of 6-(1-methyl-1 H-pyrazol-4-yl)—2-(3-[5-(2-morpholin-4—yl-ethoxy)-
pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate in its crys-
talline modification A1 were dispersed in approx. 0.15 mL of a binary mixture Dl wa-
ter/acetonitrile (1:1, v/v), and shaken as slurry at 50 °C at 1000 rpm for 7 days. The
dispersion was then filtered and resulting crystals were dried at ambient conditions on

the filter.

Example 3:

Production of 6-(1-methyi-1 H-pyrazol-4-yl)-2—{3-[5-(2—morpholin-4~yl-ethoxy)—pyrimidin-
2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate in its crystalline modification
NF3

Method 1

Approx. 30 mg of 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate in its crys-
talline modification A1 were dissolved in approx. 3 ml of a binary mixture DI wa-
ter/ethanol (1:1, viv). Crystallization occured on evaporation of the solvent at am bient
conditions. The crystals were isolated by filtration and dried at ambient conditions on

the filter.

Method 2

Approx. 155 mg of 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate in its crys-
talline modification A1 werde dissolved in approx. 15 mi of a binary mixture DI wa-
ter/1,4-dioxane (1:1, v/v). Crystallization occured on evaporation of the solvent at 50
°C. The crystals were isolated by filtration and dried at ambient conditions on the filter.

'H NMR (500 MHz, DMSO) d = 8.63 (s, 2H), 8.31 - 8.26 (m, 1H), 8.25 - 8.18 (m, 2H),

7.89 (s, 1H), 7.80 (d, J=9.6, 1H), 7.55 - 7.40 (m, 2H), 7.05 (d, J=9.6, 1H), 5.34 (s, 2H),
4.31 (t, J=5.6, 2H), 3.87 (s, 3H), 3.80 — 3.30 (m, 4H) 2.74 (t, J=5.5, 2H), 2.50 (m, 4H)
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lon Chromatography: 16.0 wt% Phosphate (equivalent to molar acid:base ratio of 0.94).

Example 4:

Production of 6-(1-methyl-1H-pyrazol-4-yl )-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-
2-yl}l-benzyl}-2H-pyridazin-3-one dihydrogenphosphate hydrate in its crystalline modifi-
cation NF5

Method 1

Approx. 100 mg of 6-(1- -methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl- -ethoxy)-
pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate in its crys-
talline modification A1 were dissolved in approx. 1 mi of a binary mixture Dl wa-
ter/methanol (1:1, v:v). The solution was heated to 60 °C, and simultaneously evacu-
ated for fast solvent evaporation. The resulting precipitate was spread as a powder
onto a Petri dish, and subsequently incubated in a sealed desiccator over saturated
salt solution of KNO3 (94% RH) for several days.

'H NMR (500 MHz, DMSO) d = 8.64 (s, 2H), 8.31 ~ 8.25 (m, 1H), 8.25 - 8.19 (m, 2H),

7.88 (s, 1H), 7.80 (d, J=9.6, 1H), 7.52 ~ 7.38 (m, 2H), 7.04 (d, J=9.6, 1H), 5.33 (s, 2H),
4.30 (t, J=5.6, 2H), 3.87 (s, 3H), 3.66 — 3.50 (m, 4H), 2.73 (t, J=5.6, 2H), 2.50 (m, 4H)

lon Chromatography: 14.8 wt% Phosphate (equivalent to molar acid:base ratio of 0.94
based on phosphate salt with observed water content as specified below).

Karl-Fischer-Titration: 7.3 wt% water.

Method 2:

Approx. 100 mg of 6-(1-methyl-1 H-pyrazol-4-yt)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-

pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate in its crystalline modi-
fication NF3 were spread as a powder onto a a Petri dish, and subsequently incubated
in a sealed desiccator over saturated salt solution of KNOs (94% RH) for several days.
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Example 5:

Structural and physico-chemical characterization of 6-(1-methyl-1H-pyrazoi-4-yl)-2-{3-
[5-(2-morphotin-4-yl-ethoxy)-pyrimidin-2-yi]-benzyl}-2H-pyridazin-3-one dihydrogen-
phosphate anhydrate in its crystalline modification A1

A Powder X-Ray Diffraction (XRD) pattern of crystalline modification A1 was obtained
by standard techniques as described in European Pharmacopeia, 6™ Edition, chapter
2.9.33. Crystalline modification A1 is characterized by the X-ray powder diffractogram
(Cu-Ka, radiation, A = 1.5406 A, Stoe StadiP 611 KL diffractometer.) depicted in
Figure 1.

Crystalline modification A1 is characterized by the following XRD data:

Powder X-ray diffractogram peak list:

Peak No. d/A °20 (Cu-Ka, radia- Indexing
tion) + 0.1° (h, k, 1)
1 27.45 32 2.0.0)
2 13.62 6.5 .0.0)
3 9.02 9.8 @, 0.0)
4 6.75 13.1 (8,0, 0)
S 6.15 14.4 -2, 0, 2)
6 5.59 15.8 (-6, 0, 2)
7 5.07 17.5 (-8, 0, 2)
8 4.81 18.4 (9,1,0)
9 4.72 18.8 (9,1, 1)
10 4.55 19.5 (6,0, 2)
1" 4.06 21.9 (8,0, 2)
12 3.75 23.7 (11,1, 1)
13 3.68 24.2 2,2, 1)
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14 3.37 26.4 (3,13)
15 3.16 28.2 (-15, 1, 2)

Single crystal X-Ray Structure data were obtained on crystalline modification A1 as
well (XCalibur diffractometer from Oxford Diffraction equipped with graphite mono-
chromator and CCD Detector using Mo K, radiation at 301 K). The single crystal

structure of crystalline modification A1 viewed along b-axis is depicted in Figure 2.

Crystalline modification A1 crystallizes in the monoclinic space group C2/c with the
lattice parameters a = 55.1 A b=78A c=122A and g=102.2° (witha =7y= g0°).
From the single crystal structure it is obvious that crystallihe modification A1 represents

an anhydrous form.

Crystalline modification A1 was further characterized by IR- and Raman-spectroscopy.
FT-Raman and FT-IR spectra were obtained by standard techniques as described in
the European Pharmacopeia, 6" Edition, chapter 2.02.24 and 2.02.48. For
measurement of the FT-IR and FT-Raman-spectra a Bruker Vector 22 and a Bruker
RFS 100 spectrometer were used. FT-IR spectra were base-line corrected using
Bruker OPUS soﬂware. FT-Raman spectra were vector normatized using the same

software.

An FT-IR spectrum was obtained using a KBr pellet as sample preparation technique.
The FT-IR spectrum is depicted in Figure 3 and the band positions are given below.

Crystalline modification A1 IR band positions +2 cm™ (relative intensity*)

2949 cm™ (w), 2885 cm™' (w), 2368 cm™ (w, broad), 1661 cm™ (s), 1603 cm™ (s), 1549
cm’ (m), 1446 cm™ (s), 1429 cm™ (s), 1283 cm™ (s), 1261 cm™ (m), 1226 cm™ (m),
1132 cm™ (s), 1068 cm™ (s), 945 cm™ (s), 854 cm™ (s), 713 cm™ (m)

»g" = strong (transmittance < 50 %), “m” = medium (50 % < transmittance < 70 %), “W”
= weak (transmittance > 70 %)
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An FT-Raman spectrum is depicted in Figure 4 and the band positions are given

below.

Crystalline modification A1 Raman band positions +2 cm™ (relative intensity*):

3061 cm™ (w), 2951 cm™ (w), 1604 cm™ (s), 1579 cm™ (s), 1568 cm™ (m), 1515 ¢cm™
(w), 1446 cm™ (m), 1430 cm™ (m), 1327 cm™ (m), 1161 cm™ (w), 1001 cm™ (m), 802

cm’ (w), 793 cm™ (w)

*ns" = gtrong (relative Raman intensity > 0.04), “m” = medium (0.04 > relative Raman
intensity > 0.02), “w” = weak (relative Raman intensity < 0.02)

Crystalline modification A1 is a crystalline anhydrous form, which is further

characterized by the following physical properties:

Thermal behavior shows a melting peak at approx. 207 °C, with a very small mass

loss up to the melting temperature. DSC profile (Perkin-Elmer Diamond DSC, 5

K/min, nitrogen purge gas 50 mL/min) and TGA profile (Perkin-Elmer Pyris TGA1, 5
K/min, nitrogen purge gas 50 mL/min) are displayed in Figure 5 and 6,

respectively.

Water Vapor Sorption behavior shows small water uptake levels upon adsorption in
the range 0-70% relative humidity (RH) (crystalline modification A, type a) and 0-
90% RH (crystalline modification A, type b), respectively. Pronounced water uptake
levels are observed above 70% RH (crystalline modification A type a) and above
90% RH (crystalline modification A type b), respectively, which results in formation
of dihydrate crystalline modification H1 (water uptake levels of approx. 6 wit%) at
elevated relative humidity (RH). Water Vapor Sorption isotherms [Water Vapour
Sorption Isotherm (25 °C) (SMS DVS 1)] of crystalline modification A1 (types a and
b) are displayed in Figure 7 and 8, respectively.

Example 6:

Structural and physico-chemical characterization of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-
[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-y|]-benzyl}-2H-pyridazin-3-one dihydrogen-
phosphate dihydrate in its crystalline modification H1
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A Powder X-Ray Diffraction (XRD) pattern of crystalline modification H1 was obtained

by standard techniques as described in European Pharmacopeia, 6™ Edition, chapter

2.9.33. Crystalline modification H1 is characterized by the X-ray powder diffractogram
5 (Cu-Ka, radiation, A = 1.5406 A, Stoe StadiP 611 KL diffractometer.) depicted in

Figure 9.
Crystalline modification H1 is characterized by the following XRD data:

Powder X-ray diffractogram peak list:

Peak No. JA °20 (Cu-Ka, radia- Indexing
tion) £ 0.1° (h, k, 1)
1 28.42 31 1.0.0)
2 9.40 9.4 . (3, 0,0)
3 6.13 14.4 0.0, 2)
4 6.01 14.7 2,1, 1)
S 5.89 15.0 (1,0,2)
6 4.97 17.8 3.0, 2)
7 477 18.6 4 4. 1,1)
8 4.71 18.8 (6, 0, 0)
9 464 19.1 (5, 1, 0)
10 3.89 22.8 (2, 2,0)
11 3.83 23.2 (-1, 2, 1)
12 3.73 238 (-2, 2, 1)
13 3.38 26.4 ©,2,2)
14 3.33 26.8 (-4, 1, 3)
15 3.22 27.6 (-3, 2, 2)

10 Single crystal X-Ray Structure data were obtained on crystalline modification H1 as
well (XCalibur diffractometer from Oxford Diffraction equipped with graphite mono-
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chromator and CCD Detector using Mo K, radiation at 301 K). The single crystal

structure of crystalline modification H1 is depicted in Figure 10.

Crystalline modification H1 crystallizes in the monoclinic space group P2,/C with the
lattice parameters a=28.2A, b=8.1 A, c=12.3A, and §=94.1° (with a =y = 90°).
From the single crystal structure it is obvious that crystalline modification H1 represents

a stoichiometric dihydrate.

Crystalline modification H1 was further characterized by IR-spectroscopy. FT-IR
spectra were obtained by standard techniques as described in the European
Pharmacopeia, 6™ Edition, chapter 2.02.24 and 2.02.48. For measurement of the FT-IR
spectra a Bruker Vector 22 spectrometer was used. FT-IR spectra were base-line

corrected using Bruker OPUS software.

An FT-IR spectrum was obtained using a KBr pellet as sample preparation technique.
The FT-IR spectrum is depicted in Figure 11 and the band positions are given below.

Crystalline modification H1 IR band positions +2 cm™ (relative intensity*)

2984 cm' (s), 2944 cm™ (s), 2451 cm™ (m, broad), 1661 cm™ (s), 1603 cm™ (s), 1548
cm™ (s), 1446 cm™ (s), 1430 cm™ (s), 1277 cm™ (s), 1260 cm™ (s), 1226 cm™ (s), 1124
cm™ (s), 1040 cm™ (s), 940 cm™ (s), 852 em™ (s), 713 cm™ (s)

o

*"s” = strong (transmittance < 50 %), “m” = medium (50 % < transmittance < 70 %), “w

= weak (transmittance > 70 %)

FT-Raman spectroscopy of crystalline modification H1 shows an identical spectrum to
crystalline modification A1, since dehydration of hydrate water occurs as a
consequence of the laser excitation.

Crystalline modification H1 is a crystalline dihydrate form, which is further characterized

by the following physical properties:

- Thermal behavior shows dehydration of hydrate water from approx. 30-120 °C
upon heating, with subsequent melting of the anhydrous form at approx. 208 °C.
DSC profile (Perkin-Elmer Diamond DSC, 5 K/min, nitrogen purge gas 50 mL/min)
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and TGA profile (Perkin-Elmer Pyris TGA1, 5 K/min, nitrogen purge gas 50 mL/min)
are displayed in Figure 12 and 13, respectively.

- Water Vapor Sorption behavior shows loss of hydrate water <40% relative humidity

(RH), with re-conversion to dihydrate crystalline modification H1 upon adsorption
>70% RH. Water Vapor Sorption isotherm (25 °C) of Form H1 is displayed below.
Water Vapor Sorption isotherm [Water Vapour Sorption Isotherm (25 °C) (SMS
DVS Intrinsic)] of crystalline modification H1 is displayed in Figure 14.

Example 7:

Structural and physico-chemical characterization of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-
[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogen-

phosphate in its crystalline modification NF3

A Powder X-Ray Diffraction (XRD) pattern of crystalline modification NF3 was obtained

by standard techniques as described in European Pharmacopeia, 6™ Edition, chapter
2.9.33. Crystalline modification NF3 is characterized by the X-ray powder diffractogram
(Cu-Ka, radiation, A = 1.5406 A, Stoe StadiP 611 KL diffractometer.) depicted in

Figure 15.

Crystalline modification NF3 is characterized by the following XRD data:

Powder X-ray diffractogram peak list:

Peak No. d/A °20 (Cu-Ka, radiation)
+0.1°
L 27.30 3.2
2 13.62 6.5
3 9.02 98
4 6.71 13.2
5 6.11 14.5
6 5.79 15.3
7 5.57 15.9
9 5.32 16.7
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9 5.05 17.5
10 4.81 18.4
11 4.58 19.4
12 4.12 21.6
13 4.04 22.0
14 3.84 231
15 3.75 23.7
16 3.69 241
17 3.37 26.4
18 3.16 28.3

Crystalline modification NF3 was further characterized by IR- and Raman-
spectroscopy. FT-Raman and FT-IR spectra were obtained by standard techniques as
described in the European Pharmacopeia, 6™ Edition, chapter 2.02.24 and 2.02.48. For
measurement of the FT-IR and FT-Raman-spectra a Bruker Vector 22 and a Bruker
RFS 100 spectrometer were used. FT-IR spectra were base-line corrected using
Bruker OPUS software. FT-Raman spectra were vector normalized using the same

software.

An FT-IR spectrum was obtained using a KBr pellet as sample preparation technique.
The FT-IR spectrum is depicted in Figure 16 and the band positions are given below.

Crystalline modification NF3 IR band positions +2 cm™' (relative intensity*)

2949 cm™ (m), 2873 cm™ (w), 2365 cm™ (w, broad), 1661 cm™* (s), 1602 cm™ (s), 1549
cm™ (m), 1445 cm™ (s), 1430 cm™ (s), 1280 cm™ (s), 1262 cm™ (m), 1226 cm™ (m),
1132 cm' (s), 1072 cm (s), 944 cm™ (s), 851 cm™ (s), 713 cm™ (M)

*"s" = strong (transmittance < 50 %), “m” = medium (50 % < transmittance < 70 %), ‘W”

= weak (transmittance > 70 %)

An FT-Raman spectrum is depicted in Figure 17 and the band positions are given

below.
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Crystalline modification NF3 Raman band positions +2 cm™ (relative intensity*):

3061 cm™ (m), 2952 cm™ (m), 1604 cm* (s), 1581 cm™ (s), 1568 cm™ (s), 1515 cm™
(m), 1446 cm™ (s), 1430 cm™ (s), 1327 cm' (s), 1167 cm™ (m), 1001 cm"* (s), 802 cm”
(w), 793 cm™ (w)

*~s” = strong (relative Raman intensity > 0.04), “m” = medium (0.04 > relative Raman
intensity > 0.02), “w” = weak (relative Raman intensity < 0.02)

Crystalline modification NF3 is a crystalline form, most likely an anhydrate form, which
is further characterized by the following physical properties:

- Thermal behavior shows two exothermic events at approx. 100-130 °C and 180-
190 °C, followed by a melting peak at approx. 208 °C, with a smalil mass loss of
approx. 1.5 wt% up to the melting temperature. DSC profile (Perkin-Elmer Diamond
DSC, 5 K/min, nitrogen purge gas 50 mL/min) and TGA profile (Perkin-Eimer Pyris
TGA1, 5 K/min, nitrogen purge gas 50 mL/min) are displayed in Figure 18 and 19,
respectively.

- Water Vapor Sorption behavior shows small water uptake levels upon adsorption in
the range 0-70% relative humidity (RH). Pronounced water uptake levels are
observed above 70% RH, which results in formation of crystalline hydrate modifica-
tion NF5 (Water uptake levels of approx. 5-6 wt%) at elevated relative humidity
(RH). A Water Vapor Sorption isotherm [Water Vapour Sorption Isotherm (25 °C)
(SMS DVS Intrinsic)] of crystalline modification NF3 is displayed in Figure 20.

Example 8:

Structural and physico-chemical characterization of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-
[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogen-
phosphate hydrate in its crystalline modification NFS

A Powder X-Ray Diffraction (XRD) pattern of crystalline modification NF5 was obtained
by standard techniques as described in European Pharmacopeia, 6™ Edition, chapter
2.9.33. Crystalline modification NF5 is characterized by the X-ray powder diffractogram
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(Cu-Ka, radiation, A = 1.5406 A, Stoe StadiP 611 KL diffractometer.) depicted in

Figure 21.

Crystalline modification NF5 is characterized by the following XRD data:

Powder X-ray diffractogram peak list:

Peak No. diA °26 (Cu-Ka, radiation)
£0.1°
1 28.54 X
2 9.41 57
3 637 139
4 6.10 145
> 5.98 148
6 5.82 15.2
7 5,62 157
9 532 16.6
E 513 173
10 496 17.9
M 4.80 18.5
12 4.69 18.9
13 463 19.2
14 448 19.8
15 4.02 221
16 3.90 228
17 3.85 23.1
18 3.73 23.9
19 3.38 263
20 332 26.8
21 323 2756
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Crystalline modification NF5 is a crystalline hydrate form, which is further characterized

by the following physical properties:

- Thermal behavior shows dehydration of hydrate water from approx. 30-100 °C
upon heating, with subsequent melting of the anhydrous form at approx. 210 °C.
DSC profile (Perkin-Elmer Diamond DSC, 5 K/min, nitrogen purge gas 50 mbU/min)
and TGA profile (Perkin-Elmer Pyris TGA1, 5 K/min, nitrogen purge gas 50 mL/min)
are displayed in Figure 22 and 23, respectively.

- Water Vapor Sorption behavior shows loss of hydrate water <40% relative humidity
(RH), with re-conversion to hydrate crystalline modification NF5 upon adsorption
>70% RH. Water Vapor Sorption isotherm (25 °C) of Form NF5 is displayed below.
Water Vapor Sorption isotherm [Water Vapour Sorption Isotherm (25 °C) (SMS
DVS Intrinsic)] of crystalline modification NF5 is displayed in Figure 24.

Example 9:

Solubility determination of 6-(1-methy!-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate

For solubility determination 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yi]-benzyl}-2H-pyridazin-3-one (free base) and its dihydrogenphos-
phate sait are weighted into a GC-Vial, 300pL of the solvent medium are added to re-
sult in a maximal possible concentration of 10mg/mL. The mixture is stirred at 1000
rpm on a magnetic stirring plate at ambient temperature. At the sampling point 100pL
of the respective solution/suspension are transferred to a 500 uL Eppendorff cap and
are centrifuged for 5 min at 14000 rpm. The centrifugate is analysed by HPLC (dilution

may be necessary before analysis).

Table 1 shows the solubility of the free base of 6-(1-methyl-1H-pyrazol-4-yi)-2-{3-[5-(2-
morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one and its correspond-
ing dihydrogenphosphate salt in water, measured after 1 and 2 hours.
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Table 1
Sample Point Sample Point
1h 2h
Solubility Solubility
[mg/mi] pH value [mg/mi] pH value
free base 0,167 n.d. 0,156 n.d.
dihydrogenphosphate 9,863 3.91 > 10 3,97

The results clearly demonstrate the significantly higher solubility of 6-(1-methyl-1H-
pyrazol-4—yl)-2-{3—[5-(2-morpho|in-4-yl-ethoxy)-pyrimidin-2—yl]—benzyl}-2H-pyridazin-3-
one dihydrogenphosphate in aqueous solutions compared to its free base.

Example 10:

Competitive slurry conversion experiments of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-
morpholin-4-yl-ethoxy)-pyrimidin-2-yi]-benzyl}-2H-pyridazin-3-one dihydrogenphos-
phate crystalline modifications A1 and NF3 in organic solvents.

Approximately 10 mg of 6-(1-methyl- 1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate crystalline
modification A1 and 10 mg of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate crystalline
modification NF3 were mixed as powder blend, and dispersed in 1 mL organic solvent
in 4 mL glass vials with PTFE sealed caps. PTFE-coated stirring rods were inserted
into the dispersions prior to sealing the vials. Dispersions were agitated in closed vials
for 5 days, using a magnetic stirrer, at 25 °C and 50 °C, respectively. Solid-state resi-
dues were filtered, and analyed by XRD to monitor morphic form after solvent slurrying.

The results of the competitive slurry conversion experiments are compiled in Table 2.
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Table 2
Slurry in Mixtures A1+NF3 (approx. 1:1, wtiwt)
Residue 25 °C, 5 d | Residue 50 °C, 5 d
Acetone A1 A1
Ethanol A1 A1
1,4-Dioxane Al Al
A1 + very small frac- Al
THF tion NF3

At both temperatures, crystalline modification A1 is obtained as only or preferred form
at the end of the slurry experiments starting from binary 1:1 mixtures of forms A1 and
NF3, clearly demonstrating that A1 can be considered as more stable form.

Example 11:

A competitive slurry conversion experiment of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-
morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphos-
phate crystalline modifications A1 and NF5 in water.

Approximately 20 mg of 6-(1-methyl-1H-pyrazol-4-y1)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate crystalline
modification A1 and 20 mg of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate hydrate crys-
talline modification NF5 were mixed as powder blend, and dispersed in 0.3 mL water in
a 4 mL glass vial with a PTFE sealed cap. A PTFE-coated stirring rod was inserted into
the dispersion prior to sealing the vial. The dispersion was agitated in closed vial for 12
days, using a magnetic stirrer, at 25 °C. The solid-state residue was filtered, and ana-
lyzed by XRD to monitor morphic form after solvent slurrying.

The result of the competitive slurry conversion experiment is compiled in Table 3.
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Table 3

Slurry in Mixtures A1+NF5 (approx. 1:1, wtiwt)
Residue 25 °C, 12d

Water NF5 + very small fractions of A1

The experiments shows that prolonged aqueous slurrying of modifications A1 and NF5
at 25 °C results in hydrate form NF5 as preferred form, clearly showing that NF5 is the

more stable form in an aqueous dispersion system.

Example 12:

A competitive slurry conversion experiment of 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-
morphoiin-4—yl-ethoxy)-pyrimidin-2-yl]-benzyl}-ZH-pyridazin-3-one dihydrogenphos-
phate crystalline modifications H1 and NF5 in water.

Approximately 20 mg of 6-(1-methyl-1 H-pyrazol-4-y|)-2-{3-[5—(2-morpholin-4-y|—ethoxy)-
pyrimidin-2-yl]—benzyl}-2H—pyridazin-3-one dihydrogenphosphate dihydrate crystalline
modification H1 and 20 mg of 6-(1-methyi-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)—pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate hydrate crys-
talline modification NF5 were mixed as powder blend, and dispersed in 0.3 mL water in
a 4 mL glass vial with a PTFE sealed cap. A PTFE-coated stirring rod was inserted into
the dispersion prior to sealing the vial. The dispersion was agitated in closed vial for 12
days, using a magnetic stirrer, at 25 °C. The solid-state residue was filtered, and
analyed by XRD to monitor morphic form after solvent slurrying.

The result of the competitive slurry conversion experiment is compiled in Table 4.

Table 4

Slurry in Mixtures H1+NF5 (approx. 1:1, wt/iwt)
Residue 25°C, 12 d

Water H1
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The experiments shows that prolonged aqueous slurrying of modifications H1 and NF5
at 25 °C results in dihydrate form H1 as preferred form, clearly showing that Hlisa

stable form in an aqueous dispersion system.

Example 13:

A competitive slurry conversion experiment of 6-(1-methyl-1H-pyrazol-4-y1)-2-{3-[5-(2-
morpholin-4-yl—ethoxy)-pyrimidin-2-y|]-benzyl}-2H-pyridazin-3-one dihydrogenphos-
phate crystalline modifications H1 and NF3 in water.

Approximately 10 mg of 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate dihydrate crystaliine
modification H1 and 10 mg of 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate crystalline
modification NF3 were mixed as powder blend, and dispersed in 0.2 mL water in a 4
mL glass vial with a PTFE sealed cap. A PTFE-coated stirring rod was inserted into the
dispersion prior to sealing the vial. The dispersion was agitated in closed vial for 5
days, using a magnetic stirrer, at 25 °C. The solid-state residue was filtered, and
analyed by XRD to monitor morphic form after solvent slurrying.

The result of the competitive slurry conversion experiment is compiled in Table 5.

Table 5

Slurry in Mixtures H1+NF3 (approx. 1:1, wtiwt)
Residue 25°C,5d

Water ' H1

The experiments shows that prolonged aqueous slurrying of modifications H1 and NF3
at 25 °C results in dihydrate form H1 as preferred form, clearly showing that H1 is a

more stable form in an aqueous dispersion system.
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Example 14:

Kinetic solubility determinations of 6-(1-methyl-1 H-pyrazol-4—y|)-2-{3-[5—(2—m0rpholin-4—
yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-S-one dihydrogenphosphate crystaliine
forms A1 (anhydrate) and NF3 in a mixture of water:acetone 30:70 (v:v) after 2 hours.

Approximately 70 mg of 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3—[5—(2-morphoIin-4-yl—ethoxy)-
pyrimidin-2-yl]-benzy|}-2H-pyridazin-3-one dihydrogenphosphate anhydrate crystalline
modification A1 were dispersed in 1 mL of a binary mixture water:acetone (30:70, v.v)
in a 5 mL Whtamn Uniprep Syringeless Filter vial. The dispersion was agitated at RT
for 2 hours at 450 rpm. After filtration of the dispersion after 2 hours, the filtrate is ana-
lysed by HPLC (dilution may be necessary before analysis). The solid-state residue is
analysed by Powder X-Ray Diffraction (PXRD).

The results of the kinetic solubility determination in water:acetone is compiled in Ta-
ble 6.

Table 6
Form Solubility water:acetone SS Residue
(30:70, v:v) after 2h
[mg/mL]
A1 18.2 H1
NF3 10.6 H1+NF5

Both anhydrous forms undergo conversion to dihydrate form H1 (in mixture with hy-
drate form NF5 in case of form NF3). The corresponding solubility levels clearly show
that form NF3 exhibits a lower solubility level after 2 hours than form A1.
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- Claims

. 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-

benzyl}-2H-pyridazin-3-one dihydrogenphosphate.

. 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl}-

benzyl}-2H-pyridazin-3-one dihydrogenphosphate solvate, preferably 6-(1-methyl-
1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-benzyl}-2H-
pyridazin-3-one dihydrogenphosphate hydrate.

. The compound of claim 2 in its crystalline modifications.

. 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl}-

benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate.

. The compound of claim 4 in its crystalline modification A1, which is characterized

by XRD peaks comprising 3.2°, 6.5°, 9.8°, and 13.1° 20 (all +0.1° 26, using Cu-

Ka, radiation).

. The compound of claim 4 in its crystalline modification A1, which is characterized

by XRD peaks comprising 18.4°, 18.8°, 23,7°, 24.2°, 26.4°, and 28.2° 26 (all +0.1°

20, using Cu-Ka, radiation).

. The compound of claim 4 in its crystalline modification A1, which is characterized
. by XRD peaks comprising 14.4°, 15.8°, 17.5°, 19.5°, and 21.9° 26 (all £0.1° 26,

using Cu-Ka, radiation).

. The compound of any of claims 4 to 7 in its crystalline modification A1, which is

characterized by the following XRD data: .
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Form A1:
°20 (Cu-Ka, radia-

Peak No. d/A tion)
+0.1°

1 27.45 3.2

2 13.62 6.5

3 9.02 9.8

4 6.75 13.1

5 6.15 14.4

6 5.59 15.8

7 5.07 17.5

8 4.81 18.4

9 4,72 18.8

10 4.55 19.5

11 4.06 21.9

12 3.75 23.7

13. 3.68 242

14 3.37 26.4

15 3.16 28.2

PCT/EP2009/008358

9. 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl}-

benzyl}-2H-pyridazin-3-one dihydrogenphosphate dihydrate.

10. The compound of claim 9 in its crystalline modification H1, which is characterized

by XRD peaks comprising 3.1°, 9.4°, and 18.8° 26 (all + 0.1° 26, using Cu-Ko, ra-

diation).
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The compound of claim 9 in its crystalline modification H1, which is characterized
by XRD peaks comprising 19.1°, 22.8°, and 26.4° 26 (all £ 0.1° 26, using Cu-Ka,

radiation).

12. The compound of claim 9 in its crystalline modification H1, which is characterized

13.

14.

by XRD peaks comprising 14.4°, 15.0°, and 17.8° 2@ (all £ 0.1° 26, using Cu-Ka,

radiation).

The compound of claim 8 in its crystalline modification H1, which is characterized
by XRD peaks comprising 14.7°, 18.6°, 23.2°, 23.8°, 26.8°, and 27.6° 26 (all £ 0.1°

20, using Cu-Ka, radiation).

The compound of any of claims 9 to 13 in its crystalline modification H1, which is

characterized by the following XRD data:

Form H1:
°20 (Cu-Ka, radia-
Peak No. d/A tion)
' +0.1°
1 28.42 3.1
2 9.40 9.4
3 6.13 14.4
4 6.01 14.7
5 5.89 156.0
6 497 17.8
7 477 18.6
8 4.71 18.8
9 4.64 19.1
10 3.89 22.8
11 3.83 23.2
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12 3.73 23.8
13 3.38 26.4
14 3.33 26.8
15 3.22 27.6

PCT/EP2009/008358

15. 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-pyrimidin-2-yl]-
benzyl}-2H-pyridazin-3-one dihydrogenphosphate in its crystalline modification
NF3, which is characterized by XRD peaks comprising 15.3°, 16.7°, 21.6°, and

23.1° 20 (all + 0.1° 20, using Cu-Ka, radiation).

16. The compound of claim 15 in its crystalline modification NF3, which is character-

ized by the following XRD data:

Form NF3:
Peak No. d/A °20 (Cu-Ka, radiation)
+0.1°
1 27.30 3.2
2 13.62 65
3 9.02 9.6
4 6.71 13.2
5 6.11 14.5
6 5.79 15.3
7 5.57 5.9
9 5.32 16.7
9 5.05 17.5
10 4.81 6.4
" 4.58 19.4
12 4.12 216
13 4.04 22.0
14 3.84 23.1
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15 3.75 237
16 3.69 241
17 3.37 26.4

ais 3.16 283

17. 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3—[5-(2-morpholin-4—yl-ethoxy)—pyrimidin-2-yl]-
benzyl}-2H-pyridazin-3-one dihydrogenphosphate hydrate.

§ 18. The compound of claim 17 in its crystalline modification NF5, which is character-
ized by XRD peaks comprising 13.9°, 15.7°, 16.6°, 17.3°, 19.8°, and 22.1° 20 (all =
0.1° 20, using Cu-Ka, radiation).

19. The compound of any of claims 17 to 18 in its crystalline modification NF5, which is

10 characterized by the following XRD data:
Form NF5:
Peak No. dIA °20 (Cu-Ka, radiation)
+0.1°
1 2854 37
2 9.41 Y
3 6.37 13.9
4 6.10 145
5 5.98 14.8
6 5.82 | 15.2
7 5.62 15.7
9 5.32 66
9 513 173
10 4.96 17.9
11 4.80 18.5
12 4.69 18.0




10

15

20

WO 2010/072295 PCT/EP2009/008358

20.

21.

22.

23.

24.

-71-
13 4.63 19.2
14 4.48 19.8
15 4.02 221
16 3.90 228
17 3.85 231
18 3.73 23.9
19 3.38 26.3
20 3.32 26.8
21 3.23 276

A pharmaceutical composition comprising a therapeutically effective amount of at
least one compound according to any of claims 1 to 19.

The pharmaceutical composition as claimed in claim 9 further comprising at least
one additional compound selected from the group consisting of physiologically ac-
ceptable excipients, auxiliaries, adjuvants, diluents, carriers and/or additional
pharmaceutically active substances other than the compounds according to any of

claims 1 to 19.

Medicament comprising at least one compound according to any of claims 1 to 19
or a pharmaceutical composition according to any of claims 20 to 21.

Medicament according to claim 22 for use in the treatment and/or prophylaxis of
physiological and/or pathophysiological conditions, which are caused, mediated
and/or propagated by the inhibition, regulation and/or modulation of signal trans-
duction of kinases, in particular by the inhibition of tyrosine kinases, preferably Met-

kinase.

Medicament according to claim 22 for use in the treatment and/or prophylaxis of
physiological and/or pathophysiological conditions selected from the group consist-
ing of: “cancer, tumour, malignant tumours, benign tumours, solid tumours, sarco-
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mas, carcinomas, hyperproliferative disorders, carcinoids, Ewing sarcomas, Kaposi
sarcomas, brain tumours, tumours originating from the brain and/or the nervous
system and/or the meninges, gliomas, glioblastomas, neuroblastomas, stomach
cancer, kidney cancer, kidney cell carcinomas, prostate cancer, prostate carcino-
mas, connective tissue tumours, soft tissue sarcomas, pancreas tumours, liver tu-
mours, head tumours, neck tumours, laryngeal cancer, oesophageal cancer, thy-
roid cancer, osteosarcomas, retinoblastomas, thymoma, testicular cancer, lung
cancer, lung adenocarcinoma, small cell lung carcinoma, bronchial carcinomas,
breast cancer, mamma carcinomas, intestinal cancer, colorectal tumours, colon
carcinomas, rectum carcinomas, gynaecological tumours, ovary tumours/ovarian
tumours, uterine cancer, cervica! cancer, cervix carcinomas, cancer of body of
uterus, corpus carcinomas, endometrial carcinomas, urinary bladder cancer, uro-
genital tract cancer, bladder cancer, skin cancer, epithelial tumours, squamous
epithelial carcinoma, basaliomas, spinaliomas, melanomas, intraocular melanomas,
leukaemias, monocyte leukaemia, chronic leukaemias, chronic myelotic leukaemia,
chronic lymphatic leukemia, acute leukaemias, acute myelotic leukaemia, acute

lymphatic leukaemia and/or lymphomas”.

The medicament as claimed in any of claims 22 tb 24, wherein in such medicament
comprises at least one additional pharmacologically active substance.

The medicament as claimed in any of claims 22 to 24, wherein the medicament is
applied before and/or during and/or after treatment with at least one additional

pharmacologically active substance.

Kit comprising a therapeutically effective amount of at least one compound accord-
ing to any of claims 1 to 19 and/or at least one pharmaceutical composition as
claimed in any of claims 20 to 21 and a therapeutically effective amount of at least
one further pharmacologically active substance other than the compounds as

claimed in any of claims 1 to 19.

Process for manufacturing crystalline modification A1 according to any of claims 5

to 8 comprising the steps:
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(a) dissolving or dispersing 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yi-
ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one (free base) or one or more
salts thereof in a solvent or a solvent mixture, preferably 2-propanole or chloro-

form, optionally under stirring,

(b) converting 6-(1-methyl—1H-pyrazol-4-y|)-2-(3-[5—(2-morpholin-4—y1-ethoxy)-
pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one (free base) or one or more salts
thereof into the corresponding dihydrogenphosphate salt by addition of aqueous
or ethanolic phosphoric acid solution, optionally under stirring,

(c) stirring the resulting dispersion of step (b) at room temperature for one or more

hours or days, preferably for 1 or 2 hours,

(d) recovering precipitated 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhy-
drate by filtration, optionally subsequent washing with a solvent or a solvent
mixture, and optionally subsequent drying, preferably in vacuo, optionally at
elevated temperature T, preferably 30° C to 95° C, more preferably 70° C.

29. Process for manufacturing crystalline modification A1 according to any of claims 5

to 8 comprising the steps:

(a) dispersing 6-(1-methyl-1H—pyrazol-4-yl)-2-{3-[5-(2-morpho|in-4-yl-ethoxy)-
pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one (free base) or one or more salts
thereof in a solvent or a solvent mixture, preferably in water, and addition of

aqueous phosphoric acid solution, optionally under stirring,

(b) heating the resulting dispersion of step (a) up to elevated temperature T1, pref-
erably 30° C to 95° C, more preferably 50°°C, optionally under stirring, and
cooling down the resulting solution, preferably to 0° C to 40° C, more preferab'ly
to 20°°C, optionally under stirring, before diluting it with a solvent or a solvent

mixture, preferably acetone, optionally under stirring,

(c) stirring the resulting dispersion of step (b) at 0° C to 40° C, preferably 10° C,
until crystallization is complete and/or incubating it at room temperature for one

or more hours or days, optionally under stirring,

(d) recovering precipitated 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-{5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhy-
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drate by filtration, optionally cooling down the resulting dispersion of step (c) to
0° C to 20° C, preferably 5° C, prior to filtration optionally under stirring, option-
ally subsequent washing with a solvent or a solvent mixture, preferably acetone,
and optionally subsequent drying, preferably in vacuo, optionally at elevated

5 temperature T2, preferably 30° C to 95° C, more preferably 70° C,

(e) optionally, boiling the resulting dried crystals of step (d) in a solvent or a solvent
mixture, preferably ethanol, as dispersion for one or more minutes, preferably
30 minutes, and recovering them by filtration from the hot dispersion.

10 30. Process for manufacturing crystalline modification A1 according to any of claims §

to 8 comprising the steps:

(a) dispersing 6-(1-methyl-1H-pyrazoi-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one (free base) or one or more salts
thereof in a solvent mixture, preferably in water:acetone mixtures, and addition

15 of aqueous phosphoric acid solution, optionally under stirring,

(b) heating the resulting dispersion of step (a) up to elevated temperature T1, pref-
erably 30° C to 95° C, more preferably 55°C, optionally under stirring, and cool-
ing down the resulting solution, preferably to 0° C to 50° C, optionally under stir-
ring, with a defined cooling rate, preferably 0.1-1 K/min, more preferably 0.1-0.3

20 K/rhin, optionally under stirring, until crystallization sets in,

(c) further cooling the resulting dispersion of step (b) preferably to -20° Cto 0° C,
more preferably to -10°C, optionally under stirring, with a defined cooling rate,
preferably 0.1-1 K/min, more preferably 0.1-0.3 K/min, optionally under stirring,

(d) stirring the resulting dispersion of step (c) at -20° C to 40° C, preferably -10° C,

25 until crystallization is complete,

(e) recovering crystallised 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhy-
drate by filtration, optionally subsequent washing with a solvent or a solvent
mixture, preferably acetone, and optionally subsequent drying, preferably in

30 vacuo, optionally at elevated temperature T2, preferably 30° C to 95° C, more
preferably 70° C,
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31. Process for manufacturing crystalline modification H1 according to any of claims 10
to 14 comprising the steps:

(a) spreading 6-(1-methyl-1 H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate
5 crystalline modification A1 onto a surface, preferably a bordered surface ofa
container, more preferably of a Petri dish, and subsequently incubating it in a
sealed desiccator over water or aqueous solvent mixtures for one or more days

or weeks.

10 32. Process for manufacturing crystalline modification H1 accerding to any of claims 10
to 14 comprising the steps:

(a) dispersing 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate
crystalline modification A1 in a mixture of two or more solvents, preferably a bi-

15 nary mixture, where preferably the solvents are selected from the group consist-
ing of: “water, methanol, ethanol, 2-propanol, acetone, TFH and acetonitrile”,
optionally under stirring, and stirring the resulting dispersion at elevated tem-
perature T1, preferably 30° C to 95° C, more preferably 50° C, for one or more
days or weeks,

20 (b) recovering precipitated 6-(1-methyl-1H-pyrazol-4-yl)—2-{3—[5-(2-morpholin-4-y|-
ethoxy)-pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate di-
hydrate by filtration, optionally subsequent washing with a solvent or a solvent
mixture, and optionally subsequent drying, preferably in vacuo, optionally at
elevated temperature T2, preferably 30° C to 95° C, more preferably 70° C.

25
33. Process for manufacturing crystalline modification NF3 according to any of claims
15 to 16, comprising the steps:
(a) dispersing or dissolving 6-(1-methyi-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhy-
30 drate crystalline modification A1 in a mixture of two or more solvents, preferably

a binary mixture, where preferably the solvents are selected from the group
consisting of: “water, methanol, ethanol, 2-propanol, acetone, TFH, acetonitrile
and 1,4-dioxane”, optionally under stirring, and subsequently evaporating the
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mixture of two or more solvents at room temperature or elevated temperature
T1, preferably 30° C to 95° C, more preferably 50° C. until crystallization oc-

Ccurs,

(b) recovering precipitated 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-
5 ethoxy)-pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate hy-
drate by filtration, optionally subsequent washing with a solvent or a solvent
mixture, and optionally subsequent drying, preferably in vacuo, optionally at
elevated temperature T2, preferably 30° C to 95° C, more preferably 70° C.

10 34. Process for manufacturing crystalline modification NF5 according to any of claims

18 to 19, comprising the steps:

(a) dissolving 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl]-benzyl}-2H-pyridazin-3-one dihydrogenphosphate anhydrate
crystalline modification A1 into a binary solvent mixture, »preferably wa-

15 ter:methandl, most preférably ina ratid of 1:1 (v:v), and quickly evaporating the
solvent mixture at elevated temperature, preferably 40-80 °C, most preferably
60 °C, under vacuum until a precipitate is obtained |

(b) optionally further spreading the precipitate obtained from step (a) as a powder
onto a surface, preferably a bordered surface of a container, more preferably of
20 a Petri dish, and subsequently incubating it in a sealed desiccator over water or
aqueous salt solutions with defined relative humidity (RH), preferably 80-100%
RH, more preferably 90-100% RH, for one or more days or weeks.

35. Process for manufacturing crysta'lline modification NF5 according to any of claims
25 18 to 19, comprising the step:

(a) spreading 6-(1-methyl-1H-pyrazol-4-yl)-2-{3-[5-(2-morpholin-4-yl-ethoxy)-
pyrimidin-2-yl}-benzyl}-2H-pyridazin-3-one dihydrogenphosphate crystalline
form NF3 as a powder onto a surface, preferably a bordered surface of a con-
tainer, more preferably of a Petri dish, and subsequently incubating it in a

30 sealed desiccator over water or aqueous salt solutions with defined relative
humidity (RH), preferably 80-100% RH, more preferably 90-100% RH, for one
or more days or weeks.
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1. 6-(1— B2 —1H- niL M —4— 35 ) —2— (3-[5- (2- MGtk —4- £ - Z AU ) - WEIE —2- 2 ] -7F
) -2H- mERE -3- FABEER — & 2.

9.6-(1- B £ -1H- My M —4- ) -2-(3-[5-(2- "3 W 4- & -2 A F)-H
W -2- 3 ]- FE ) -2H- M BE -3- M BEER — A H AN A& Y, ik 6- (- B LRk
W —4— 2 ) —2- (3-[5- (2- Bk —4- £ - Z5EHE ) - WENE -2- 2 1- 75 ) -2H- Bk -3- R
S HAKED.

3. BCFIESK 2 L&Y, A EERRT,

4. 6-(1- L ~1H-AHEMe —4- 35 ) —2- {3-[5- (- Bk —4- F - Z8E) - -2-F 1-°F
3} -2H- mkE -3- ERBEER — A K.

5. WAk 4 AL S, h L4 R A AL, FR1E &2 XRD IR 3.2° .6.5° .9.8°
13.1° 20 (4% +£0.1° 20 ,{Ff CuKa, BEHE).

6. FFTK 4 b &4, HE SRR AL FHIE 2 XRD B RFE 18.4° 18.87 \23.7°
24.9° .26.4° F128.2° 260 (4% +£0.1° 26, fF/H CuKa, BEHTE) -

7. WRIESK 4 LS, A G R R AL, FRE R XRD AL HE 14. 4° (15.8° 17.5°
19.5° #121.9° 26 (43 +£0.1° 206 ,{f/H Cu-Ka  JEEHE) .

8. MANEK 4 B 7 PAFE—TRMALSY, AL GAER AL, FFER T M XRD £ -

guli Al :
N WA 020 (Cu-Ka, 355 &)
+0.1°
1 27.45 3.2
2 13.62 6.5
3 9.02 9.8
4 6.75 13.1
5 6.15 14.4
6 5.59 15.8
7 5.07 17.5
8 4.81 18.4
9 4.72 18.8
10 4.55 19.5
11 4.06 21.9
12 3.75 23.7
13 3.68 24.2
14 3.37 26.4
15 3.16 28.2
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9. 6- (1 FAEE —1H-nfMe —4- 3£ ) -2 (3-[5- (2- G —4- £ - ZEE) - Mg -2- & ]-F
3} -2H- BARE -3- RBFER — S T KEW.

10, MAEROMLEY, W ESE SEHH, FMELXRDEAFES 1° .0.4°
18.8° 26 (4 +0.1° 20 ,{Ff Cu-Ka, BUHIE) .

11 AER O LAY, NG R H HL, FF1ER XRD B4 19.1° .22.8° #
26.4° 20 (4% +0.1° 20 ,{#H Cu-Ka , BUEHTE) .

12, WA ER O LAY, 4L SR HL, H L2 XRD A % 14.4° .15.0°
17.8° 20 (4% +0.1° 20 ,{F/H Cu-Ka , BUEHIE) .

13, WP EK 9 ML &, B H 4 R R HL, FR1E &2 XRD 18 f0. 55 14.7° .18.6°
23.92° .23.8° .26.8° F127.6° 26 (&# +£0.1° 26 ,{fH CuKa, BHIE).

14, BOFIESR 9 F 13 PAEE—THMLEY), S E L R R HL, FHAE R T H ) XRD 219 -

e HL
T WA 020 (Cu-Ka; 384t &)
+0.1°

1 28.42 3.1

2 9.40 9.4

3 6.13 14.4
4 6.01 14.7
5 5.89 15.0
6 4.97 17.8
7 4.77 18.6
8 4.71 18.8
9 4.64 19.1
10 3.89 22.8
11 3.83 23.2
12 3.73 23.8
13 3.38 26.4
14 3.33 26.8
15 3.22 27.6

15. 6 (1- FAEE —1H- Rt —4- 38 ) -2 (3-[6- (2- WMk —4- T - Z B ) - WBi0E —2- 2 ]-°F
) -oH- BERE -3- FEBEER A, A S SR NP3, FFE R XRD IR 156.3° (16.7°
21.6° F1923.1° 20 (& +0.1° 20 ,{FH Cu-Ka , BEHIE) .

16. BRI SK 15 BIAL-E4), b H 45 SRR NF3, R4 2 T M HI XRD 204 -

3
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s % NF3 :
Py VA 220 (Cu-Ka; 24+ #)
| +0.1°
1 27.30 3.2
2 13.62 6.5
3 9.02 9.8
4 6.71 13.2
5 6.11 14.5
6 5.79 15.3
7 5.57 15.9
9 5.32 16.7
9 5.05 17.5
10 4.81 18.4
11 4.58 19.4
12 4.12 21.6
13 4.04 22.0
14 3.84 23.1
15 3.75 23.7
16 3.69 24.1
17 3.37 26.4
Q18 3.16 28.3

17. 6— (1 B3 ~1H- itk M -4~ 36 ) -2— (3-[5- (2- MMk -4~ F - Z 448 ) - Mg -2- 2 ] -°F
B} -2H- WkiE -3- ERBEER A KA Y.

18. BUF)EEsK 17 LS4, S H 45 S3E/ NFS, $5 1E 2 XRD I8 45 13.9° (15.7°
16.6° .17.3° .19.8° F122.1° 20 (&% £0.1° 26,/ Cu-Ka , BUHIR) -

19. AFIER 17 £ 18 PEE— AL &Y, o H & &A1Y NP5, K5 4E 2 T MK XRD %
i

g 7 NF5
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s WA 020 (Cu-Ka; 284t #)
+0.1°
1 28.54 3.1
2 9.41 9.4
3 6.37 13.9
4 6.10 14.5
5 5.98 14.8
6 5.82 15.2
7 5.62 15.7
9 5.32 16.6
9 5.13 17.3
10 4.96 17.9
11 4.80 18.5
12 4.69 18.9
13 4.63 19.2
14 4.48 19.8
15 4.02 22.1
16 3.90 22.8
17 3.85 23.1
18 3.73 23.9
19 3.38 26.3
20 3.32 26.8
21 3.23 27.6

20. HYAAY, RASWTARENE S —MIFIEX 1 £ 19 FEE— TR

cx/)

21. BHER 9 PERRPHAYAEY, HE—SBEEL—FRILEY, Hik

[ A2 B T 3 A BT A R B R AR / BRSO SR 1 & 19 FEE—

TR I B P LA 25 22 5 MY

22. 255, HAEED—HBFIERK 1 £ 19 PR —BHTR KL & W E K 20

21 PAER—TFTARKANAED.

23. MRABAFIE K 22 FTRIIZTH], LA T/ IR EBRER / SR EH P
i, BTk A AR / SR B AR 2R R B L H R A / ORI R S H S R AIR
LI R R W L (I Met BRBBTIA 312\ /B A / BB R
24. WRFERUFIE R 22 FRRHZFH), LA TIATA / SRIBT B A0/ SO 3 %

5
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i, Bk A TR / S TR AR B R MR TRAE PR T AR L R A SR AR
ATRE TR R R 2SR TR O OB PR L BB R VR T AT / BRI E R G
F1 /SRR R 0SB T PR R A O L P A T B L P R AR T
BB . B R 25 G AL S B B R AP AR SER AR Sk UM AR R
e PRI B P LR 0 LR PRI SRS IR AR AR /D AR SRS 2
R IS I G T B R G R EL T AR R R L SRS R / DR A
MR T T ESORE . B8R . T E R MBE. T E R T B WE . B
B A B R I BT R b BT R BRI S L RS AE MU RN A RO IR
P 2R L B B I A R L IB R M R R M E M B L =
S M 2B T R SV A B R A/ S R

25, BUFIEK 22 & 24 T — T E KR F B0 255, P TE R 257 P B & 2> — 7
FEMZIE R

26. BUFIZ K 22 % 24 T B — T E RKRP K ZF, KPR ARIER £ L — 750
() 2 5 S5 T HE A ST VAT Z BT / BRI / B SR LA

27, BiE, RASHTERNEBNES —FHEAER 1 E 19 PEE RS Y
/ RES—FRFIER 20 B 21 PAER BT ERRPOAYWAGDIRTARBNZD
—Fh BRI ER 1 B 19 FER—THTERRS LS Y USRI E FE YR

28. B WAER 5 F 8 PER—FTRALREL AL 7, HEEUTDR:

(a) 45 6-(1- B 3% ~1H- Mip M —4- 3 )-2-(3-[5-(2- 5 W —4- & - & L &) - &
W —2- 3 1- 5 | -2H- BERE -3- B (IFESER ) BRI —FhER L AN ERVE AR B4y BIFERS IR
FREY ik 2- R ESREA T R TET,

W) @ 1T M N BB M KB WM R ZEE B KE-1-F E-1H
Mt —4- 3t ) -2- (3-[5-(2- MMk —4- & - ZEEE ) - MENE —2- 2 - OFE ) -2H- BAR -3-
(BB ) B —FhElE P Eh L RAR DL R — A A, AR AR RO FE T AT

(c) ¥ (b) BRMARD T EEHHE—ABRENDIEBE - RIER, L 152

N
(d) Bt pE E s I B 6- (1- FRZE —1H- Nt —-4- %6 ) -2- {3-[5- (2- Bk 4-E - &
G ) - W —2- b ]- L ) -2H- Bk -3- FRERER — A B KW, LI RE T AV T S 7
IRA YIRS, FUT B 5 T1%, it A P TE, & T A & KRE T. L& 30°CE 95°C,
BRI 70°CT 4.

29, HIEAFIER 5 F 8 PABE TR RER AL M HEFUTIR

(2) % 6-(1— B B —1H- Mg M —4- 2 )-2-(3-[5-(2- W& W 4- F - Z A £ )- "
mE -0- B - AEEE ) -2H- NEEE -3- B (BFENAR ) B —FER SR BUEE I SA TR S
M) AR E K, RN BEER K YA, AR ERERE T AT

(b) 518 (a) BRI B MAEF & HEE T1, 1% 30°CE 95°C, ELIE 50T, 1T
SEIE BB T AT, AR E /B B MV, W H1ZE 0°CE 40°C, BRI ANE 20°C, fEIETE
BT HHAT, RE S H VAR BUAFIR &) ik R BB, RSB T T,

() HHIB (b) BRKAEYT 0CE 40°C. Hik 10CHITH I, HESERTE, M/
HG T EEFEE — AN REAN PN EE —REE R, FEERF TET,

6
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(d) @it i EEE I i 6- (1- B R —1H- tm 4~ 3£ ) -2- {3-[6-(2- MGk ~4- & - £
S ) - W —2- BE |- EE ) -2H- BARE -3- IBEERR A KA, R R (o) BEIK
BT HIE 0CE 20°C ik 5°C, SRJE i I8, (R ETE DA T AT , FE LB B J5 FVA ISR 77
B A B T BRI, FUE RS 18, (M E A S P TR A% THRNEE T2. 1%
30°CE 95°C.FEi% 70°CT .

(e) {LitkHh, 1543 BT R MER ISR BEFIR A Y ik ZFh SR (d) BRKTER
2 i B — 4 b B 2 20 B AR 30 4, FILE L I 8 MRS B P B E AT

30. HIEAFER 5 B 8 PMEE—TFTIRHILREE AL E, HEEUTHR:

(2) % 6-(1~ B9 2 —1H- o M —4- 3£ )-2-(3-[(5-(2- "B Wk ~4- £ - Z A £ )- W
W -0 B ]- HEEE ) -OH- BARE -3- B (BFESIR) BUE—MEE S BERTIREY. L
K AERASWT, FNA BB KA, R T AT,

(b) %3518 (a) EFI KI5 B INIZE FH B IR T1. ik 30°CE 95°C EILIE 55°C,
PETEREE T AT, FUG BT B RIEIRA H), RIEW H1E 0°CE 50°C, EGER T HAT, R4
HI LR 52 HOvA HE AT RIE 0. 1-1K/min EARIE 0. 1-0. 3K/min 4T, [EEAEHFF T 1T, B
BRI,

() BE— B MER (b)) BN EY, MEAHE -20CE0C, LA
= —10°C, F 1% 7 BL 3 T 34T, %78 #0 LA BE 5E f9 ¥4 H13 & fR E 0. 1-1K/min, B {0 i%
0. 1-0. 3K/min BT , (L& AEHIHE T HEAT,

(d) BT () BEMABMTF -20CE 40C ik -10CHITHRIE, EELRTE,

(e) MEitid JE I & Rl 6- (1- B 3E —1H- mbMe —4- %) -2-(3-[5-(2- Gk 4- % - &
R ) - WERE —2- b ]- I ) -2H- Bk -3- FRBEER — S B R KY, AR UL RS P R S A
VBA ) A 1 TR BRI FUE R B 5 T 18, IR B A P T8, 218 T FH A AR T2, %
30°CE 95°C.FEARIE 70°CT#E-

31, HIAAER 10 Z 14 MEE— TR R HL 5, HEFBUTIR

(2) ¥ 6-(1- B & —10- Mty M —4- B )-2-{3-[5-(2- W& Wk —4- % - Z & & )- W
W —o- B - FEEE ) -2H- BAME -3~ MBI A TR M A AR T AL S RAE — DRI IR
EARM—AE N R BRI — N IR b, FRE R AR B R
sech7e kB & KBEFNREY LT — RS REE —ARE M.

32, HIERFIER 10 B 14 PEE TR BT H K777, HEBUTIR

(2) 4 6-(1- BB 2 —1H- mip e —4- 2 )-2-(3-[5-(2- G W 4- F - Z K & )- W
W —0- 3 ]- 45 ) -2H- B -3- BIREER TS TKYA S SR AL £ ERE PR EE 2 A
EHIKIRS YR — TR, Krh TR A LA L B K T L8 2- .
FHA . TFH 1 2087, AL FE B3 F AT, UG BRI A B T A SKIER T1. £ 30T 2
95°C \EEAlLi% 50 CHPE— KRB B RBE — AHEH,

(b) Bt it v EI T B 6- (1 FEE —1H- attme —4- 25 ) -2- (3-[6- (2- &Mk ~4- & - &
S ) - WERE —2- B ]- 3 | -2H- kR -3- ERBEER — ALk KA, (R RE R W S
398 A ) PE % FT BB J5 T2, (R /E LA P TR, (1% T A M IR A T2.fLiE 30CE
95°C . EALIE 70°CTF L.

33, HIERFIER 15 E 16 TEE RS BRI NP3 7%, HEFBUTDR

7
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e

(a) ¥ 6-(1— B B —1H- nt Mg —4- 2 )-2-(3-[5-(2- B W —4- & - Z | £ )-
W -0 3 |- AEEE ) —2H- BkEE -3- BAREER — A E TKWIR S @R AL 43 BBUA R AEPI P ER
FLMANMRSY. R TRy, KR RS Rkl K FH.LE.2- R
5. F3HA. TFH. ZREFT 1,4- — vk, [EefE B #E T HET, FBEE T BB ST =R T1.
ik 30°CE 95°C. Tk 50 CERITAFMUEZFEFIRESY, HEHIAG ™,

(b) B3t FE N LIE Y 6- (1- BRI —1H- nigmg —4- 25 ) -2- {3-[6-(2- B 4- K - &
UL ) - g ~2- B ) - FER ) -2H- BARE -3- FRERR — A HK A AR REE VA SR
SR, RGNS TR, I EE 2P T4, % T IR 12,0 30CE 95T,
BRI 10°CTF 4.

34, HIEMFNESR 18 F 19 FEE TR KIS AR NFS (777, HERFEUTIER

(2) 4% 6-(1- F7 £ —1H- M M8 —4- 5 )-2-{3-[5-(2- & W —4- B - Z R & )- ¥
e o ]- A5 ) —2H- BARE -3- EAREEE — S K 45 R DY AL VERRAE — LR TIIR
LM K L FELREHGIS L 1Gv ¢ v) BUK BB, T A R RRE. ik
40-80°C S fi ik 60 CEE = FRER KRB FIR &Y, EERBILEY,

(b) AT3EH, H—EH M AR RMNEE () RENTUERYHERE KT . BT
(g — AN R AL FE I — AN AR R T b, RS 4 AR R S TR L
B 2 (A SRS (RH) <L i% 80-100% RH., SE{Li% 90-100% RH ZE/KBREHHI/KEW LIFE —
KekL R E—FHRL A .

35. HIEMFIESR 18 F 19 PTE TR AL SRAET NP5 /9777, HEHUTIR

(a) 8 K TR 1 6-(1- B —1H- mbme —4- % ) -2-{3-[5-(2- Bk -4- & - ZH
3 ) - mEnE —2- 3t 1- HFE ) -2H- RERE -3- MRREER — S AR I NP3 dE R A — MR U
A B —ANF AR T B AR B 3R I A — AN A R T b, FBE & R AR B BT RS
Hh LB 52 AR SR AT (RH) A% 80-100% RH. S {Ri% 90~100% RH FE/K B Hk HI/K ¥ L ¥
- REEZREE AL A
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6- (1- BB —1H- ML ps —4- ) -2- {3-[5- (2- M3k -4- K- Z
SE ) - Mg —2- B - FE ) -2H- KRR -3- ERESEE S A
B RBMRERERE

looot]  imBAYY
AR

[0002] 2% AU B 6- (1- FREE —1H- MMk ~4— 3) -2 {3-[5- (2- "GMHk ~4- % - ZHE) - e
e —o— £ ]- A5t ) -2H- BERE -3- BB A E BB T AW R H A REE (crystalline
modification), LLE EATMIE % BB FIH| & 7%,

ME AR
[0003] 6-(1- BB 3t —1H- M Me —4- 25 )-2-(3-[5-(2- & Wk -4- & - 2 | £ )~ 17
B -2- % ] FHE ) -2H- mkE -3- Hd (1)

[0004]
N J\ (1)

[0005]  7F 2008 4F 4 F 29 H 835 ) [ Fr & F B1iF PCT/EP2008/003473 #1 2008 4 7 A 4
H #8275 1 [E fr 5 819 PCT/EP2008/005508 H H (R itk » ’

(0006] 7£ PCT/EP2008/003473 #,6-(1- B Z& -1H- afk M —4- 3% )-2-{3-[5-(2- 1§
Wk -4~ B - Z (B ) - W —2- 3 - A5 ) 20— mANE -3- WRARAR A L& “A2297, PCT/
EP2008,/003473 f 32 M 5] 38 ik T & Ak 6-(1- 2 —1H- Mt me —4- 2 ) -2-(3-[5-(2-
Wk —4- B - Z IR ) - R —2- B - FE ) -2H- Bk -3- B — AN TR X RIEIR
L FIREER Eh A N AT B A L T S & o LS, PCT/EP2008/003473 s it 39 B IR T &
o 6- (1~ FEE —1H- MM —4- 35 ) -2- (3-(5-(2- Wgmfk —4- 2 - Z5 ) - WE 2- & )-°F
B ) —oH- BAE -3- A0 — AT LR RO /1. PCT/EP2008/005508 HISKHE] 1 #IR T 54
i 6- (1- BE —1H- mEme —4- 25 ) -2- (3-[5-(2- MGk ~4- 25 - &R ) - Mg -2- & ]-°F
B | -0l BkE -3- BRI S — AN TR R B AT, IF BLVE 0 AT R s s B T X4 A 3R
B b FIREER Eh. PCT/EP2008/005508 HISEHEMR) 2 14 7 s 38 & T BBk 4k i BR
th ETERRLh ORI B DI E M D RE .

0007] XFEMERATMHBE CHBR A HHRAH6-(1- FHE -1H-nk
W —4— 55 ) -0 {3-[6- (2- Gk ~4- 35 - Z 5 ) - W —2- B 1 } -2H- MkkE -3 B, iR
1T 6 (1- 3 —1H- e —4- 35 ) -2- {3-[5- (2- Gk —4- F - Z5 ) - Ming -2- & 1-7F
B ) —oH- mERE -3- MR — S B2 B A RETE,

[0008] ¥ FIF%-&iE MR AT R FAST S, RN SRR L RTE

9
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B A SRR L SHYT R EEM, XEF N W RIEF L SR AR E I 5T
o g R 1 R, U A R T B RS BN — LB 5 — AT RER R AT L. — B
— RS A, B RESHA R PR SR A RS REYRER
i, LR AP e A AR, F ATES BT RS HANAYE. B, L
REEE—NESERRARE SEYRE FERSFRANE REYHNCMAS. Mt
Sk A 2 T R a2 S T AT LU B R SR R R R M, O AT R L E RS F A
RE G E S EHE S EADHIFT .

[0000) 7K Ei% b AHEAE] 25 SCAR IS | A & AR A % 5 25 SO T R il T 5 2 AH K
MAEHER.

AZBEAR

[0010]  Z&HfG E f I8 6- (1- B —1H-nEmM —4-3) -2- 3-[6-2- B 4-FE - &
S ) - W -2- B ]- FEE ) -2H- B -3- BB U A FRZ REY.

o11] A& % B W B W& — W O % @i’ ge-0-F & -1t
W —4- 2 ) —2- {3-[5- (2- MBIk ~4- & - ZEEFE ) - Mg -2- 2 1- A3k ) -2H- AR -3- ER B
i A b T4 N IR BT Hu1E BIAE R

oot2]l AR PMEMAER - HELS L ETRMK-A-F E -1t
M —4- 2L ) -2 (3-[5-(2- DMk —4- B - ZHE ) - WG —2- B 1- AR ) -2H- mkiE ~3- A
W — SIS AR 6- (1 3 —1H- Al -4- 3 ) -2~ (3-[56- (2~ Gk -4- % -
B ) mEmE -2- 3k - AR ) -2H- WARE -3- BRREER K AT N IRE AR B R
[0013) E2%EW6-(1- Pk —1H- IEme —4- 2 )-2- {3-[5-(2- "Gk -4- & - ZEE)- ™
mE -2 B ]- EE ) -2H- BAME -3- FEEEEE — S HeTE S SRR D RETIEY . XIE
o SR e KPR IR A ER M P . 28 1- R 2- W ARA#
2 SEHE N ESIN Z Z B R FI A e Z BB PR BE RIS Y R
o AT WA R T BV A S e BE A DUk (THF) R AU &9 AR
1R T R ERI S Y 2t IE Bkl B R M A9 sk FyE a2 SR HEE ) iz
7K B A MLEE - BR AR BT o

[0014] {LiEHh,6- (1- FREE —1H- kM —4— 3£ ) -2 {3-[5-(2- Mk —4- & - ZHE ) -
W -2- B 1- T EE ) -2H- BANE -3- MR A RS SR P ITE I KPS K A E
DY Sk S 2B Z ES B IE BRI VR R A, BIR A A BT S 6- (1- & ~1H- it
W —4- B ) -2-{3-[5- (2- BBk —4- FE - ZE I ) - WENE -2 £ ) N ) -2H- BATE -3
B S E RS AL, WS 6-(1- P -1H- At -4- %) -2-(3-[6-(2- 5
Wk —4- 2 — Z403E ) - Mg —2- B 1 A6 ) -2H- AR -3- WIEEER — EUEL M BRUR B RE AN A
SR AR R BT AR AL . BT EE/RERIEAE 0.25 ¢ 12 2.5 1 1 Z[A], BARIETE
0.5 1 1&1: 12[E, Bitikn1 @ L(ERREMNEY /15 ¢ 1). MYEMFERR, AKX
B B9 TE K ) R T A AT LLE RS A K, BIAS RS Rk B97K.

[0015] BRI, ZE— MEIE B S HE T R R, 6- (1- FFEE ~1H- AlbMe —4- 2 ) -2-{3-[5-(2- 1§
W -4- £ - 205 ) - MBI -2- 35 - Ak ) -2H- BARE -3- B S WA EY. ik
6 (1— FF L —1H- itf s —4— 3£ ) -2 {3-[5-(2- MBIk 4~ & - ZA & ) - WEE —2- % ]~ F

10
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B ) -2H- BARE -3- BIRER — A K AP UL 4 SRR AT kiR ft

oote] A % WM EHMES — H WO S BT R M- F & -1H A
M —4— 2 )2 (3-[5-(2- WO —4- & - ZUHE ) - WENE —2- 2 ] S ) -2H- Bkik -3- AR
% Stk oK YT 4 N IR B 15 BUAE R

[0017] 7 — A4 1% 69 55 M 5 o, 6-(1- 7 —1H-nip M —4- 2 ) -2-{(3-[5-(2- 15
Wh —4- B - Z B IR ) - WENE -0- 25 ]-GEE ) -oH- W 3- FBR A BT KPP LUKRSE
BRI AL T R SR, BTk 4 R R AL R IE 2 XRD B ALFE 3.2° 6.5° .9.8° Fl
13.1° 20 (4 +0.1° 20 ,{#H Cu-Ka, BEHE) .

[0018] 7E — /N4 3% B9 SC M B oh,6-(1- B & -1H- ok e —4- &) -2-(3-[5-(2- 1§
Wk —4— 3% - 2800 ) - M —2- 3 - A5 ) -2H- BAME -3- BRI — AT KM LA & R AR A
Al BT R R, BTk 45 S AR Y AL FOHAE & XRD 0EEFE 18.4° (18.8° 123.7° .24.27
26.4° F1928.2° 26 (&% +0.1° 28 ,{#/H CuKa, BEHE) . *

[0019] 7E — AN % B9 SC 77 5 b, 6-(1- %% —1H- mib M —4- 2 ) -2-{3-[5-(2- 1§
Wk —4- B - ZEUEE ) - MENE -2 B ) FEEE ) -2H- mkRE -3 R — S TUK UL S e R
£ AL (TR IRAL, TS @R AL (1L 2 XRD A5 14. 4° .15.8° (17.5° ,19.5°
F121.9° 20 (4% £0.1° 26, /A CuKa , BUHE) . |
[0020]  fF — /4R 3k B 52 M 7 b, 6-(1- B & -1H- ok M -4- &) -2-{3-[5-(2- 1§
Wk —4- B - Z 80 ) - MEIE —2- BE - FFEE ) -2H- BARE -3- FABEER — S TR R AR
R AL MR, iR 45 S AR Y AL FOFRAE R AT XRD 2038 -

[0021] g AL :

[0022]

11
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P A 20 (‘Cu-Kal At AR
/)£ 0.1° (h, k, )
1 27.45 3.2 2,0,0)
2 13.62 6.5 4,0, 0)
3 9.02 9.8 (6,0, 0)
4 6.75 13.1 (8,0, 0)
5 6.15 14.4 (-2,0,2)
6 5.59 15.8 (-6, 0,2)
7 5.07 17.5 (-8,0,2)
8 4.81 18.4 9,1, 0)
9 4.72 18.8 (-9,1,1)
10 4.55 19.5 (6, 0, 2)
11 4.06 21.9 8,0,2)
12 3.75 23.7 11,1,1)
13 3.68 24.2 2,2,1)
14 3.37 26.4 3,13)
15 3.16 282 (-15,1,2)

023] A R B W B WAESR — FHEC LB LR MGe--F -1t
W -4 2 ) -2— (3- [5-(2- Mk —4- B - ZE I ) - WEnE 2 B 1} -2H- Wik -3~ R
B A K ST A NI A S B
[0024]  7F — /N4 3 B 52 M 7 B h,6-(1- B -1H- ntb M —4- B ) -2-(3-(5-(2- 1§
Wk —4- 2 - 2 ) - B -2~ 5 ] - ) 2H- mAE -3- AR A TR EVUREER
1 (7% R AL, BT %5 3R H] (AFAE 2 XRD IBE53.1° .9.4° F118.8° 20 (&
¥ +0.1° 20,{FH CuKa, BEIE).
[0025] 7E — /N4 i B SZ i o5 & . 6-(1- B2k -1H- otk M —4- ) -2-(3-[6-(2- 15
W —d- £ - Z I ) - Wy 2- B - ) oH- AR -3- B A B - KEYUH
ot 2 A5 A HL (T IR A, BT b 45 R R B HL M4 1E 2 XRD W AL 4E 19.1° .22.8° #
26.4° 20 (4 +0.1° 20 ,{FH CuKa, BUHIE) .
[0026] 7F — /N & f9 SE 5 & b, 6-(1- B 2 -1H- ok M —4- 2 ) -2-{3-[5- (2 g,
Wk —4- B - ZEUEE ) - MR 2- B - ) -2H- WAE S-FBR AR KEMUKE
gt 25 R HL B % R AR, T IR 45 SR B HL B AR 1E &2 XRD 1§ 45 14.4° \15.0°
17.8° 20 (43 +0.1° 20 {FH Cu-Ka  BUHIE)
[0027] 7 — /M4 % B 52 HE 5 & b, 6-(1- FF 2 -1H- Atk M —4- ) -2-{3-[6-(2- 1§
Wk —4- B - 3 ) - M -2- B ]- T ) 20w -3- IR A S KRS YU S
ST HE H T AR AL, TR S R T HI B4 AER XRD UERLFE 14.7° (18.6° ,23.2°
12
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93.8° .26.8° M 27.6° 20 (&% +0.1° 26 {FH CuKa, WHIFE).

[0028] 7E — /N1 1% B9 SE i 7 %= B, 6-(1- B 25 - 1H- nfh M —4- 3 ) -2-(3-[5-(2- 15
Wk —4- 3 - Z 38 ) - Mg —2- 25 1- T ) -2H- Bk 3- EEERR A KA LIELE S
R H BT R IR, Tk 45 AR H1 FI4FMER LA T XRD 103 -

[0029] &&JE HI :

[0030]
P WA 020 SCu-Kal 4t FAFAL
)+ 0.1° (h, k, 1)
1 28.42 3.1 1,0, 0)
2 9.40 9.4 (3,0,0)
3 6.13 14.4 ,0,2)
4 6.01 14.7 Q,1,1)
5 5.89 15.0 ,0,2)
6 4.97 17.8 3,0,2)
7 4.77 18.6 4,1,1)
8 4.71 18.8 (6, 0, 0)
9 4.64 19.1 G, 1,0)
10 3.89 22.8 2,2,0)
11 3.83 23.2 -1,2,1)
12 3.73 23.8 (-2,2,1)
13 3.38 26.4 (, 2,2)
14 3.33 26.8 (-4,1,3)
15 3.22 27.6 (-3,2,2)
[0031]

[0032] ARBEWEMER—HFHCLKEIUHERERNIHHEAEM-(1-F
B - 1H- g —4- 3 ) -2- {3-[5- (2- MGk —4- 3 - ZEE ) - Mg -2- & |- FE ) -2H-
B -3- BREER — AL (45 AS T NP3 AT LR KA WEIEAKY ) T4 N E H 18 BIAE R,
B ok 45 55 A5 A NFS 945 4E 2 XRD & 41 4% 15.3° (16.7° .21.6° F123.1° 20 (& &
+0.1° 20,18/ Cu-Ka , BER) -

[0033]  7E — AN 4R 3% B9 SCHE 7 R, 6-(1- B & -1H- it M -4- ) -2-{3-[6-(2- 15
Wk —4- 3t - ZARE ) - MEIE —2- B ] FH ) -oH- AR -3- R — A E LIIL G AR AR AL NP3
(T SR, FTIR 5 AT B NF3 O E 2 LU XRD 59 -

[0034] &HFE NF3 .

[0035]
13



CN 102264729 A % BB P 6/46 T

b5 d/A 020 (Cu-Kaoy 74 %) £ 0.1°
1 27.30 3.2
2 13.62 6.5
3 9,02 9.8
4 6.71 13.2
5 6.11 14,5
6 5.79 15.3
7 5.57 15.9
9 5.32 16.7
9 5.05 17.5
10 4.81 18.4
11 4.58 19.4
12 4.12 | 21.6
13 4.04 22.0
14 3.84 23.1
15 3.75 23.7
16 3.69 24.1
17 3.37 26.4
18 3.16 28.3

[0036]

0037] AKRFEMEMER—FHCLETULESERNGHEARKEE-(-F
B - 1H- oM —4- 3 ) -2 (3-[5- (2- WOmHk —4- 2 - ZEE ) - WERE —2- & 1-FE )20
B -3- TEEIS — S Bk ST 4 NI AT HU B BB R, BTk 45 @282 NF5 (KI4F1E 2 XRD i f
$£13.9° .15.7° .16.6° 17.3° ,19.8° A1 22.1° 26 (£& +0.1° 20, fEH CuKa,
TR ) o

[0038] 76 — AN 3% B9 S5 HE 7 b, 6-(1- B & -1H- mt e —4- 2 ) -2-(3-[5-(2-
Bk ~4- BE - 2L ) - MEng —2- 2 )- AEE ) -2H- wARE 3- AR — A MUK S MU E R
1 NF5 FIFE R PAR AL, BT 45 25 &Y NF5 AUHFIE R LAF XRD 2047 -

(0039)  FmJE NF5 :

[0040]

14
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5 d/A 20 (Cu-Kay #5498 ) £ 0.1°
1 28.54 3.1
2 9.41 9.4
3 6.37 13.9
4 6.10 14.5
5 5.98 14.8
6 5.82 15.2
7 5.62 15.7
9 5.32 16.6
9 5.13 17.3
10 4.96 17.9
11 4.80 ‘ 18.5
12 4.69 18.9
13 4.63 19.2
14 4.48 19.8
15 4.02 22.1
16 3.90 22.8
17 3.85 23.1
18 3.73 23.9
19 3.38 26.3
20 3.32 26.8
21 3.23 27.6

[0041]

[0042] RS IIH, KRB QTR HHAERE QL BHEY”.“LRBTH
AR FHIRE X E.

[0043] 7K % BA f & 5 A5 4% B R 6-(1- R 2 -1H- ntb Mk -4- ) -2-{3-[5-(2- 1§
Wh-4- B - Z B )-mEg 2-F - FR ) -oH-mE -FBR SR LEKINE
B A5 K AL 6-(1- B EE -1H- ok M —4- 3 )-2-(3-[5-(2- WMk 4- R -Z H E)-B
I —0— B - A ) —20- BARE -3- HABE — S K AW S SRR HL.6- (1- & -1H- it
W -4— 5 ) -2— (3-[5-(2- MGk —4- k- ZEE ) - mEnE -2- & 1- FE ) -2H- WhEE -3- ERE
kb 5 AR Y NP3 ( &5 AR Y NF3 7] LA K S WEEK Y ) i 6- (1- 2k —1H- itk
#)-2 {3 (5—(2- WGk —4— BE - Z 58 25 ) — g —2- & 1 54 | -2H- mhgk -3- A
S b K AW £ SRR NP5 4 N TRE HE G 3 B LU RHE « SR AR M 7R A i

15

ﬁlT

3 K

i
-4
iz

&T



CON 102264729 A i B P 8/46 T

18 b 4T AT R K TR B AR S oh A E M (RO HUARNE R TE ) XY
Je (NS ) FIFHITH S R MAE IR A B R A — #3255 —#ARFFIEE
(A= R A P R I ZEIE B B o AP RS AAL I A L B e iR E A A
BPEFR T EE R B, i o3 FE Ak B 45 R A Y, B A BRI — 1 RRRE T
G B RN HL 1) 350 B B 25 P 3 =& T RE

[0044] k4, 5 6-(1- FAZE —1H- atbM —4- 3% ) -2 {3-[5-(2- "Ik —4- 2 - ZFE ) -

W —0- ) -AEEE ) -oH- MARE -3- BRI — A K AL BT A HL A 6- (1- R - lH—nH:
-4 %) 09— {3-[5-(2- NGk —4- B - Z G EE ) - Mg —2- 2 ]- FFE ) -2H- Mk R -3- [
R — "7J<A%E’J‘:‘Ea%’}£iNF57fﬁtlﬁ 6-(1- B L —1H- mEme -4- %) -2-{3-[6-(2-§
Wbk —4- % ZEE ) - g —2- £ 1- FEE ) -2H- hkEE -3- B S KNG AR R
AL BETE B T SRR BB R (AL RIUKEKBIRE ) 3 BEAFRAEEE
(RH) &4 HoMpsaRase it 7 T R T BRI BT (ZEM 0% BIZE 2> 70% RH KR E VT H
BRI R) . A, 5 6- (1- Bk —1H- ik -4- 25 ) -2- {3-[5- (2- Gk ~4- & - &
SR ) - MR —2- 2k - EE ) -2H- BARE -3- MR AR M4 R AR NP3 ARLL, 6-(1- F
B LM 0 —4- 3 ) —2- (3-[5- (2- DMk —4- FE - ZEEE ) - WE0E —2- B ) R ) 2H-
B —3- IR — S KIS S AL 2B R AN EERENH A, WEE ¢
AL FNF3 ()= TCIR-SWTE 2R HLSTIh 4 51T 25°CHI 50 CHEAT 784 MBI
iR (S LSEtf) 10) .

[0045] *HHGZT 5 6-(1- B £ ~1H- i M —4- 3 ) -2-{3-[5-(2- G Wk 4- & - &
BB ) - WERE -2- 3 )- FE ) -2H- WA -3- R A H KA & de R A HI AN
6-(1— B B —1H- N M —4— 25 ) -2-{3-[5- (2- WMk 4-E - ZHE)- W -2-F ]-F
B -oH- Bk E -3- MR ER — A H K & W I 4 & %5 B NFS AR Eb, 6- (1 B ~1H- ik
M —4- B ) -2- (3-[5-(2- NIk —4- F - ZEFE ) - MERE —2- B )- R A }-2H- BAR -3- I
BB T AL 0 45 A NP3 th kTR B AT S R BB AR (A KA K
3Rk ) 3 EARFARSIEE RH) 440 T ry it oy R I ERBE R (FE
MO%EZEDT0% RHEBETRE AN DEREHLNX). I 56-(1- FE -1H-AE
g —4— 3 )-2- (3-[5- (2- WGk —4- B - Z ) - e -2- B ] NI ) -2H- BARE -3- A
B S TS SR AL ML, 6-(1- F 5 -1H-aip i —4- 38 )-2-(3-[5-(2- 15
Wk —4- B - 240 ) - BN —2- B ]- 3k ) -2H- WARE -3- EREIR — SR A0S AR AR T NP3 1E
KB (30 1 70,v v, 2/NEE) BIRSY T RILE EIRAEN S AR, XS S
F R 5T EME BB ST EEEEIWE (S LE-S 14) .

[0046] 7‘% F T, 5 6-(1- B & -1H- iip m —4- 3 ) -2-(3-(5-(2- B Mk —4- % - ZH
B ) - mEng —2- 3t ]- T35 ) -2H- AR -3- IR — A A K IR 4 AR R AL AREL, 6-(1- F
B —1H- MM —4- FE ) -2- (3-[5- (2- Mgk —4- B - ZEE ) - Wi -2- & |- FE ) -2H-
B —3- iREER — S UK SN G &R NP5 T RKIEE T R ERE R, B A K TSy
8k Z b 2 R, 0 X T N5 1 AL [ TRIR & WE DI KP T 26 CHATI R #1E
KBNS TR (S LA 11) .

[0047]  Ib4b, 55 6-(1- FFEE —1H- Myme —4- 3 ) -2- (3-[5-(2- MBMk —4- & - Z8E ) -
e -0~ B ]- ) -oH- BAEE 3- EREEER — A K AW 4 R B NFS AH EL, 6-(1- F

16
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B - 1H- MM —4— 5 ) -2— {3-[5-(2- MMk —4- % - ZEE ) - mEpE —2- & ]-FE ) 2H- B
B -3- B A KAWIGE ST L EREAEE T RERENER, BIEKRE
A BER 2RI, B &I NF5 1 HL [ TR S DI K T 25 CHEATHI RS
M 32 AL 5200 BT R, B BT 1R) AR B 13 B S TR HL (B ILSEHER 12) o st 55 6-(1- FF
B 1H- M —4- 25 ) —2- {3-[5- (2- NORHk —4- F& - ZEEE ) - WERE -2- & ]-FE ) 2H- B
B -3 FRAES — S Lh 4 SR NF3 #HEL, 6- (1- FR&E ~1H- agme —4- 2 ) -2- {3-[5-(2- ﬂ%
Wk —4- 3L - 2L ) - W -2 5 ]- ) -2H- e -3- FBER — A K S YIS G
1 757K M 4 B 2 2 A R, il s 5 T HL R NFS 1 — SR &8 DI KR+ 25°C
HEAT 1035 2 P 50 VR BE AL SE 00 BT AR, BB I (R B 18 B 71 H1 ( S LSEEH) 13)
[0048] % F 6-(1- B # —1H- itk M —4- 2 )-2-(3-[5-(2- & Wk -4- & - Z #
Hy-mEpE - R -FEIH-WE-S-FEHR AR 56-(1-FE -1
W —4— ) -2- (3-[5-(2- MMk ~4- 3£ - Z Lk ) - Mg —2- & ]- R ) -2H- Wk kR -3- T
CHERL) ML, BB S Sk EER RO B FE EM TR, R R RAE TR
BEMEZ AL (APT) FRsE M.
[0049] 7S % B ) & (5 25 2 AT LU AR AR bR HE J7 vA R AE, BT 3 b v 77 ¥ AT LAZE B 4 Rolf
Hilfiker, ‘Polymorphism in the Pharmaceutical Industry’,Wiley—-VCH, Weinheim 2006
A AR 22 SRR R B, B4 X STERATET (XRD 56 6 3 ) IR FHu & 0eik (B 56 %) VER
B GE (DSC) RGBT B Ak (TCA) (25 3 8 ) KEEAELMIBAA (29 %), SEN
WRERUE TS AT LAZEBI LN H. G. Brittain (4%%8) , Polymorphism in Pharmaceutical Solids,
Vol. 95, Marcel Dekker Inc.,ZA#y 1999 ( % 6 & JAERENER) HHEE.
[0050] 6-(l- ER & —1H- nf M —4- & )-2-{3-[5-(2- & W -4- & - & %
B)- MR omE -2- 3 ]- % E}-oH- Bk ME-3-F9 BE B — A Hh6-(- F & -1H- ok
M —4- 3 ) -2- (3-[5-(2- ﬂ%ﬂ%—él—%—Z’fn%)—ﬂﬁ‘}ﬂﬁ—2—%]—%‘7%}—2&%%—3—@@@%
5 — SRR AW Ak 6- (1- L —1H- Ak —4- 2 ) -2~ (3-[6- (- WM —4- 5 - ZF
B ) - mERE -2- 3 )- 5 ) -2H- BABE -3- MR — A KA. Uik 6- (1- FE -1H- ik
W —4— B ) -2- (3-[5- (2- Mk —4- 25 - Z AR ) - WG —2- B 1- FFEE ) -2H- MERE -3- AR
= S K SRS AR 6- (1- PRk —1H- MM —4- ) -2-(3-[5-(2- 1 4-F - &
SR ) - WENE -2- 35 ]- EE ) -2H- RERE -3- RIBHER — S K-S M4 R AR R NFS.6- (1-
B —1H- np M -4 3 ) —2- (3-[5- (2 WGRHk —4- 3k - ZEEE ) - MERE —2- 2 ] FE ) -2H- WK
W —3- AR — S th o ke 6- (1- FAZE —1H- Mt —4- 25 ) -2- {3-[6-(2- B 4-E - &
B )- WERE —2- 3 |- FE L -2H- BhBE -3- MR RR A R KM S R .6-(1-F
H - 1H- M —4- 35 ) —2- (3-[5- (2- MBIk —4- % - Z 3 ) - MENE -2- & ] FE ) 201
B —3- FES — SR K W0 45 AR Y AL 6- (1~ B2 —1H- At —4- %) -2-(3-[6-(2- 1
Wk —4- B - 2R ) - mEE —2- 2 )- 395 ) -oH- mARE -3- FERE R — A& T KEY.6-(1- F
B - 1H- MEMe —4- 3 ) -2- (3-[5- (2- Rk —4- % - ZEEE ) - WERE -2- & |- FE 20 B
W —3- WIRSES — Sk K AW 4 B R 6 (1- B —1H- kM —4- ) -2-(3-[5-(2- 15
Wk —4- 3t - Z B ) - WENE —2- 25 ] - R ) 2H- W3- B BRRR A H T kA%Bﬁé%a%Eﬁ”
H1 F 6- (1- FRZE —1H- M —4- 35 ) -2— (3-[5- (2- MOk -4~ & - ZFAE ) - I —2- 2 ]-
B ) -2H- BE -3- BIREER S B4 RS R NP3 E T SRR N “ AR BRI dn

17
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[0051] 6-(1- B % —1H- ot M —4- 3% )-2-{3-[6-(2- G B 4~ R-Z 85 E)-%
bE -2- 3 )- FEE ) -2H- Bk -3- B (#FESEE ) AT LLan PCT/EP2008/003473 ) SE 451 8 F
PCT/EP2008,/005508 {1 SCHEf) 1 o Frik M ARFE LN T & Bk -

[0052]
= O
/j/(Y \)@\( Cs,C0s /j/C\Nf\/Q\/N
X, -NH = N~ AN
=N
\J\ \N/ NI\;\Br
| B B [ ?/(YQ\/

PACL,(PPh),
KOAc DMF

s ﬁﬁﬁy

THF i

AT YKY&

PPh /DIAD \J\ o ~N 7 "A229"

THF

[0053] 7. 68g (43. 6mmol) 6- (1 B % — 1H- AHL M —4- 3 ) —2H- WK1 -3 BZE 90m1DMF H ¥
BRI 12. 4g (43, 6mmol) 5- I8 —2- (3- G A - FEE ) - MEEAN 14. 2¢ (43. 6mmol) BRARHE
TR E R T R 24 /NI 4 K SEVRA NN EI 400m1 7K . HhiE BT AR 9 2-[3- (5- 1]
mEmE —2- B ) - FFE 1-6-(1- FEE -1H- it -4- 2 ) -2H- BARE -3- BRUTIE Y, A KB I
TEETPTH.

[0054] % 14.0g(33. Ommol) 2-[3-(5- V& & Mg -2- & )- ¥ H 1-6-(1- F & -1H- it
W —4— 25 ) -2H- BALE -3- HRZE 65ml DMF FfVREIBS 10. 9g (42. 9¢) XX (SRMREE & ) — Wil
(bis (pinacolato)diboron) 1 9. 72g(99. Ommol) ZEBERNHERRTMAR 70C. &
LB TR 15 40405, I 695mg (0. 99mmol) SALIL (=K ) - 48 (1D FFK RLRE
WTF T0CIERS T HEE 18 /T . BEJS . (F RAIBE A H EER, MAKM T, ¥R
RS WIERE L Fit e, R A B E VAR REHE VAR RB A T R, R4, B IRRY)
M o- W EL G, 83 6-(1- & —1H- i -4- ) -2-{3-[5-(4,4,5,5- WHE -[1,3,
9] — B ZLMIZRFR R —2- 5 ) - WENE -2- & ]- FFE ) -2H- BARE -3- Fd.

[0055] ZEVKAEIT, 1 13. 4g (28. 4mmol) 6 (1- FIZE ~1H- Mt Mk —4- 2 ) -2-{3-[5- (4. 4,5,
65— PUEREE ~[1,3, 2] S ZENZLHR fuky —2- 2 ) - WEnE -2- & 1 AFEE } -2H- Wk -3- FHAE
55ml THF F1 55ml 7K o BB B M N 8. 50g (85. lmmol) T #IEREH. K RNIEEYT

O

18
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SEEBIEE O N, RETERE T PSSR AT PIRGEEAVIG AR —¥, H 2N
B pH 1. i FTEN 2-[3- (5- FdE — mEng -2~ 25 ) - 35 1-6-(1- I ~1H- ik
M —4— 3L ) -2H- BkRE -3- BIVIEA, FKSEGHERZ P T

[0056] [ 360mg (1. 00mmol) 2-[3-(5- #2 & - MEmE —2- 5 ) - F & 1-6-(1- F& -1H- Mt
W —4- £ ) —2H- Bk RE -3 BRZE 2ml THF o (VR B P AE4E AN A 394mg (1. 50mmol) = 2<%
#1242 1 1(2. 00mmol) 4- (2- 5 Z 5 ) "auk, 7EvkvA #2183 in 294 u 1 (1. 50mmol)
EER-FEHm- SRR BHENERTEERE 18/, REERMBEVERTT
K 4% 08 R R R Y AR TE 2- TR TR, — BRAT A f5 v AT AR A 6- (1- PR -1H- g
M —4— 3 ) -2- (3-[5- (2- MOk —4- 2= - Z5UEE ) - Mg —2- B 1- TR AR | -2H- mARE -3~ FHE
1k, 2- WM PERT EBREHEAETPTE.

[0057] A2 4 7= & 6-(1- FF 3£ —1H- Ak Mk —4- 3£ )-2H- WA B -3- FY AT LA 40 PCT/
EP2008/003473 (65-66 71 ) ATIREIFRFEL T A X

[0058]
o _A~_Cl
~ cl > Pd(PPh,),Cl, |
I = B‘o - I \N,N
SN N PO N
I N N’ K3 4 N’
DME
0
HCOOH
Ritesls LS S-NH
H,O N=

[0059] 4 815g (3. 39mol)3- & -6- M - WAMEZE 3.8L 1,2- “HEELHFRERS
705 (3. 39mol) 1- EAFE ~1H- LM —4- BERATVRREBE AN 1. 44ke BER = =K EWR L. #
B 12 1 VB B VR 7E B AUR B TR N EE 80°C FE AN 59. g (85mmol) AL ( =2 [p% ) - 42
(ID) . BRIRSYT 80°CHiH: 3 /i, B/E, (RNIBEYAHNEERIFMA LK.
8 BB I 3- & -6- (1- FP3E ~1H- nkme —4- 35 ) - BAREVLIRAY), FIKBEIRIHFERE P TR,
[0060] & 615g (2. 90mol) 3— & -6 (1- B %E ~1H- At M —4- 25 ) - WK BE 7E 1. 86L F BR AN
9. 61L /K HIIR AW o 1R B AE I3 TN E 80°C T iR B T 4k S 3 28 /NS
RRRESYAHEEE, MAEER OEMERK), HEREY. KERA 40 % FEMKE
VREEVKAEI T ZE pH 7 3BES F 6 CIEE 16 /M. RhHUEH TR/ 6-(1- F & -1H-0if
W —4— £ ) -2H- BKRE —3- ERULIEY), FUKBEGHEER T F TR,

[0061] ARBATE & 5- 18 —2- (3- GUFEE — 33 ) - e ] LAgn PCT/EP2008/003473 )55/
1] 36 FETRKIIFE T A -

[0062]
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| N PdCI(PPh,),
HO\/©\E’3f0H + \NK\J\ HO N
B KCOs T Q\
Br

OH
ZER/F X

N

SOCl CI\/©\(N
—_— I\j\
Z Br

[0063] ¥R FE7E S F B9 95. 0g (332mmol) 5- ¥R —2- FLML I 7E 325ml F A M 5
70. 0g (660mmol) BREZEHAE 325ml IK SRR R, RS I E 80°C. MR NIBEY
FNA 2. 3g (3. 3mmol) EALIL ( =M )— 48 (11), BRI 50. 0g (329mmol) 3- ( ¥ F
$) - HENEYE 650n] ZE P HER. HRMBAYT 80CH P 18 /M. ¥ RMESYA
HZ A . BB S 1L ZERZEEAN 1L KR AL, S B HUAR, AR TR IR .
¥ [3-(5- MmN -2- 3 ) - K - PFERNBRAYA - NRES M.

[0064]  ZERNHEF, M7 30°C K 159ml (2. 19mol) WHIBEE P 4343 A 116g (438mmol)
[3- (5 JAMERE —2- 35 ) - 263 1- FEE. B R AR S W T RIRHH 18/ . BlJE , 5 RLIRE
MRS . BRI R A RTE PR H RIS 2R EER SR BRAK 5- R -2-G- &
R - ) - ERAYAFEES R

[0065] & % &L HE R, 6- (1 B 25 —1H- MM —4- 3% ) -2~ {3-[5-(2- Mk ~4- 2 - &K
3 ) - mEng -2- 2 )- S ) -2H- BB -3- B (JFEE ) W LLin PCT/EP2008/003473 ) SE JA
1] 39 R ET IR R AR LR & A -

[0066]

"A229"
[0067] 4% 360mg (1. 00mmol) 2-[3-(5- F % — M ng —2- 2 ) - *F & 1-6-(1- F & -1H- ik
W -4 B )-2H- Bk BE -3- EA.195mg (L. 05mmol) & 4L N-(2- & Z E )- G WK £ fn
521mg (1. 60mmol) TEES4ETZE 2ml DMF KRSV ZE B B T NAE 80°C I T kiR B4R 55
P 6 NI, BEJE, 18R RIS A E1 3N 50ml JK. HbUE H AT AR AT 6- (1- & -1H-
W —4- B ) -2~ (3-[5- (2- MBIk —4- & - ZAEE ) - WERE -2- ] FEE }-20- BRER -3- T
Y, KBS IFFERE T P TR.

[0068]  7EZ % BHEI R — T, 24 T AEVET AMENED AR RN AYH
.
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[0069] ZE—MEEMSSHES B, FiRWASYE—PREEL—FFSINNED,
Hik QAR RIS AR ERHH (auxiliary) 5 (adjuvant) B B / B
KRB T LA A A I TR T R

[0070] Z% B R — A ST B2 & TR WA S YK TE B EETH —MEZ
b 25 2 B (7= 2 R — Fh BR 2 5B A AL B LA B TR, BT T AL ik B &
VA AR SR TR A TR T R AR R R BB RN/ BRER AR B 7 R LAAR B 573 51 HY
[0071]  ZSCHT I EARE “H M E” RIAH 5 R I 5 & Sk RE T T 3 KK AR.
4 RN EYERESE R NHNGYRGAYRNE. W RE BT aRE” =
o 5 AR R (0 K 8 2 % B IS A AT E AR S BUR R L RS SRR A S VR IT 1A AL TR
B B 3 R O B R O B R MO B BTG E PR i, 3 Yo A5 1E AR R )

REAUHE.
[0072] FEAKBIN R —JHE, BH T AREDS—FMAERENTREEMRMAFAS
W

[0073] ZEARFAM RS —ANFH, J4 T A SCHR K255, 2 A TET A/ sSiimps £ 3
2R/ SRS TR AR TR AR, FR AR TR 2N / B AR SR 2 RE R B I A IR / B0
ST B B e 1) B 3 S 4 I R IS (2 Met SR T4 5 A \ S0 / AR HE A o AR
B B ZE S & B Fyasr Al / SRTREY LR RO 25 A R B AR A R I R E A
[0074] ZEZRR BRI A AN — T, R4 T A SO K ZA), LA Ty / simps A3
2R/ SR TR AR T A, TR A TR AN / SRR AE R SRR AEIE B “JBIE (cancer) NN
B BT . B M R L SE O PR L POPR LT (carcimoma) \ I B M BE M RS L S L LRI LR
e 76 R SR AR R TR / B RGN / SN T R i B A SR U PR
o PR R R S R . B S B S L AT RREE L AT S AR A A A S VAL
S0 A TR PR T PSSk SO L SR W R R | FROIR AR L PR L A R S A
R PR | 2 T | AR L /N B SR FLARIE (breast cancer) I
% (mamma carcinoma) B 4% B MR . & e « LG JE L AR E L BN SR / GH R
P F R FE S S PUE . T AR T E AR T E W I R
HE R BT E BT b R R \BIR b R B R A A IR RS (spinalioma)
oz mr AR N SR OECOR . (L . B R AN A FS I L A8 M iR 18 MEBE M B LR (chronic
myelotic leukaemia) <18 Mk B (O MG &0 B G 2R A LR M EE R L
TR/ SO B 7. MR EOTESIE BT AT RN / BB IR AR (K 25 70 o ) A L R
AR BARTEE A .

[0075] ZEAREAM S — i, I8 T AXFRKZR, XPFdARasE, A5t
HZs R E WY (29, B )

[0076] FE—AMUIERISEHEA TP, FrR MR > — 2 E 208 Y R A TR Y B
[0077] HAKRBHTE—HE, B8 T AXHRKAH, KPR AREAED — 575
0 25 B 2 v M R AT IR ST Z AT AN / BRI R / B R A

[0078] HF—AMLIEHISIRE T R P, TR M E > — P2 B2 0E YRR A TR Y
[0079] FEARBIMIBI—AHE, BET —HYE LEETETARNENES—MEE
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B 7 R/ BB b — P A SCITR MBI A A M RIATT B MBI E D> — MRS AR
[P G LAS M 2R 2 IS T B

[00s0] AZBEHFRAILE—MREHELTHELEEYR (b, 5Y) AaEHA
v TR B B Ak R B 7 5 BR TR LT B 3R Th A B SRE . B
u GYHAS AL THEE—RANEREAEZENEHE R REHYNASLE
F & A AR R R T B2 S REA . ABNEE— MRS MY LELE
2 (PR LB I FI 0 B 5 2K R B )7 s I BRAR AR HEFR - AR A7k 5 — 0
REF TR ERN, 48 Frk— R 2 HEEHYAR B R A RE
k. SAT, A& VAT AL P AR NS —HRE L CHY USRS
= VAT . TR 45 BT I M R 4 (i A, AR R B IR B B E TR A A B
AT UL EL S B 2 R I RO B AR R B Bt e A . Bk, ARARNAYLEY)
(AR EZIMASY) ) AIERAR W RUSNE S —FHE S TSR A A
s

[081] FILLE AR~ RAGHER (4R RASEARRAMAENTER) HHEE
FEREMR (Y, 254 ) HOSSBIRIEEAIR TR | PHAH ML EYFHEMRBHEY -

foo82]

%1

FALH] IRBEBLAR LT
ZR Ky A Eb
F- BB NP =R R
& % g 32 &) T
x FER £+
EH%K HAEE
ATERES e i3

(0083]
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ey H Y2 g &a)T
FE£8T
£ 7] g 44 44
By 144 ZD-0473 (AnorMED)
$F44 3844 (AeternaZentaris)
Carboxyphthalatoplatinum V44 (Johnson Matthey)
v94h BBR-3464 (Hoffrnann-La
Ormiplatin Roche)
F A 44 SM-11355 (Sumitomo)
AP-5280 (Access)
FRk#th | R FERAF
T BAR Z¥dY
iR WESBEE
5- FSRERE AL IR
W a4 T
2-RBLESRF FHE
6-3"F%> 72 3K PR
6-3 5 "R e, F 4% (SuperGen)
FeT 48 A #7435 (Bioenvision)
2- RBLESEH f# F X L (MGI Pharma)
VRIS DMDC(Hoffmann-La Roche)
Idatrexate T B M8 3 (Taiho)
A FHBE | UTR F5 b B (SuperGen)
I REWE P 5 B4R Y 4 B (Daiichi)
IR¥ AT Quinamed (ChemGenex)
R AF R AR R £ B #F(Sigma- Tau)
# 2R (CPT-11) = # % R (Beaufour-Ipsen)

[0084]
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7-T.A-10-2 X Z 45
BIHRE

Dexrazoxanet (TopoTarget)

Pixantrone (Novuspharrna)

e %, B - 404 (Exelixis)

BBR-3576 (Novuspharrna)

TAS-103(Taiho)

&7 7 Z.(Spectrum)
J-107088(Merck & Co)
BNP-1350(BioNumerik)
CKD-602(Chong Kun Dang)
KW-2170(Kyowa Hakko)

% 353 49T 10 (NCI)
#E £ (Fujisawa)

Bt EAEEMHLEEXD) REEH
vy 2ZMEMEL) Azonafide
Deoxyrubicin Ertbm (Anthrapyrazole)
REHE SeRAF I
FuEiFE#EEDH) %R BER
2 FWHE 881§ & £ % (Blenoxan)
Therarubicin Bleomycinacid
FiXE HWrEEx A
FE HWREX B
Plicamycinp “3EEEX C
wAREE MEN-10755 (Menarini)
XL E EE GPX-100 (Gem
* 3¢ & AR (Novantron) Pharmaceuticals)
FA i (BB SB 408075 (GlaxoSmithKline)
#) % Bk E7010 (Abbott)
AR AAL 5 PG-TXL (Cell Therapeutics)
. IDN 5109 (Bayer
L _ A 105972 ((Abiot:)
K& A 204197 (Abbott)
KA LU 223651 (BASF)
Kk &HbF D 24851 (ASTA Medica)

ER-86526 (Eisai)
# A 43T A4 (BMS)

[0085]
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K AR A Isohomohalichondrin-B
(Warner-Lambert) (PharmaMar)

#& 1, % T(BASF) ZD6126 (AstraZeneca)

RPR 109881A (Aventis) PEG-% 4,8 (Enzon)

TXD 258 (Aventis) AZ10992 (Asahi)

3 3k & % B (Novartis) !DN-5109 (Indena)

T 900607 (Tularik) AVLB (Prescient
NeuroPharma)

T 138067 (Tularik)
Cryptophycin 52 (Eli Lilly)
¥ & 87T (Fabre)

| Auristatine PE (Teikoku

Hormone)

BMS 247550 (BMS)
BMS 184476 (BMS)
BMS 188797 (BMS)
Taxoprexine (Protarga)

Azaepothilon B (BMS)
BNP- 7787 (BioNumerik)

CA-4-8] 4k 25 4 (OXiGENE)

% 33.8) #.7-10 (NrH)
CA-4 (OXiGENE)

Thymectacine(NewBiotics)

FAHE | REKE R L8

7 %y ek FT 48, £ 32 (BioMedicines)
BT 7R g ek YM-511(Yamanouchi)
#EE

B8R 4B | 3% £ v E(El Lilly) £33t £ (Eximias)

Fp 4| A ZD-9331(BTG) CoFactor™ (BioKeys)

DNA$ # 7| | #h N & &£ (PharmaMar) 0, & Btz (Baxter International)
#) A B AR (Baxter Apaziquone (Spectrum
International) Pharmaceuticals)
& & & +32P(Isotope 06-F & 87%# (Paligent)
Solutions)

[0086]
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Edotreotide(Novartis)

sk RL 445 | Arglabine (NuOncology Tipifarnibe (Johnson &

B0 4] ) Labs) Johnson)
lonafarnibe % % F 85 (DOR BioPharma)
(Schering-Plough)
BAY-43-9006 (Bayer)

Fv4|#  |CBT-1(CBA Pharma) = 3 B 4£ AT 1A (Eli Lilly)
f&. 3% X (Xenova) — AR B 5 A 4 (Vertex)
MS-209 (Schering AG)

A LEL | AR £ (Pfizer) T 8 R BLEIK T 85 (Titan)

A 4A3 84y |SAHA (Aton Pharma) 43 Bk (Fujisawa)

)| 1 MS-275 (Schering AG)

4B & B (#4834 (Aeterna CMT -3 (CollaGenex)

& A/ Laboratories) BMS-275291 (Celltech)

i gig | BH1h 3] 4& (British Tezacitabine (Aventis)

B o 2 A Biotech) Didox (Molecules for Health)
Galliummaltolate (Titan)
Triapine(Vion)

TNF-ak3) |4 -&$)%&(Lorus Revimide (Celgene)

#|/45%.#) |Therapeutics)
CDC-394 (Celgene)

RNEF-AZ |FTeg A3 (Abbot) YM-598 (Yamanouchi)

iR A | ZD-4054 (AstraZeneca)

B B2k | 34 AB(Johnson&Johnson) FT#H|4AB(Ligand)

f0087]
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A LGD-1550 (Ligand)

SAGETA | FHE Dexosome:s 77 (Anosys)
Oncophage(Antigenics) Pentrix (Australian Cancer
GMK(Progenics) Technology)

B35 % ¥ (Biomira) JSF-154 (Tragen)
CTP-37(AVI BioPharma)  E/Z ¥ (Intercell)
JRX-2(Immuno-Rx) Noreline(Biostar)
PEP-005(Peplin Biotech) BLP-25(Biomira)
Synchrovax# % (CTL MG V(Progenics)
Immuno) 13-Alethine(Dovetail)
¥ £ /&% & (CTL Immuno) CLL-Thera(Vasogen)
p21-RAS & #(GemVax)

BEAL | PREA KA

5 WAMBE FREA
Tk B ERA K,

R R A &AM
Idenestrole R

L F A X, 4384k

T ¥2 58 Leuporelin

£ 3.3 5w #h

%8 R 1A ;3

e 2 B A

T £ 803

TR YR X

T 3 5 B Riez

to 3 H 5 P-04 (Novogen)
Toremofine 2-F fUA M —BF (EntreMed)
WE KA T4 4 #~(Eli Lilly)

(0088]
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X3 AHEM |4edsih 3 (Light Sciences) Pd- Bacteriopheophorbide
7 Theralux (Yeda)
(Theratechnologies) Lutetium-Texaphyrine

3 4% 7V Z4L(Pharmacyclics)

(Pharmacyclics)

EuheE

B BB B B
#p 4wl )

# 5% R.(Novartis)

R BAAF
(Sugen/Pharmacia)

ZD1839 (AstraZeneca)

Jé %% . (Oncogene Science)
Canertjnib (Pfizer)

fi & Bz(Genaera)

SU5416 (Pharmacia)
SU6668 (Pharmacia)
ZD4190 (AstraZeneca)
ZD6474 (AstraZeneca)

4R Ab. 31 B.(Novartis)

PKI166 (Novartis)

GW?2016 (GlaxoSmithKline)
EKB-509 (Wyeth)

EKB-569 (Wyeth)

Kahalid F (PharmaMar)
CEP- 701 (Cephalon)
CEP-751 (Cephalon)
MLN518 (Millenium)
PKC412 (Novartis)
#.%4 RO (Phenoxodiol O)
# % ¥ 3 (Genentech)
C225 (ImClone)
rhu-Mab (Genentech)
MDX-H210 (Medarex)
2C4 (Genentech)
MDX-447 (Medarex)
ABX-EGF (Abgenix)
IMC-1C11 (ImClone)

IR 44 7E
F

SR-27897(CCK-A#+7 4| 7,
Sanofi-Synthelabo)

3 3# (R-AMP #3hH|,
Ribapharm)

Alvocidib (CDK# 4|5,
Aventis)

CV-247 (COX-2-3##|, Ivy

BCX-1777 (PNP3# #| %],
BioCryst)

£ 31 BRE (X AE AL BLBE ) B,
Alfacell)

Fo &bk B (RNAS- R A7 4] 7,
Dong-A)

#423LAGE R M, SRI

[0089]
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Medical) International)

P54 (COX-247 4| #), N- T8t F B RBLGE R A,
Phytopharm) Zambon)

CapCell™ (CYP450 #|#4h, R-R & (NF-xBH# &),
Bavarian Nordic) Encore)

GCS-100 (gal3 antg 3h#], 3CPA (NF-kB 4| #], Active
GlycoGenesys) Biotech)
G17DT4Z B (Gastrind? 4] B R FBEGARLE X DAY
], Aphton) ], Leo)

L% ¥ (Oxygenator, Allos 131-I-TM-601 (DNA® L7,
Therapeutics) TransMolecular)

PI-88 (EAT % 8% R B BB (ODCH 4, TLEX
(Heparanase)#7 #| 7|, B8 )

Progen) | KL BR (BE m AT R 7,
# % F) 2 (Histamine ant# 3} Yamanouchi)

#], YM BioSciences) Indisulam (p533) #t 4%, Eisai)
40 B (2R RR-H2 AR BB A,  Aplidin (PPTH 5,

Maxim) PharmaMar)

eb ek AR(IMPDHAFHI R,  F|ZHFR(CD204L4E,
Ribapharm) Genentech)
HLERERET AR, FHFIR(CDI3FRAR, Wyeth
Merck KGaA) Ayerst)

SR-31747 (IL-14% Hu5, PG2 (it fo it #),
Sanofi-Synthelabo) Pharmagenesis)

CCI-779 (mTOR% &%  Immunol™ (=R A ¥ 0 Hl,
1, Wyeth) Endo)

1R AT AR (PDE-VH# 4| 7, Z LB A RF(RFATRGY,
Cell Pathways) Wellstat)

CP-461 (PDE-V#7#|#], Cell SN-4071 (W /&%, Signature
Pathways) BioScience)

(0090]
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AG-2037 (GART# 47, TransMID-107™ (% & # %,
Pfizer) KS Biomedix)

WX-UK1 (558 BE% PCK-3145 (SR TR,
Fp 4 7, Wilex) Procyon)

PBI-1402 (PMN#| 4, Doranidazole (4808 T8 it
ProMetic LifeSciences) 5, Pola)

MBAL K (B G Bk A, CHS-828 (4A8-& 7], Leo)
Millennium) B X -8R (517, NIH)
SRL-172(T- %), SR MX6 (S A 123t H,
Pharma) MAXIA)

TLK-286(&-RtH AK-S-3545  Apomin (285078 TR,
B34\ 7, Telik) ILEX Oncology)
PT-100(4 ¥ B -F#3h 7, Urocidine (%8R T2 7|,
Point Therapeutics) Bioniche)

KT (PKCH#]5H, Ro-31-7453 (e A e A,
Novartis) La Roche)

2 #d4E-1 (PKCAH¥4,  Brostallicin (%A - A,
GPC Biotech) Pharmacia)

CDA-TI (i A TR,

Everlife)

SDX-101 (480 T4 A,

Salmedix)

Ceflatonin (%808 TR 8L,

ChemGenex)

[0091] ZE—AMREHISEHET R, AR B H 5 — S H 2 %0 B L IR R T 4 A e
R, 40 F FUBL R <M R SRR R AT RMER (retinoid) 1k
AR ARE R HUERR . SR A ERO®BE (prenyl proteintransferase) 0
H07] . HMG—CoA- & JR B FI I . HIV B BRI  FEEEIF  E A RADEI
[0002]  ZKA& B HOFE S B R AR % E & 5 U TR A & HEA o VEGE M) 5 Uy A A & 1)
5 B VE B S A AT R A SR T & 2 ELANET (WO 00/61186) o

[0003] ZEARB G, REMMESHFETR RIETRBNFMEE SHRRZ S S
i aY—SER TR, i 0 22 2 AR R A AR PR B SE B b BT Y R IR E ST
Y &35, LY353381. LY 117081 FEER K5 4L R B 4-(7-(2,2- ZFH & -1- FARAA
H-4- B -2-[4-[2- (- DRIEEE ) 8E ] & )-20-1- I -3- 5 ) mE-2,2-
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R - Nl / th.4,4' - “RETETE -2,4- “AHEFELE SHE46.

[0094] ZEARBIth, RiE “HEBESAETH” RIETRSMABEHR SHEMRZ A
AHAL Y —EEA TR TR, MR E S A A 3R R I 5 H S R M A
5 a — VS JE B HIF | BB KA ARG | T i R M 2 BR ] LR A o

[0005] ZEZ & B, Rif “AMEZZHATH” ZHETHREPHENCRERXUEER
Bk AN EM—EEETRTR. ENEEZHRTRMIERHEESEIF NDT
T o R 13- AL - MR- R - MEE. o« - ZRAELER. 1LX23-7553. )X
R -N-(4' - REFRE) 4 FEIEM N-4- REFEYE PBUL.

[0096] ZEAREAD, RE“ARSE”RiETEEEATHRGEEESIRAMIET
B4 503 F H B A 40 R 5 B AL B 40, B An e AL T BB SRR R T L RN B
e 1 R b A BRI AIF . AR E AR A LB F B R ILA (tirapazimin)
sertenef‘%?ﬁ)ﬁ%\ﬁ%ﬁ%%ﬂﬂvﬁﬁgﬂEﬁ&fh}ﬁﬁ%‘f@ﬂ\ﬁ =S k. K EERT.
—HETTFE.EETEERT.REM B A, MW BE4 (heptaplatin) (i
AT PRI AT L. B R BB ET . IR R B RIR R M R E
wREE AR TR ESARBEE RR - RE & (2- FZEME ) # (cis—amin
dichloro (2-methylpyridine) platin) . % %k 5 Z 04 | ] B% Mt % . GPX100. ( kR, kA, &
K- - -( O -1,6- ZhE)-n-[ ZHE -4 (D] X -0 28 (K0 8 QD ]- IRk
W), B A EREMK (diarizidinylspermine) EEALEL -1 T TR AR -10- BE
A )-3,7- T FREEIENS KRILE FEE RAOBER. AR OKITEER. MR
B sdet KR E R RLE HUEE .3 - EEE -3 -G -13- FEA -10-5
R EE RREE. TR KF 2 MENL0755 FI 4- & REE -3- HEE 3- &
N E -4- AR - RAOFEER (WO 00/50032) .

[0097] A4S AEIR S SR S B R KERE.3 4 - ZHE 4 - B
-8 -FHRKEW THMEBRER. ZTRAMIT.RRAM - B IEBTBRE,
auristatine. 7§53 % T . RPR109881. BMS184476 K& % 7 cryptophycine.2,3,4,5,6-
S -N- (3- FL-4- PEE KL ) - FEBME . FAKKERN, N- ZFE -L- SEBE -L- S
B —N- It —L- 4B -L- AU -L- AR - AU - T 2Bk . TDX258 A1 BMS188797.
[0098] 35 M5 # B 0 31 i) JE BR b 1 S #6 #D  E \ hycaptamine. 7 S8 AR B LA
B 6- ZEETEEE 37 L4 -0- 4h - BAEE - BEHEE (chartreusine) .9~ FEEE N,
N- — BB BL —5- B oty s 3F [3,4,5-k1] AY BE —2-(6H) A HZ.1- B & -9- L& -5- & -2,
3- — & -9- 25 ~4- 3 -1H, 12H- 2K 3F —[de]- Mbmg 3F (37 .4’ b, 7] FHEEAH [1,
ob] BN 10, 13 (9H, 15H) - —HR . $HCE M. 7-[2- (- RAEEE ) L& 1-(205) EHHR.
BNP1350. BNPI1100. BN80915. BNS0942. B MK IE VAT & B RAMELE.2) - ZFK
B2 - B4 - KIEIETE.CL331N-[2-( ZHEE ) 23 1-9- BE -5,6- ZF % -6H- it
nE 3 [4,3-b] HEME —1- BELRL . asulacrine. (5a, 5aB, 8aa, 9b) —9-[2-[N-[2-( —H&E )
ZH]-N- RS ] 25 1-5-[4- B -3,5- ZFFHREHFL])-5,54,6,8,82,9- /NEK
W3k (31,4 :6,7) TIF (2,3-d)-1,3- ZEFIFLUE -6- H1.2,3- (L FZFHE )5 F
B -7- B3k 8- PEKENIF () LN 6,9- W (- REZE) BE ]- £ [¢] 7&
Wk -5, 10- —Hi.5- (3~ AEFREEE)-7,10- ZBE -2- Q- BELERETE ) -6H- LM
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3 [4,5, 1-de] - Y1z -6- BAN-[1-[2( —ZEE %) ZHEE )-7- FAE -9- AL -9H-E
wl —then—4- 3 2L ] FEERG N- (- (Z FE-BE) - 28 MiE -4- PR .6-1[2- (=
PR )- 8 ] Bk 1-3- B -7H- B3 (2, 1-c] wEmk —7- B SR =] 4.

[0099]  HIEFE I i 9E PR 1t SE 5175 R S RNA- F % X DNA- EZFE W G3139. ODN698.
RVASKRAS. GEM231 F1 INX3001 LA R FUACHt Py an ik V8 At iz . RS B s B Rl T B
BRE.=ZH IEI‘Y’/'\ﬁﬁ?ﬁ‘?ﬁ\‘Ei%@‘?;i:‘ﬂ[l‘]%ﬁﬂ?ﬁ\Wﬁﬂ@ﬁ:ﬂ“l\ﬁ%@%@% (cytarabine
ocfosfate) . fosteabine K& . HHMEE . paltitrexide. 7 WS, W MK, b P A
LR HE EME SRR - BR -2 - TREREF.2 -REFRE-2 -5
EHE. N-[5-(2,3- A KM ) BB I-N -G, 4- ZHHFEE) IR, N6-[4- it
& —4-[N2-[2(E) , 4 (B) - VU % — #iBi | HABERE )-L- B -B-L- HiE - RRitmbEtr
% (heptopyranosyl)] IRMEM | aplidine VG R . b fhig 4-[2- BE -4~ |l -4,6,7,
8- PUS —3H- MENE 3 [5,4-b] [1,4] TERE -6- 3% - (S) - 2% 1-2,5- M BLE -L- HAR. R
FHEA 5 GEUERIERE TR LS. 11 2B 8- (R FEEAERE ) -4- PHE -6- FH
H-14- E 2y -1, 11- Z8 2% - [UFF —(7.4.1.0.0) - + 10 -2,4,6- =4 —9- LM\
W= R E B A T L ERME (nethioninase) 2" - #|&E -27 - B4R -N4- K%
Rl 5 —1-B-D— [ it 9 2 A B AN 3— R EE0ikng —2- 8 - SR AR,

[0100]  “HUHFaF” 6 FE 50 ) S 7E “ A8 A RN 7 T BRSP4 K B 7 () B S
FUAA G 2 BT LR IR IR R A pb3.

01011 ( ASCHTRE ) 2% B M2 44 & 4 o] LA IR it AT AT SE R 3 TR B ARG 75 R4 e
. B4, HE R AT LA I O AR B At R R B AR P UL RN B R
s IR R T VEIEN V2 B O SR ANT. BRI EHTH, HEAH P LR
ot CURR 2T, B R B TS E NER RRR A E, mRHIHATE
77 REL e F AT IR T BIFR K VAT HUSRE, LR BT B R AR . (REB AN . JLH
ik O AR

[0102] &3 MFIR A FEERR T RER . DML BESER (dragee) [ A HI7. &
F) USR] R F) B FLE R BRI AT TS BB R (tape) iRAR
) ROEF B B IR AT IR, FTT LURE AU B A0 i T VA R & Bl an R AT
& &

[0103] B 7 G EM RS SHANEE, BITRESYESRAT (BEREAE), EER
i1 5 30 4 VR B Py KL o

[0104]  FREER SHE MRS 5 HFIR & LB BURT VR 3 AR 5K, AR 1R KR R HIRL, KA K /
FRBIER AT AR RS BRES LR,

[0105] B AREIF CHRBE R GEIRF LR ) HIEME RS BE /S BAE K EUE N
e thrh (RS IEKAE / RSB AE S EANMKBSIT AR / KARIR S, Bt (RAXELERD

[0106] R (EBRFFBHEARRT) B E MR S IE / 5 BB T AR AL 2
EAE T (RN A ELE S R BB (B AR E R R N B BT ¥
W) BT RIBESYBRANEFIEA P, B AFIERFIMERFE .

[0107]  SEF HE TS 8/ WARAE PG TP TR IR B WA BT 35

[o108] —IB&TiZ, A TFHI&ZWASY / BZWHEHINELERREFBERFTEHDAN
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K25 AR T A _E 3T 0 3 5T, PRk A B B — P el B A A K A B 7= AL AGE
A EEXRIATNEERANTE., 8%, B —FSSMAxH H 7 b AL BOX 7 A
AN —FEL ZFhE B AT BE Y Btk R T 7 Fn A & B 7 LLAF I 2550
635 % AEMATE S BAEEARRTE S RE RS FURL . 0BG R/
B 45 & i MR AE S A o FA T 33E4T T 3 A 2 5 BB O HUAR T B R AT A B9, 451 2 A
Ullmann’ s Encyclopedia of Industrial Chemistry,28FLARENIE. 1EiX— 7 M, i& T Ak
IR T /b — A S B B 7E R — Fh B % B B A R AR B O 7S R LS MEREENE
B‘]Zﬁ%‘ﬁﬁﬁ‘]%%%~ﬁﬁiﬁ¢iﬁﬁﬁﬁﬂ@iﬁ%E"]F:ﬁ:uﬁl‘ﬁﬂﬁﬁlt:l‘%’%?ﬁ’ﬁﬁuo

[0109] HFRIIES O ARAEFH B2 A 7. FF LA TR ZE R B BRI RE R TR
Gjuice) BRI, E&HBE AR, E4& HBIMEA BRI, P B T BV R
BUK R, L AMNEE R EF . AFIBHEAR, && REER RSB R ILBFSEGH. A&
B (9 7= o o T AR VR F, A R ROV T T 1600 o) 2 S 7R e 45 vH RS AT LA K R
H/ S5 HBIF (assistant) , WIETEF . BA B 2RI/ SR FUAT R TR
835 FE 0 EL IR Gkt BRR AR / WK Z BAMIE MRS Bl — PR R LR .
[0110) AiEMREF B ISRTHYR, XEY FEEmA (Flmnik) . B s8R
%ﬂﬁ@ﬁﬁﬁﬂ%’—?ﬁiﬁ%%fiﬁﬁﬁiﬁfﬁ,WUZZWJ(J‘E%?E\%@\ﬁﬁ:ﬂ’?%zj:@\ﬁfﬁi
= 2Bl AL KA A A I LR L RERE  H R L L ALEE BERT ( FKIER DEER K
VEX DR EIER ) (AR ERAT/ B ERAT b N B RR =4S SR B BR A4S IR IR B IR A
¥ R T E R HEAHE BREFEARE RTFRAERY. R GG /
g LK.

[o111]  HnS 5, A7 LLAN A ), an b T 4R B TE Ry AR R R B Ve  STHR Z ARt
J B BRSBTS S AR R A o AL FE AN PR TR I S AR TR ), 41 w54
BRI R Bk AL ih an TR RS R B SRR IR A AN / BUR L R R OB SERA
X, B EE, ke kT LR B WH. ik 8 KW E, 7 LU RS HIRFEES AT
S A T RAURS B G B LA b R B/ SR EALER IR IR (lacquer
solution) FA&EMEHAFREFIREY. h T HI&M BB aREGERIRE KAM
SR, A F) B RIS AT VA B AR RSN T B AR, 5 LA B
3. XPWHAG T RLHEERS T BEER TRIER o ) R A8 3T BLAT P B0y e
T iE i g N T e EE HE IR R 2R AT LU TiX G B SiaAR, X2
MEEETLECRNE SR SEWMHRE. acetyl alcohol & i £T 4 2 I s W an
MET R R E. RIS ERBAEFEAERZME_FRE. ATLL ) 7 77 B R
EEFI AR P NG s 2, B A T IRBI B TR EEECEYFIENAS.

0112] SEMEAYREE RN, XLy s SHA (Flanik) BB
R I A 5 E LAY R AR RN, B K EY R R OB B BRAKAL B
gLk ek AR IR R R I IR e, 3 AR A F B AR TREH
TR B T T v G P, YRR A0V K Y R I TR LA SAE N
WA TFERAER, REF . AERNREFEAETRENHE. AKH B 7= AT LA R
BB R4 ET LA R T 490 40 1) 4 5 U3 o

[0113)  Fied Hh s30T LS R B AT / BAT LA 4 WA 3R an i v ) B A ) B R / 3R
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WA SLALT T 208 R A0 £ R G B IAD / T B RFR,
CABAT L& — MR 2 F RS EE LAY, Bl — R E B R R

[0114]  ELTATLL O ARAE FE B 259 0 .35 e AL UM HEA A R (push-fit) BREEL
T e R R A B L B E S R B R . AR S RRE W LS H AR X
HIVE AL A4, ECTT UL S S S R TLME KE-A RISV AR A/ SRR T A AR B AR R R
L BAT R RIS . TS, B AW I v AR SR B T 5 & B VLA 40 i 7 e
B A . A, ATCUIMATRE .

01151 A% BB A-S W UL AL P i A T O R A AR A T R BRI E =
A ok (8 0] 7K e 9 A R L T PR O YR R R SRR I S Ve S A
25k () L0 LR BRI A 25 A R - TR VR B A B I 43 BT S B B L
£ R R AR AR B T B G PR AT L TR R B A BERE I R R R AT Y R P RA Y
5 VBB LN B AR B PR R

[o116] T 5 g 4h 6 14038 1 5040 FE 7K v T 2 O T HE AL & 0 (K MV R, 494, 7K
VM S FIRAIR . R4, TT LLHE 7S ML & A B0 IR B A8 B A M VST R BT BIERY
S A M 0 R A TR I A e 51 B 3 R o B A I I Y R £ vk B 2 R B H e =
SRR 2 T E 400 (LA YA T PEG-400) .

[0117] 7K IFE&T IR BT AT LA-4 7 B iR B ks B W R, BAE B an 3R B 4T 4E R ih . L
FEEF / S BESEET, R IR & FIE R LTI BIER .

[o118] X FURAMEZHI 2 KM, 4 3 P IS MR 2 W AR BUR B TS R A B <
gAY (4N Co, WA E IR ) P EFRTREN . RIS MRS LR LT s
R4 AE F , 76X PO UL T BT LATRE —Fh B 0 55 S B AE BE R R VA R, Bl L o IRNHE
VBURT LA B IR N 25 3

lo119]  AILLEBAE M e 25 IR s ml R, e —HaEMEti e Stk
HIE R A A . AE R R R B RARERA AR A H i S ERE A M. A, ]
ULAE B B A, L AL A SRR A S AR . T RERE TR BB U IR A
Hilm =8 B 2 —Ba AR,

[0120] St FE2 FREM, AEBH-FERZ Y EATEZMHEEN. R, HEH7
T4 & A % B RE TS R BN RPN RNEENZY LA #&
1 Eh AR B I AR , T LA G B e A R B R S 25 % R AT R ERR MHRTR AR
Wk, IRZ52 FEES BRI R FRER . PR E DR DRE IR 2R . FFR. &
B SR AR RS, A, AR RS R R R T, REEN
P2 R ] LU FERE R B, Bl sk AR Eh S &R L Bl e sk (UULR S
SIEHE WL AR £, Bl &

[0121]7  Z54psi3I AT LIZE A RIS R 2 oh VR 2 ) AR SCHTH AR TE “ B B "Eia K 5 a s
I B RE T 3 KA LR . RE W BRA K EDEBE 2 RNKAYRE Y
FHE. Hoh, RIE AT M E " B 5 AR R B2 1R R 1A A A B AR 1T = B05m  [&
FR R EIVE FE B B0 VAT 1A AL TABY SR B R B RS i R B R B SRR
FERTEE RSB EN TR A IR A RO E . FTR R —FhEl E M R B S TR T
B AR AR B T 2 2 O 400 B T LU A 40 O A0 I AR HE T R R B ML €
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[0122] A% BHAGR= 515 A B 25 B 20 3E MR — AR S5 7 S AL RO BT R LU g A . 8
2 e A A TE I B AL T 0. 0005mg & 1000mg- fi% 0. 005mg Z 500mg. JLHAE 0. 5mg
Z 100mg/ FI BB MTEEMK. HFBMRIEELS 0. 001ng/kg FEE 10mg/ke AE (A,
[0123] AU AN B AR 5 H B AR 00 £, FIE K F AT LURYE BB &4 BRI E
72 DL R A R B R B S B T L. — S RS YL BN AW ER . &8
Bk AR AR 2 7 AT A 5 M R 4 AL SR R L B . — MUK T AR E S
ENEYHIEERTT. .
[0124] Xt FARUKENTS, QEFMEHLIWMIE, E—MEEHSERET R+, T
WL B R KXY A M5 DRSS REY . REE Y R Y K
= ME BN SE L D VBT (pony) (I IR DR B R KR
1 EE. SR KRR, Bk, AW ASMEA. 3T LR S NIHEE
EER, R T HT NRRERER,

[0125] 4AT, & BEAMERIE EREB R TAL FE R, Flin a4 A KRB0 EWER0
GRS AT AR R B B A R P B IRV 2 HE VR B AR PR SERE
B3R 25 R A T S 1T A B ISR T ERRE . & BE MR ERTARE
B ST 7 5 MR RE , 510 B R AU 4 T AT R AE B RHE AR E

[0126] 7E4 ZEEHIERT, & MMt XS0 WBAT KIVA T 8 5 B T LUB I 4
SRS SR SE . T, A IS R 5 R RIVR B I 3 AL & DR & — BRET TR, B A (]2 LA
[ FE M B R AR 2E 0 RS, BB 1N — 8o ST T B4R S0, 7T UAE I3 R o O S
FRAMA.

01271 A& FWBHMAES — HECLE LRSS &6-(1-F Z-1Hnk
e —4- 2= ) -2~ (3-[5- (2- WGk —4- 3 — ZAEFE ) - WENE —2- 2 - FFEE } -2H- mARE -3- E
B — S KRG SR AL BT VETTA NIRFFHU BIE b, TR BB U T PR
[0128]  (a) ¥ 6-(1- B 3£ —1H- ot M ~4- 3 )-2-{3-[5- (2~ Wbk —4- & - Z & ) - &
mE -9 L ]- AR ) -oH- BARE -3- WA (BEEAR ) BRI —RhEE A A RS BRI T B
FNRESY ik 2- WEBET P, R ER A T AT,

[0120] (b) M i A A B B2 MU K VE W K Z B W W 45 6-(1- B E -1H-
e —4- 3 ) -2- {3-[5-(2- MMk -4- 3 - ZEFE ) - W -2- £ ]- K E ) 20 BAE -3 I
(BT ) B —FhEk 2 R EL R AL R B O BEER AU HL AR IR T AT,

[0130] () ¥ (b) BRNSBYTFEER—AHE NP RE —REER, ik 1
g 2 /AT, »

01311 (d) @ i it u& [E 4 I U8 B9 6- (1 B 2 —1H- aif Mk -4- ) -2-(3-[5-(2- 1§
Wk —4- B - Z 5 HE ) - Wy —2- B 1- A5 | -2H- ks -3- R — A K, (EEkESE
0 B RR S Ve, FUT IR BE S T8, Mt E R P T&R, AE T REE T.00E
30°CE 95°CE Mk 70°CT 4.

(0132] ZEARBP, BwWiaEHE, RE“FAHEE” M ARMEBE TRT,” (HF x
—1.2.3%)” R TN ES BRSSP BOSHERE, KM FERRE ‘TR
KR 3 BATULE M “ B F 587 B4 EREHIBEFESYN “BIRRE " M / S
9 [ 4 B AT TR A B PR A B R A “ S AGIBLRE Y JE I P AR RGE X ‘
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[0133] 7EARKEITh, RiE “6-(1- B -1H- M —4- 5 )-2-{3-[5-(2- MWk -4-E - &
R ) - mERE -2 3L ]- AEHE ) -2H- BARE -3- B (IFEAR) M—FhERE A E1R 6-(1- F
B 1H- MM —4- 35 ) —2- {3-[5- (2- BB —4- 3 - ZHE ) - M -2- & ] TR} -2H- 173
% -3- B (IESER) MAEFTRIETE B, k2% ERT R M, HABEART LRAE.C
— B EEL EERG RRERS K TRE FERRE CRERS) RRAE. T
Fma s ay. THRE R s (bampforat) AR MNRER & (campforsulphonate) . qf
Bk EALY) . S TR PR L IR R R . — W BEIR AL (digluconate) . 7
H CRNEEERL. O RERRL. LR E DR I R (galacterate)
LS SRS £h R R R A S R AL H B ER AL BRI B AL PR AL L BRIR
JEHEeh EIRERE: ’“Tﬂﬁl@ib 2- ?é%&ﬁ%&” ﬁﬂﬁ%% ?é&%ﬁﬁ&

Bth AR TERE. ﬁ?& “~’§=Linb 2- %Eﬁ g J:lﬂ%zih ﬁﬁ@@ﬂ E@ih /&1&** X)Zféjﬁ@&
thREHERER £ TR HEZ 3 EERBRL . R HREMEE TR
l0134] ZEARKHT, 7l< CORFIRBFIR S Y RIS FIPTH B, A AL 7
K, BRI 2 A2 K NS FIFUK, RESERR T R, J8E.2- N, ETHE,
TE. . PREZEN. 28 2881, 4- =47, Z Bk MTBE. THF. Z.JF . Z & F ke S A7
DVF B 4 R« IE e IE R IE L0 B2 L 48 — B 2K % Z B 3%, DMSOL ke . LR
R LB TR RAER. PRI TR CBRF TR . ZRANE.CRFE.3-F
Bo-1- TE. RIS TR B -1 IR - . ZIRIAER LTI - B -2 Atk
W, UL R AT T TR B E £ AR RIS AR A Y, LIE Z TR A FARSE KT,
2 R[S A YUERIN ZCiREW.
0135] AR FMWEWES — H @ E 28T R M %6-(1-F & -1H- 1
M —4- 35 ) -2 (3-[5- (2~ B —4- B - LI ) - e —2- 3 ) FE ) 20 R -3- AR
5 — S A T KM G AR Y AL 5 VAT A IR BT HUS BUSR ok, i T RIS LA T AR
[0136]  (a) 4% 6-(1- FA 3 —1H- ot s —4— 3 ) -2- {3-[5- (2~ WMk —4- F& - &) - B
M —2- 3 - EE ) -2H- kR -3- B (R SR — £ Al o BUE R BRI R &
M) ARk R, RN BEBR KV, AR EE DL T AT
0137] (o) B (a) BEK Y MAE T Fm IR E 11, ik 30°CE 95T, ERIL
50°C  AELEE B HE T AT, FIVA #0118 B, (RiEvA H1 E 0°'CE 40°C, ALK E1 2 20°C,
IR LE R T T, SR L PRV RIS VR & 0 IR TR AR RS , (IR AE s T 2T
[0138]  (c) B (b) BENEYT 0CE 40°C . ik 10CHATH I BEEE RTE,
i/ EZ#%E%EJMW* AWEA PR BZE —RKE R, G T HAT,
[0130]  (d) i & T U [ ¥ 9T I 9 6-(1- A 2 —1H- Aif i —4- 3 ) -2-{3-[5-(2-
Wk -4- 35 - Z B ) - WENE -2- & ] - FFEE ) -2H- BERE -3~ iR — S Tk, Tk
1% () EFIRS SIS HE 0°CE 20°C Hhik 5°C, R ITUE, AR T AT, EEM/E
P o BRIV FTR A0 At e TR AR e ik AU I BB T, RIEFE R AR TR, L& F =R
B T2 Lk 30°CE 95°C EMIE T0°CT 4,
[0140) (o) Tk, A BT RMEBRFIBBERNREY RE A RSR (d) B2
T ) 5 A — Y B ER S 4 itk 30 448, FNIE I i IR WA B R B EAT
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o41] AR WEWES —HFHECELE TR MHE6-Q-FH-1H
M —4- ) -2 {3-[5- (2- DMk —4- Bt - ZEFE ) - WENE —2- 3£ ) - RS ) -2H- WkHR -3- WEE
B — S KM G SR AL B IETIA NIR ST S Blff o, g T BB U TR -
[0142]  (a) # 6-(1- B & —1H- nf Mk —4— 3£ ) -2-(3-[5- (2~ Wbk —4- 2= - ZHE ) - e
W -0 B ]- 5L ) -2H- BARE -3- B (#PERL) BH—MEE RS BERTIREY. UL
K RENRAY, FMABERKE B, R ERH TEAT,

[0143]  (b) %518 (2) BRI B MAE T & KEE T1 L 30°CE 95C EILE
55°C, 4 1 2E it B T HEAT , UK BT 12 VRIS 20, 3 1 2 0°C 2 50°C, (I AE R FF T ik
1T, ZvA H LABE 52 (V4 4038 A L 3% 0. 1-1K/min AR 0. 1-0. 3K/min BEAT, (EEAEHFE T
HAT, EE S MU,

[0124] () HE—3EM SR b) BEMSEY, LW HE -20CE 0T, EMLIER
H1ZE 10°C, /T 06 7E B3 T 3047, 1274 30 CAER =2 A V4 #0138 L 3% 0. 1-1K/min, EALIE
0. 1-0. 3K/min AT, FEIETEB HE T HEAT

[0145]  (d) KHHE () BRI YT —20°CE 40°C ik 10 CHATHHE, HE S 5T
£,

[o146] () 3@ it it uE B dk & & 9 6-(1- B 3% —1H- nik M —4- B ) -2-{3-[5-(2- 1§
Wk —4- B - Z U ) - M -2 2 ] IR ) -2H- WARE -3- BRBER — S TTKY). (EERE/E
A SA RS Lk e, AT ARG T8, IR E B = R TR, (B T A=K
B T2 AR 30°CE 95°C  EMIE T0°CTHE.

01471 AR FWEMAES — HFELC 28 TR EHE6-1-F & -1H-
e —4- 3£ ) —2- (3-[5- (2- WOk —4- £ - Z50E ) - Mg -2- & - FFEE } -2H- ARE -3- A
B — S h T KA AR H M ETTA NIR A S B R, T e BEU T IR -
[0148] (o) 4§ 6-(1- B 3 —1H- ML Mp —4— 5 ) -2-{3-[5- (2~ WG Mk -4- & - ZHE ) - &
W -0 3£ ]- 3 ) -oH- BkEE -3- BRI S B TKMM 4 @R AL S RE N RE
b 52 [ — AN T B0 3R T B R R L i — AN S RO R L, B S R L 7E B b TR
sech D) B S FUAERTIRAE (RH) R 80-100% RH.SE{Ri% 90-100% RH 7E7K B #k /K L
BE— RS ERIE—HERZ A

o49) ZEPAWENES —FHECSLETEMH &6 (- F HE-IH-HE
W —4- 35 ) -2- (3-[5- (2- MO0 —4- - Z G ) - WE0E —2- 2 1- AR ) -2H- Bk -3- FBE
B = S h KA W AR HL B ETTA N IR AT 18 B R, BTk T dE LU T PR -
[0150]  (a) # 6-(1- FF & —1H- AL M -4~ %) -2-{3-[5-(2- WGk -4- & - ZHE ) -
W -0 o ]- L ) -2H- BARE -3- BIREER — S TKYH S SRR AL S ELE T BUE 2 F
BHRIFREY. ﬁcﬁtm%u’ém@ﬂm_mﬁi‘%qﬂ,Jiﬂlﬂﬁﬁmﬁﬁ WVussMLiEx R “FEE. L
B 0- FIES . PN ER . TFH R0 Z 7, AE L ZE LR F AT, BB BN 4 B T A R AR E 1AL
# 30°CE 95°C . BALE 50 CHBE— R L REE — R ZE H,

01511 (b) & i i uk B Mk ¥ I 19 6-(1- 2 -1H- mib Mk —4- ) -2-{3-[5-(2- 1§
Wk —4- B - Z A ) - Mg -2- B - Ik | -2H- BARE -3- WRERR — A KA Y. (B
= FERBERR S YL E, AT IEME T4&, M ERE P T8 AE T &ENRE T2,
ik 30°CE 95°C ELIE 7T0°CT 4.
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(0152 A K H MW B MWED — FHC LB LR MK &6 FE-1H-m
M —4- 3 ) -2 {3-[5- (2- NGBk —4- 3 - ZAEFE ) - ENE —2- 3E ] - A2 ) -2H- BhRE -3- FREE
B — 4 B NF3 (T AT A NIR S B i, Frik HiEREUTER -

[0153]  (a) ¥ 6-(1- B 2 —1H- o s —4— 3£ )—2-{3-[5-(2- MOk —4- 3 - LR E ) -
mE —0- 3 |- A ) -2H- WARE -3- BRI S KIS SRR AL £ U R AE PYFR EK
B AAEF KRS ik TR AT, P TRBEFILEE R K FE.CH.2- T
B TEATFH. Z B 1, 4- = wlpr”, (E S FE BB T HEAT , FBE /S F BB & BIR B T1 4
% 30°CHE 95°C. Bk 50 CEEFTRFMEKEZFHAFNREY, EE LIS &,

(01541  (b) & it i ¥ B Wk I I8 B9 6-(1- B —1H- ok Mk -4- &) -2-{3-[6-(2-
Wk —4— B - ZEUEE ) - M —2- 3 1- 73 ) -2H- Bk -3- ERBEIR — S HUK &Y, LIRS
A B TR & s e, NT GRS T 18, MR B A R IR, EE T 7H R AR T2, 10
% 30°CZE 95°C. BNk 70°CF 4k

o155] A% HAMWEMAERS —FHEHCLETEREHS-O-FE-1H-0lk
W —4— £ ) —2- {3-[5- (2- Bk 4~ B - Z4EFE ) - WENE —2- B 1- T ) -2H- MARE -3- ER
B = E K S g AR NFS B FTETT A NI HIE B v, TR TR B UL T D8R -
[0156]  (a) ¥ 6-(1- B % —1H- it Mk —4— 3 )-2- (3-[5- (2~ "Mk —4- & - ZHF ) - M
mE -2- H ]- FEE ) -2H- BN -3- MREER A B UKW &5 AR T AL B TE Z T FIIR
L K FELRMEREIN 1 1Gv 1 v) KK © PES, FT T RERE . I
40-80°C « B fik 60 CHEE Z THREZK KEHIREY, EERBILED,

[0157]  (b) fEiEHh, i — S M ERBRMME R (2) FEHTUEWHRE—RE .
AL — AN DR BRI — MR RE L, FRE e AR KT RS
o B 5 ARSI (RH) L4 i% 80-100% RH.EE{Li% 90-100% RH ZE/K B E:R MK A%
B RBEZREE—AHZ A,

s8] A%PMWEMAED — FHEC LB TR MEE6e-(0-FF-1H-0t
W —4- 3 ) -2- (3-[5- (2- Mtk ~4- & - Z 53 ) - mEng —2- FE 1-FEE ) -2H- mARE -3 AR
B — & h K-S &5 AR NF5 17 T4 AR AT S B ok, T ik BIE U T D8R
(01591 (o) MMETER MY 6- (1- FFZE —1H- ik -4- 3 ) -2 (3-[5- (2- B0k —4- 2 - L5
B ) - ERE -2- B ]- R ) -2H- Bk -3- ERAEER — A A0 Y NP3 M RAE — R Lk
REW— AT LK BARER T KG— N LK RE L, G & LEEH N TRE
o ) B 5 (AR STIB A (RHE) L f3% 80-100% RH.FE{ik 90-100% RH 7E7K BRER AIZK R L %
HF-REELREE—FAEZLH.

[0160] i I 137 2 Ui B

fo161] [ 1R T 6-(1- F 2 —1H- L Me —4— 5 ) -2- {3-[5- (- "Wk -4- 2 - ZHH&) - &
mE —0- B ]- FE ) —2H- BRIE -3- MBI A H KR4 BAR AL AL KRR X- ST AT
K.

[0162] OHE AR T Wb Bh W82 6-(1- B A -1H- b M —4- F)-2-{3-[6-(2- 1%
Wk —A- B - Z%0HE ) - MENE —2- 25 1- AR | -2H- mkiE -3- EERERR — S TR 4 G Y
AL HY B 6 X- ST ER 45U

[0163] [ 3 4R T 6-(1- FIZE —1H- LM —4- %) -2~ {3-[5- (2- "GHpk —4- & - ZE ) - W&
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B —2- B - FEH ) -2H- ARE -3- EAREER — S TKYIRILE SR RY AL /9 FT-IR S
[0164] AR T 6- (1- FIEE - LH- g me —4- %) -2 {3-[5- (2- Gk —4- F - Z8E) - &
M —o- B |- YR ) —2H- BkEE -3- FRRER A KIS R AL i FT- SRk .
[0165] SRR T 6-(1- B EE -1H- b M —4- 2 ) -2-(3-[5-(2- B 4- F - LK
B - mEnE —2- 2 ]- FE ) -2H- mARE -3- MR — S A KR4 SRR AL ) DSC 14
B (Perkin-Elmer Diamond DSC,5K/min, &<l & 50mL/min)

[o166] 6 & T 6-(1- B 3 ~1H- it M —4- 3 )-2-{3-[5-(2- G W —4- & - L K
B )~ BEmE —2- B ]- R ) -2H- B -3- IR S TKPRSE R AL #) TCA 34
B (Perkin-Elmer Pyris TGA1,5K/min, &< {i&E 50mL/min) o

01671 M7k T 6- (1 Pk ~1H- LM —4- 3k ) -2- {3-[5- (2- Mk —4- J - ZHE) - 1%
g -0 B ]- HEEE ) -2H- BERE -3- FRBEIR S TR IS AR R AL, a YRR SR SF
B (25°C ) (SMS DVS 1),

[0168] 58 Hiik T 6-(1- P& ~1H-mif M ~4— 5 ) -2- (3-[5~ 2~ Wk —4- & - Z8 &) -
e —0- £ ]- B | -2H- BERE -3- FIRER — A H KA S @R AL b BIFIKIR IR E
JEZE (25°C ) (SMS DVS 1)

[0169] [ 9K T 6-(1- FEE —1H-nitmp —4- %) —2- {3-[5- (2- BBk —4- F - ZEE ) -™
e —o- B ]- ) -2H- BE -3- FRBEER A K EWME R HL R X- ST
5.

[0170] [ 108k T 6-(1- FFL —1H-mkme —4- 3% ) —2- (3-[5- (2- "Gk —4- 3 - ZHE) -
W —o- B ]- 3 ) -2H- BEE -3- BUEEER A KA MM S @R HL BB R X- MG
R o

01711 B 11 HE6R T 6-(1- FEE - 1H-MEme —4- 5 ) -2 {3- [5- (- &Mk -4 - ZFFE) - ¥
e —0- 3t ]- AEHE ) -2H- mARE -3- TRBERR — Atk /K &Y E SRR H K FT-IR Jhik.
01721 B 12 #3R T 6-(1- B 3 —1H- At b —4— 3£ )-2- (3-[6-(2- G Mk ~4- F - Z &
B ) - MERE —2- 2 ]- TR ) -2H- RS -3- FIBEER — ALk KA W4 AR R HL ) DSC 3
# & (Perkin-Elmer Diamond DSC,5K/min, Z /S Ui & 50mL/min) .

[0173] & 13 #5 iR T 6-(1- B 25 —1H- it Mk -4 % ) -2- {3-[56-(2- WD Wk -4- 2 - L H
B ) - WERE —2- 2 ]- TR ) -2H- WA -3- MR A K AW 4 &R R HL B9 TGA 3
#i& (Perkin-Elmer Pyris TGAL,5K/min, & /S¥iE 50mL/min) o

[0174] 14 H#55R T 6- (1- FEL —1H- nfbme —4- 35 ) —2- {3-[5- (2- WGk —4- & - 28 ) -
e 90— B - FER ) -2H- BAUE -3~ BRBER A K AW S SR T HI KRR SRR
% (25°C ) (SMS DVS Intrinsic).

[0175] 15 ik T 6- (1- B3 —1H- aEme —4— 35 ) -2— {3-[5- (2- WOk —4- - 28 F) -
e -0- JE ]- HEEE ) -2H- mkRE -3- HARERS A Eh04E AR AL NF3 BB R X- SERTA
[0176]  [& 16 H5iR T 6- (1- P EE —1H- Mt mk —4- 2 ) —2- {3-[5- (2- MMk —4- Bk - Z5 3 ) - W
g -2- £ - FE ) -2H- AR -3- TR S M4 &R NF3 /Y FT-IR Sk

[0177] B 1744 T 6- (1- 5 - 1H- ik e —4- 2 ) -2- {3-[5- (2~ MMk —4— &£ - Z 5 ) - W&
mE -0- B ]- AR ) -2H- BARE -3- MRBEER A S A4 AR R NFS /Y FT- f 2 6.

[0178] [ 1844k T 6- (1- B ZE — [ H- it —4- 3 ) -2- (3—(5- (2- Wk —4- £ - Z5 2 ) -1
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W -2- B ] - H ) -2H- BEME -3- B ER — A Eh A0 4 R RINF () DSC 434 (Perkin-Elmer
Diamond DSC, 5K/min, &S W& 50mL/min) .

[0179] 19 #4558 T 6- (1- B2 —1H- MM —4- 3 ) —2— (3-[5- (2~ WMtk —4- £ - L5 ) - W&
B -2 B ]~ FEEL | -2H- Mk -3- B BER A AL 45 R R NFS ) TGA 34 B (Perkin-Elmer
Pyris TGA1,5K/min, &S & 50mL/min) .

(0180] 9 20 }4 ik T 6-(1- 7 35 —1H- it M —4- 3£ ) -2-{3-[5-(2- G M 4- & - & 2
B ) - WG —2- B ]- 2EEE ) -2H- WARE -3- FBEER — S Eh M4 AR R NF3 KKK IR M SRR
#& (25°C ) (SMS DVS Intrinsic)o

fo181] [ 21 #& T 6- (1- FFE ~1H- M —4- 3% ) -2- (3-[5- (2 Wbk —4- 2= - 22 ) -
W —2- 3% )- 2L ) -2H- MEBE -3- ERREER — EUEUK- SIS SRR NFS IR R X- STERATST
K.

lo182] [ 22 3% 3R T 6-(1— FF 25 —1H- nft Mg —4- 3 ) -2- {3-[5-(2- G Mk —4- & - L H
B ) - MENE ~2- B ]- TR ) -2H- BRIE -3- BRI — S H/K A 45 A B NFS () DSC $33H
B (Perkin-Elmer Diamond DSC, 5K/min, B/ & 50mL/min) »

l0183] [ 23 43R T 6-(1— FF 25 —1H- nfk e —4- 3£ ) -2-{3-[5-(2- G Mk 4- & - ZH
B ) - BRI -0- B ]- HEE ) -2H- RREE -3- BB S HUK SIS SRR NFS [ TGA 133
B (Perkin-Elmer Pyris TGAl,5K/min, &< & 50mL/min) .

l0184] 824}k T 6-(1- FI%E — 1H- LMk —4- 35 ) —2- {3~ [5- (2~ WMpk —4- 2 - 5 EE ) - W
W —0- B ]- FH ) -2H- BERE -3~ TARER — S UK AW £ SRR NFS (7K 2R IR
£& (25°C ) (SMS DVS Intrinsic).

[0185]  BI{# 7 Tt —5 M40, A S BOR A B ol RE 0 IR 8 VS B W FUA LTk
P 2E . BRI, D3 B S 7 SR 24 AT A o ok (0 B 3R, 2% S LM 77 SR A&
[o186] BT 21 5% T A B AT I N ME B2 . R T TH K SE G B 4R 1
Vi T AR B, AR T LS ) 3 AN PR AR B

HEHY

fo187)  =CjtfI 1 -

[0188] 6-(1- FR £& —1H- nff Mk —4- £ )-2-(3-[5-(2- & Wk 4-EH -2 H £ )- %
e -0— Bk - A ) -2H- BAE -3- FREEIR A SRS R R AL B

[o189] AiE 1

[0190] %9 118mg 6-(1- FAZE —1H-ntkme —4- 3% ) -2~ {3-[5- (2- WMk —4-Z - LEE)-%
W -2— £ ]- AR ) -2H- BkUE -3 B (YEEIAN ) AR T4 TmL IRAKI 2- WEEF. ALY
0.017mL B /KR (85% ) J&, HIRITIE. ¥ BT EEHS) 2 i, BELE. K
B SEAET T0CERT T 5.

[0191]  'H-NMR (ds~DMSOQ) : & (ppm] = 2.50(m, 4H+DMS0) , 2. 75 (t, 2H) , 3. 57 (t, 4H) ,
3.87(s,3H),4.30(t,2H),5. 34(s,2H),7.05 (d, 1H), 7. 44 (m, 2H) , 7. 80 (d, 1H) , 7. 89 (s, 1H) ,
8. 21 (m, 2H) , 8. 28 (m, 1H) , 8. 65 (s,2H).

[0192] B TfailE :19.3 BB %N (ML TE @ WUERIEHA 1. 14).

[0193] H¥E2
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[0194] 5%y 500mg 6- (1- B —1H-ntpMe —4- %£)-2- {3-[5-(2- gk -4- 3 - ZHE) -
W -0 3 ]- HeE ) -oH- WARE -3- B0 (MRS WEMETL 10mL & . IIALY 2. Iml BEER
7Y (0. 5mmol/L) &, B BT REHH) 1h. BB BT I, B RS T
0CERET T T,

[0195] 'H-NMR(d,~DMSO) : 8 [ppm] = 2. 55 (m, 4H) ,2. 80 (t,2H) , 3. 60 (m, 4H) , 3. 88 (s, 3H) ,
4.33(t,2H) ,5. 35 (s, 2H) , 7. 07 (d, 1H) , 7. 46 (m, 2H) , 7. 82(d, 1H) , 7. 90 (s, 1H) , 8. 23 (m, 2H) ,
8. 30 (m, 1H) , 8. 65 (s, 2H).

[0196] S Ffailiyk :14.0 EE YRR (MU TR @ WAERH A 0.88).

o197  AHES3

[0198] %%y 354g 6-(1- FRZE ~1H- MEMe —4- 3 ) -2~ {3-[5- (2- WGk ~4- & - Z8E) - e
mE —2- £ ]- FEH ) -2H- Bk -3- M (WFEAR) T 23°C T4 450mL DI K. A
%9 57. 3nL BB KV (85% ) 5, B4 B INIRE 50°C, 15 IR TH AU - BB IAENE
20°C, A% 1. 2L FEIFEE, 8B4 &, BoEYT 10CHs), HESRTE. #8YET
FE LK, BEAHE 5CHiTiE. BEINNSEARERERIT 0CERZTT T, BE
BT IR S A ZEE R LA A B B i 30 43, A B L IR ARG

[0199] ‘H-NMR (d,~DMSO) : 8 [ppm] = 2.50 (m, 4H+DMSO),2. 74 (t, 2H) , 3. 58 (m, 4H) ,
3.87(s,3H) , 4. 32 (t, 2H) , 5. 34 (s, 2H) , 7. 05 (d, 1H) , 7. 45 (m, 2H) , 7. 82 (d, 1H) , 7. 89 (s, 1H) ,
8. 22 (m, 2H) , 8. 28 (m, 1H) , 8. 65 (s, 2H).

[0200] B Ffailty: 19.5 EE%BMRIE (ML TR | WAREA 1. 15).

lo201] Ji{k4

[0202] 545 1. 1kg 6-(1— FZE - 1H-ntbme —4- ) -2- {3-[5- (2~ NGtk —4- - ZEE ) -
W -0 B ]- R }-oH- BARE -3- B (WEEER) T 23°CH T4 1370 DIJKTF. AL
940mL BEER/K B (85% ) J& » 4> BTN 50°C , 13 BIVE I VA L. KA 51 2 20°C,
R TEBRAY L RRER, SRS & . ZBMARIE 3L AR, 158 3 f 5B
W, G R T SEMITR. BRI, HERIN& A REERF T 0CERETT
[0203] 'H-NMR(d,~DMSO) : & [ppm] = 2.50 (m, 4H+DMSO0), 2. 74 (t, 2H), 3. 57 (m, 4H) ,
3. 87 (s, 3H) , 4. 30 (t, 2H) , 5. 34 (s, 2H) , 7. 05 (d, 1H) , 7. 45 (m, 2H) , 7. 82(d, 11) , 7. 89 (s, 1H) ,
8. 22 (m, 2H) , 8. 28 (m, 1H) , 8. 64 (s, 2H).

[0204] TEFEiEEE .16.8 ERYHMRR (A TR | BEKRLE0.99).

[0205) 7LD

[0206]  #%7 100g 6-(1— FEE —1H- MM —4- 3 ) —2- (3-[5- (2 WMk —4- % - 25 ) - P&
M -0 #E ]- A ) -2H- WAE -3- B (WFESER) T 23°CA BT 4 171, 4g DI KA. DN
36. 550 BEFRIKIEE (85% ) J& BRI UE. KB BIRIUEM ALY 331. 05¢ RHIFE %, 1834
B, A BIINE 55°C, BRI ERIE . KB LL 0. 3K/min ) B 5 Vo 13 B2 A
7 -10°C, B4, BT -10°CE ML L /NI . 455 B uE, 18 B 4 04 P TR BE
BHTF 0CERT T TE.

[0207] 'H NMR(500MHz, DMSO) 8§ = 8.64(s,2H),8.31-8. 26 (m, 1H),8. 25-8. 19 (m, 2H) ,
7.89(s, 1H),7.81(d, J = 9.6, 1H),7.53-7.38(m, 2H), 7. 05(d, J = 9.6, 1H), 5. 33(s, 2H),
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4.31(t, ] = 5.6,2H),3.87 (s, 3H) , 3. 65-3. 52 (m, 4H) , 2. 75 (¢, J = 5. 6, 2H) , 2. 50 (m, 4H)
(0208] Ptk 17.7 EE%HEMR (AHSTER | HMEERLA 1.04).

02091 ZiE6

[0210] % #7 15. 2kg 6-(1- B 2 —1H- it M —4- 3£ )-2-{3-[5-(2- G 4-FE - & =
B ) - MR -2- B ]- 5 ) -2H- B -3- B (HFEEE) T T < 30°CArEiT 4y 3lke DI 7K
. MY 5. 5kg MEKEIR (85% ) J&, K IR ALK 30 5344, B R L U8 HHE B ERT
95°C FB %y 55. 8kg TIEIFAE, BRI B . B2 EIMAE 62°C, BEIEENBR. ¥R
BL 0. 1K/min BIEEE A HIEEAHE 50°C (1HRKERE ), HAIHKLA 6.5 /A, JeERCES
E A . A EAILL 0. 1K/min MIBEEW HERE— SR EHE -107C (fEEFER
B ), 3T RS R L /NET . K BT UE 515 B i & 08 A N BRI BER IT T T0°CHER
=TT

[0211] 'H NMR(500MHz, DMSO) 8 = 8.65(s,2H),8. 35-8. 26 (m, 1H) ,8. 25-8. 19 (m, 2H) ,
7.89(s, 1H),7.81(d, J = 9.6, 1H),7.53-7. 38 (m,2H), 7. 06 (d, J = 9.6, 1H),5. 34 (s, 2H) ,
4.33(t, ] = 5.5,2H) ,3. 87 (s, 3H) , 3. 69-3. 52 (m, 4H) , 2. 82(t, J = 5. 4,2H) , 2. 64-2. 53 (m,

41).
[0212] BEFEilE17.1 EB%HHRIR (AL TR I WEKRKA 1.0D.
[0213)  SEjF 2

[0214] 6-(1- B Z& —1H- Wy M —4- 2 )-2-(3-(5-(2- "5 Wk -4-H - 2 & £ )- W
mE -0 B ]- A ) -2H- BkiE -3- BIREER S A KSR AR HI Ml

[0215) ikl

[0216] 5% 400mg 6-(1— B HE —1H- MM —4- 3 ) —2- (3-[5- (2~ &k -4~ 2 - Z50 %) -1
U —0— ) - 6 ) -2H- BAEE -3- IR R S KR 4R AR LY AL FRAESE SR L, IF
2 PR I TR 58 TR f7 404 DT 7K £ (L00 % AHXHRE SR ) 2 B

[0217]  ‘H-NMR (d,~DMSO) : 8 [ppm] = 2. 50 (m, 4H+DMSO) , 2. 74 (t,2H), 3. 57 (m, 4H) ,
3. 87 (s, 3H) , 4. 30 (t, 2H) , 5. 34 (s, 2H) , 7. 05 (d, 1H) , 7. 45 (m, 2H) , 7. 82 (d, 1H) , 7. 89 (s, 1H) ,

8. 22 (m, 2H) , 8. 29 (m, 1H) , 8. 65 (s, 2H) .

(0218) EFEILVE 17. 1 BB %HMBE (ST | WAKIA 108, T RA THEHHA
¢ SRR A BRI BEEREL ) .

[0219] Karl-Fischer— J§Ei% :6.5 EE %K.

[0220] AiE2

[0221] #4449 45mg 6-(1- FAZE —1H- atme 4 2 )-2- {3-[5- (2- WGk ~4- & - ZH ) -
mE —0- 2 1- 2 ) -2H- Bk -3- FBER — SRR SRR AL P EUT 4 0. 2l DI
K/ ZE Q: Lv/v) IZTREDT, T SOCU;E"Z({?Z%EEQE 1000rpm FHEHE 7 K. Ra
¥4 Bt IE, 18 B8 R AR T IREE e uE A BT

[0222) {A3

[0223] 5% 45mg 6-(1- % ~1H- MM —4— % ) -2 {3-[5- (2- bk —4- F - ZHH ) - W&
g —2- B 1- FH ) -2H- BARE -3- BB — S TR K WIS AR AL S AT 49 0. 2ml DI
K/ EE O 1Lv/v) SRS, T 50°C LR AT 1000rpm FHRE 7 K. RS
¥4y B L e, KB B M R R TR &L v A £ TR
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(02241 HiE4

[0225] #5% 50mg 6-(1- FFEE —1H- MM —4- 3 )-2- {3-[5- (2- nopph —4- 3£ - Z5HE ) - W%
W —2- 3 |- 5 | -oH- BERE -3- AR — AR KPS B AL AT 4 0. 2ml DI
K /2-HEE (1 5 1,v/v) I 5e@awh, T 50°C LLRBILRIE 1000rpm FH#RAE 7 Ro &
Eig s st vE, AR M S T IRE&FEL Ea LT,

[0226] HES

[0227] %%y 30mg 6-(1- FAZE ~1H- LM —4— 2 ) -2~ (3~[5- (2~ NGHHk —4- 2 - ZHE) - 3
W -0 Bt )-S5 }-2H- BARE -3- RBEER — A KWL AR AL SFHUT 49 0. 20l DI
K/TER A 5 1v/v) MZTREYS, T 50°CULREFERTE 1000rpm T HRE 7 K. Y=
W4 B I, BRI KA THELMELIES LT,

(0228] 116

[0220] 44 65mg 6-(1- FAEE —1H- nifme —4- 3% ) -2~ (3-[5- (2- MGk ~4- % - ZEHE) -
W —0- 3 1- 6 ) -oH- WANE -3- BIRERR — A A KWL AR AL YT 49 0. 2ol DI
K JTHEQL & 1,v/v) B=TGRE WS, T 50°C UL ALE 1000rpm FHRHE 7 Ko RIGH
A, HE T M R T AT RS LT

[0230] AIET

[0231] %) 50mg 6- (1 FIEE ~1H- H s —4— £ ) —2- (3-[5- (2~ Mk -4- 2 - ZHHE ) -
W —0— £ )- 35 ) -oH- WARE -3- FIBHER — A A TKY S @A AL )T 49 0. 15mL DI
K/ ZEE (10 1Lv/v) MZEEays, T 50°C UL RLE 1000rpm THRE 7 R. /5
Y4 it e, B Bl & A TR &AL RS LT 5.

[0232]  SCEHY 3 -

[0233] 6-(1- B A& —1H- o M —4- 5 )-2-{3-[5-(2- W Wk —4- 2 - Z & £ )- 3
mE —9- 3t ]- R ) -2H- mhRE -3- TEBEER — S Eh A0 4 AR AL NF3 %

[0234] JHiE1

[0235] 4521 30mg 6- (1— B3 ~1H- MEme —4— 2 ) -2- {3-[5-(2- GmHk —~4- & - ZHE ) - P
W —o- $E 1- 33 ) -2H- MARE -3- MRREER A KIS AR DY AL #ER T 49 3ml DI 7K
7 1Lv/v) S RREY . B FREAA AT RS # e kEd
JEA B I TS &ML B LT

[0236] HiE2

[0237] 5% 155mg 6-(1- B2 ~1H-EMe —4- 2 ) -2- {3-[5- (2~ WG ~4- 2 - ZFFE) - W
W -0 3 ]- ) -2H- BAIE -3- FIREER — S ER KW RILE AL AL HEAE T 49 15ml DI 7K
/1, 4- vk (10 1, v/v) HZCREY+. BET 50°CERBFIHIMGE & KR HE
i it 4 B 3 T AR AR e U R LT R

[0238] 'H NMR(500MHz, DMSO)d = 8.63(s,2H),8. 31-8. 26 (m, 1H) , 8. 25-8. 18 (m, 2H) ,
7.89 (s, 1H),7.80(d, J = 9.6, 1H),7.55-7. 40 (m, 2H) , 7. 05(d, J = 9.6, 1H),5. 34(s, 2H) ,
4.31(t, ] = 5.6,2H),3. 87 (s,3H) , 3. 80-3. 30 (m, 4H) 2. 74(t, J = 5. 5,2H), 2. 50 (m, 4H)
[0239] ST 16,0 EE%HRR (AL TR | WEREN0.94).

[0240]  SEJERY 4 -

0241]  6-(1- BB 2 —1H- Mt M —4- 3 )-2-(3-[5-(2- W& W 4- & - Z H £ )- ™
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e -2 3£ ]- R ) -2H- BkRE -3- BRI — S K A YRS &R NFS B9 &

[0242] ALl

[0243] %4 100mg 6-(1— FIZE ~1H- Mg —4- 35 ) —2- {3-[5- (2- Gk -4- £ - ZE %) -
e —9— H - YR ) -2H- Bk -3- FAEEER — S TKYIM S SRR AL EAF T4 Iml DI K
JEREE (1 : 1,v . v) TCIRAYE . HEBMAE 60°C, R HEZ URER KA.
i Sk T 2R B B LY R R AL R L L, B S5 4 2 S IO TR 35 R 7E KNO, UMRAN Eh A R
+ (94% RH) HEJLK.

[0244] 'H NMR(500MHz, DMSO)d = 8.64(s,2H),8. 31-8. 25 (m, 1H) , 8. 25-8. 19 (m, 2H) ,
7.88(s, 1H),7.80(d, J = 9.6,1H),7.52-7. 38 (m, 2H) , 7. 04 (d, J = 9.6, 1H),5. 33 (s, 2H),
4.30(t, J = 5.6, 2H),3. 87 (s, 3H) , 3. 66-3. 50 (m, 4H) , 2. 73(t, J = 5. 6, 2H) , 2. 50 (m, 4H)
[0245] PN 14,8 B WHEIR (F% T8 | WME/RLN 0.94, BT RAE TEA
o ) SE K S BB R A )

[0246] Karl-Fischer— &% 7.3 EE %K.

[0247] FHIE2:

[0248] ¥4 %7 100mg ¥ K B R # 6-(1- F ZE -1H- ok M —4- & )-2-{3-[5-(2- 1§
Wk —4- 5 — 24000 ) - Mg —2- B 1- FESE ) -2H- mkRE -3- FREHIR — S 4 AR R NP3 4R
FEAERE IR I, B S5 76 25 45 1 F-15: 38 TP 7E KNO, AL | (94% RH) JFE LK.
[0249] S 5 -

[0250] 6-(1- B9 2 —1H- ot ™ —4- 3£ )-2-(3-[5-(2- " W ~4- & - Z | £ )- W&
M —0- B ]- AEHE ) -2H- BARE -3- HRBEEE A KA @AY A FES AL ER
[0251] &5 S5 %) AL MR X- BTZEATST (XRD) B IE it RRHZ H58 6 3R 2. 9. 33 E
Bk AR AR B . & RAE R AL LLE L TR X- ST RATAT A (CuKa, X
58, % = 1.5406 A, Stoe StadiP1IKL f75{X ) AHFHE.

[0252] &A%Y A1 LU T XRD E3E ARFAL -

[0253] ¥R X- GTEATHS EIEFK
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s WA ‘°20 fCu-Kul LR
AATR) £ 0.1° (h, Kk, 1)
1 27.45 3.2 2,0,0)
2 13.62 6.5 4, 0,0)
3 9.02 9.8 (6, 0, 0)
4 6.75 13.1 (8,0,0)
5 6.15 14.4 (-2,0,2)
o 6 5.59 15.8 (-6, 0, 2)
7 5.07 17.5 (-8,0,2)
8 4.81 18.4 9, 1,0)
9 4.72 18.8 -9,1,1)
10 4.55 19.5 (6,0, 2)
11 4.06 21.9 (8, 0,2)
12 3.75 23.7 (11, 1,1)
13 3.68 24.2 2,2,1)
14 3.37 26.4 (3,13)
15 3.16 28.2 (-15,1,2)

lo255]  WEEEER T 4 AT AL BB X- 4T 4 4 K9 %R (XCalibur #T5Y {U5R B Oxford
Diffraction, A&7 7 B e 42 F CCD Kril4s, F 301K {#FH MoK, B ¥ ) - ¥ b- U 52
fysk AT AL R RSN E 2 BTR.

l0256] 5 GhAE T A1 LI 8 A& A A BE C2/c 4 @, KBS Ma=55.1 Ap=19A,
c=122A4,8 =102.2° (a =y =90° ). NFBHHH B REREE AL R—H
T &R

(02571 3B TR- FIRL & - JilRAE T 4 REA AL, FT- FL BRI FT-IR iR REL
KR 25 HUE 6 B 2. 02. 24 Fl 2. 02. 48 AP HTId AR HE SR IR ). 29T W E FT-IR 1
FT- 78 - ¥61%, /8 T Bruker Vector 22 F1 Bruker RFS100 J6if{¥. {#H Bruker OPUS
WX FT-IR AT T B AR E. MRARR KR FT- P8 ik AT T REHE—H.
lo2s8]  FT—IR JGitf 4 Fl KBr FE A 1 HE & Rl & BRIk ). BTk FT-IR LA 3 7
proR, WAL BEE T A .

[0259] 45 E7EA ALIR AL E +2em” ( FASTIRAL % )

[0260] 2949cm” (w),2885cm™ (w),2368cm ' (w, 3 ),1661cm(s),1603cm™ (s),
1549cm™ (m) , 1446¢m™ (s) , 1429¢cm™ (s) , 1283cm ™ (s) , 1261cm™ (m) 1226cm™ (m) ,
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1132em™ (s) , 1068cm™ (s) , 945em™ (s) , 854cm™ (s) , 713cm ' (m)

[0261] *“s”=2% (BHE<50%),“n” =% G0% <EHE<T70%),“w’ =55 (&
HER>70% )

[0262] Bk FT- @6t 4 PR, i H AL EE T HS K.

[0263] ZEEEEM Al BB EHAIE +2em (FHXERE X ) -

[0264] 3061lcm ' (w),2951cm™ (w),1604cm™ (s), 1579cm™ (s) , 1568cm ™’ (m) , 1515cm™ (w) ,
1446cm™ (m) , 1430cm™ (m) , 1327cm™ (m) , 1161cm ' (W), 1001cm™ (m) ,802cm™ (w) , 793cm ™ (w)
[0265] * “s”=72% (XTI BIREE= 0.04),“n” =% (0.04 >IN BRE= 0.02),
“w” =55 (FAXTHIEIERE<0.02)

[0266] 45@AFEI Al R—FT/K G, K — S U T HEMEFRRILE

[0267) - 34T H B RIEHIEEL 207C, FFEBUBER LR MHRAER K. DSCHE
(Perkin—Elmer Diamond DSC,5K/min, Z S JiE 50mL/min) F TGA K] (Perkin-Elmer Pyris
TGA1, 5K/min, B/A G & 50mL/min) 43 HI7EFE 5 FIE 6 45 H.

[0268] - FKZESR AT H B4 MTETEE 0 0-70% MIAEXHEAE (RH) (FMEE A, i)
F10-90% () RH( &5 A28 R A, b &) SRIR IS /HIZKEREUKF . £/ T 70% RH(E5 AR
@maﬁ)ﬂ%?%%Rﬂﬁﬁﬁﬂmbﬁ)Tﬁ%%%ﬂﬁ%%*ﬁﬂ*%dﬁ%ﬁ%
FE AR (RE) FRB K EWEE SR H OKBBUK AL 6 EEX ). gy
M@ﬂﬁbﬂ)%K%%WW%@%[K%%WW%E%C%CMWSWSD]%%E@
7 FE 8 R4

[0269]  SEJAEA 6 :

[0270] 6-(1- B9 3 —1H- Ot Mg —4- 3 )-2-{3-[6-(2- & Wk -4- & - Z | & )- ¥
mE —2- & 1- FEE ) -2H- BAKE -3- IR A K-SV S R HI {5 4 F ) BEAL 52
RIE

[0271] S5 EAEE HI HIR AR X- STERATST (XRD) PRIt BR 24 8L 38 6 RSE 2. 9. 33 B+
R RIATHER R IRE R, SRR HL LIE 9 PRT7REY X- ST K A4 B (Cu-Ka, JHUH
.2 = 1.5406 A, Stoe StadiP611 KL ATHH L) ARFE.

[0272] 45 &AP#Y HI LU IR XRD £ AHFAE -

[0273] MK X- STERATH EIESE

[0274]
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12 % VA °20 (‘C“'K(ll 24t Si-ponid
#)£0.1° (h, k, 1)

1 28.42 3.1 1, 0, 0)

2 9.40 9.4 3,0, 0)

3 6.13 14.4 0,0, 2)

4 6.01 14.7 2,1,1)

5 5.89 15.0 @, 0, 2)

6 4.97 17.8 (3,0,2)

7 4.77 18.6 4,1,1)

8 4.71 18.8 (6, 0, 0)

9 4.64 19.1 (5,1,0)

10 3.89 22.8 2,2,0)
11 3.83 23.2 (-1,2,1)
12 3.73 23.8 (-2,2,1)
13 3.38 26.4 (0, 2,2)
14 3.33 26.8 (-4,1,3)
15 3.22 27.6 (-3,2,2)

[0275]

[0276] EIRER T 45 a5 Y HI 0 88 & X- T4k &5 M 4R (XCalibur 749 {3k B Oxford

Diffraction, B &% A BB B (5 331 CCD A4S, T 301K fi F MoK, JEUNUR) - & dnZE AL HL (1)

& BN B 10 PR . 4 d AR B HL AR AL G (BB P2, /C 4 e, R ZS Ha = 28.2 A,

p=8.1A,c=123 AM B =94.1° (a =y =090° ). MEARBEHH BT NG RE

R HI B EM ZKED.

[0277] i#— 3 IR-GERMET & R Hl. FT-TR 3% 2@ i R 25 1158 6 iR 38

2.02. 24 F1 2. 02. 48 = P TR KIARE R R IR 0. b TIE FT-IR Se3, (LA T Bruker

Vector 22 S:i/%. {#FH Bruker OPUS #X{hXf FT-IR J&i&#H 1T T HLKIE.

[0278)  FT-IR Jti% 218 KBr [EA 1A MG & B AKBEK . PTIR FT-IRGIEWE 11

iR, ik EE TS T

(0279] £ @ZAFR HIIR EHALE +2em” (AHXTIREL * )

[0280] 2984cm™'(s),2944cm™ (s),2451cm™ (m, T ),166lcm™ (s), 1603cm' (s),

1548cm™ (s) , 1446cm™ (s) ,1430cm™*(s),1277cm™ (s) , 1260cm ' (s) , 1226cm™ (s),

1124cm™ (s) , 1040cm™ (s) , 940cm™ (s) ,852cm™ (s) , T13cm™ (s) * “s”=358 (FEHE<50%),
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“m? =rhiE (50% <BHE<S 0% ),“w” =55 (BHE>70%)

[0281] £5G7EES HL 0 FT- B 261l @R 54 A E Al MR G, B AR BUEK
Mg R, HBKEKBIKZE.

l0282] BRI HI B—Ffh =K &Y T, i — B UL T B BRAE -

[0283] - $TH BRBMMMY 30-120C R EKEK, B J5 Tok . RAEL 208°CHE4L
DSC B (Perkin-Elmer Diamond DSC,5K/min, B SME 50mL/min) F0 TGA B (Perkin-Elmer
Pyris TGA1,5K/min, BV E 50mL/min) 7} HI7ERE 12 FIE 13 L5 H .

[0284] - JKFESRBHAT  BIRTE < 40% IAEXEE (RH) FoeEKEK, E>T0%RHTF
AT M S EF A K-S RTR HL. R K ZES R M HEL (25°C) ETE
4o 4 B SR H 7K ZE IR M 2SR DK AR B S 22 (25°C) (SMS DVS Intrinsic)]
EE 14 LR H

[0285)  SEHEHI 7 :

(0286] 6-(1- B9 2= —1H- ik M —4- 2 )-2-(3-[6-(2- "5 Wk —4- E-Z R E)-®
W —o- & ]- EE | -2H- BEEE -3- BAREIR S A4 SRR NP3 BRI AL RAE
[0287] £ &A7Z5 R NF3 B K X- STERATST (XRD) B IBILRRM 24150 6 AR5 2. 9. 33 =
Bk RARVE R R IRIB K. 45 BY NF3 LK 15 R R X— ST 2 RATS B (CuKa, X
519, ), = 1.5406 A, Stoe StadiP611 KL #T5{X) A1,

[0288] 4 &35 %Y NF3 LA F T 9 XRD $¥E AFFE

[0289] ¥R X- kAT B -

[0290]
e b8 5 d/A 20 (Cu-Ka; 74 H #) £ 0.1°
1 27.30 3.2
2 13.62 6.5
3 9.02 9.8
4 6.71 13.2
5 6.11 14,5
6 5.79 15.3
7 5.57 15.9
9 5.32 16.7
9 5.05 17.5
10 4.81 18.4
11 4.58 19.4
[0291] ’
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12 4.12 21.6
13 4.04 22.0
14 3.84 23.1
15 3.75 23.7
16 3.69 24.1
17 3.37 26.4
18 3.16 28.3

[0202]  f—sb ] IR- A48 - JERAE T 4 MR NP3, FT- #7240 FT-IR b 2@
R 25 0585 6 BRES 2. 02. 24 K1 2. 02. 48 P FTRk IARVER R IKAB K. 29 T HE FT-IR A
FT- $78 — J61%, {# ] T Bruker Vector 22 & Bruker RFS100 J&i%{X. {{f Bruker OPUS
ST FT-TR FEiE T T REARE . FRAHRRRAEXT FT- BN IT T REF L.
[0203]  FT-TR Stie 2 {6 KBr FE 4V ARE S HI & HARRIGH . ATik FT-IR OGN 16
FiR, LB FES .

[0204] 45 @R NFIR WAL E £ 2cm (FHXTSRE * )

[0295] 2949cm™ (m),2873cm™ (w),2365cm™ (w, % ), 1661cm'(s),1602cm ' (s),
1549cm™ (m) , 1445cm ™ (s) , 1430cm™ (s) , 1280cm' (), 1262cm™ (m) , 1226cm™* (m) ,
1132em™ (s) 5 1072em™ (s) , 944cm™ (s) ,851em ™ (), 713cm " (m)

[0206] % “s”=18 (BHES50%),“n"=F% (50% <BHEST0%),“w =5 (&
HE>T0% )

[0297]  Fik FT- $7 & eitn & 17 PR, WAL B4 T4 H .

[0208] 4 S 7AE%I NF3 fu B4 E +2cm ' (ABXFGRE X ) -

[0299] 3061lcm(m),2952cm™ (m), 1604cm " (s), 1581cm™ (s), 1568cm ' (s), 1515¢cm™ (m) ,
1446cm™ (s) , 1430em ' (s) , 1327cm™ (s) , 1167cm ™ (m) , 1001cm™* (s),802cm™ (w) , 793cm™ (w)
[0300] % “s”=3% (AN ERE= 0.04),“n"="F% (0.04 >HN{LRHEE = 0.02),
“w” =35 (FHHBIRE < 0.02)

[0301] &5 525 NP3 2 — Fi dd JF, B T B2 — R oK dn i, Hit— S8 U TYEERE
fiE -

[0302] - #IT h BRI AN TR A 43 BIZE 40 100-130°C T 180-190°C, Bl J5 2 IE AL IR 1E
#7 208°C, FFERALEEH A 1.5 EE%H/MIFER %K. DSC B (Perkin-Elmer Diamond
DSC, 5K/min, E % & 50mL/min) 1 TGA B (Perkin-Elmer Pyris TGAL,5K/min, Z2EME
50mL/min) 4rHIZEE 18 FE 19 Fea .

(0303] - 7KFEA BT A BRTETEE N 0-70% FIARXTE A (RH) IR Bt JE 7 /0N B 7K X
KF. fFERT 70% RH TS E| B2 K EEUKE, X SBAET mIAAXNEE RH) TR
KA RS NFS (/KIBEUKE RL 5-6 EE% ). SdmZ i NF3 KK 2SR M SR &
[KZES ML (25°C ) (SMS DVS Intrinsic)] 7EFE 20 F&5 .

[0304]  SCHEf) 8 :
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[0305] 6-(1- A7 2% —1H- o M —4- 2 )-2-{3-[6-(2- & Wk -4- % - & aOE)-m
E -2- A J- ¥ ) 21 Bk -3- BB A H KA YRS AR NFS ) &5 Y AL &

RAE

[0306] & S5 NF5 (IR K X- SHE&4T4T (XRD) 2B RR 25 428 6 &6 2.9. 33 Zh
R AR HE B R BB . 455720 NFS LU 21 R BTR 0 X- S8 RATA Bl (Cu-Ka, )4

B8, = 1.5406 A, Stoe StadiP611 KL T4 ) AHFE.

[0307] 4 &7AS %Y NF5 LU TEIAY XRD S04 AHFAE -

[0308] MR X- SHEEATH EETIR
[0309]

45 d/A 20 (Cu-Ka, 24t #) £ 0.1°
1 28.54 3.1
2 9.41 9.4
3 6.37 13.9
4 6.10 14.5
5 5.98 14.8
6 5.82 15.2
7 5.62 15.7
9 5.32 16.6
9 5.13 17.3
10 4.96 17.9
11 4.80 18.5
12 4.69 18.9
13 4.63 19.2
14 4.48 19.8
15 4.02 22.1
16 3.90 22.8
17 3.85 23.1
18 3.73 23.9
19 3.38 26.3
20 3.32 - 26.8
21 3.23 27.6

[0310]
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[0311] 455388 NF5 B FK A Yy, it — 54 UL T Y B H BURAE -

[0312] - $T 4 B R MMM 30-100°C Kk EKE K, BELKEREL 210 CH1L.
DSC B (Perkin-Elmer Diamond DSC,5K/min, /<& 50mL/min) F TGA B (Perkin-Elmer
Pyris TGAI,5K/min, B U & 50nL/min) 4> HIZEE 22 FE 23 L.

[0313] - IKZEAEPHAT 9 B7RE < 40% HIARXHIBE (RH) TR ZE/KEK, EE> 70% RH
THRATRM S B K AW G R NP5, R NP5 (/K BB R4 (25°C)
ETFTAH. &R NS fKEIEMN SRS [KETRMHREL (257C) (SMS DVS
Intrinsic)] 7EE 24 R4 H .

[0314])  SCJEBY 9 -

[0315] 6-(1- B & —1H- aif M —4- 3£ )-2-(3-[5-(2- " Wk —4- & - Z & £ )- 03
E -2- 3 ]- 5 ) -2H- BAKE -3- BIRERR — A E R R TN

(0316] 4 T #F 47 VA AR M 2, B 6-(1- & -1H- b e —4- ) -2-(3-[6-(2- 15
W —4- 3 - ZEEE ) - WEE —2- B ]- A ) -2H- mkeE -3- B (UTERR) MERBR-E®
FREF| GC- BT, A 300 u L BSFIBEA4, B F] 10mg/mL KB AT RERE. HREWT
RSB FEZE 1000rpm FAERL P BEREAT EBiHE. ZEEURE S 1000 L BIER / REBHEBE
— A 5004 L Eppendorftf & FE 14000rpm T B0 Smin. ¥ E.LAEIE HPLC HEAT A3 (12
SATHATHRBE RER LT ) .

[0317] 35 1L T L/NEHRN 2 /N B M4 i 6- (1—- B 2% —1H-mg Mg —4- 2 ) -2- (3-[6-(2- 15
Uk —4- 3 - Z 00 ) - MR —2- 2% 1- Ak ) -2H- mARE -3 R I B AR PR R ) B RR —
SR EK P AR .
[0318] *1
[0319]
BUHE & BHE B,
1h 2h
BRI BRRE
e pH/E w# pH{A
[mg/ml] [mg/ml]
% 5 0,167 n.d. 0,156 n.d.
BEg — A3 9,863 3,91 > 10 3,97

(03200 4 B & % b if W, 5 B W I B W M t.e-(1- F & -1H-

W —4- £ ) -2 {3-[5- (2- MGk ~4- B - Z5E ) - WENE -2- B ) - N ) -2H- BRER -3- i

B SRR AT BE TR,

[0321]  SCHEf) 10 -

[0322] 6-(1- B 3 —1H- o me —4- 3£ )-2-{3-[6-(2- & W —4- B - Z H & )- W

I -0- 2 ]- 25 ) -2H- BARE -3- BBEER — S A4 SRS AL AT NF3 FER AL il

MBS

[0323] 5% 10mg 6-(1- FF3E —1H- ifMe —4- 3% ) —2- (3-[5- (2 MBBHk —4- & - ZE &) - M

e -0 £ ]- AL ) -2H- Bk EE -3- BUREER — S A KWK &5 R A B AL A 10mg6- (1- F
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S - 1H- LM —4- 35 ) ~2- (3-[5- (2 M0 —4- 25 - ZBUEE ) - WEWE —2- 35 ] K ) -2H-
Ve —3- HRRER 5 SR 45 SR NP3 1B AUM RIS IR, 5B PTFE 2518 () anl BB E
YR 4 BET InL AHLRGHISR . % PTFE SR BUHHEIT A YR, RSB S K5
4 T 25°C R 50°CLER MBS AR B BEPE S B3 5 K. B ERMARYILIE, Bid
XRD HEAT 47 LU TIZE R RUBLR B RO TS T

[0324]  EE MR HTBILERITRHER 2 F.

[0325] %2
(0326]
AR IEA RAM AI4NF3 (% 1:1, EF/FF)
KA 25°C, 5d A4 50°C, 5d
A Al Al
-3 Al Al
1,4- =753, Al Al
THF Al +3E % ¥ 489 NF3 Al

[0327] ZHFHMEET, EMGEF AL N =T 1 LIREYFFIRAI KKK 4R,
g B R AL /R M — R BRI B R TR IRTE, TE R HIE R AL BB AR E M e Tt .
(0328]  SKHEMI L1 -

[0329] 6-(1- FF Z& —1H- mff M -4 )-2-(3-[6-(2- M Wk -4-FE - 2 & & )- ¥
e 90— 2 1- TEE ) -20- BEE -3- FRRER — S h 045 RS AL FI NP FE7K R R S PR
LSS

[0330] % 20mg 6- (1 FREE —1H- iHMk —4- 5 ) -2- {3-[5- (2- Gk —4- & - () - W&
e -0- BL )- FEE ) -oH- BEHE -3- FEEE R — S H K YR EE R AT AL AL T 20mg6- (1- FH
B —1H- MEME —4- 3 ) -2 {3-[5- (2- M —4- 2% - Z8EE ) - BENE —2- 2 ]- FE | 2H-B
B —3- BREEE — &tk SRS AT AL NFS VR-A M R 3HIR Y, fE A PTFE & EA) 4mL
PS4 BT 0. 3mL 7K 7R . % PTFE BB SRR R SR AN A B, RIB T T E . 50 HL
M)F 25°C 75 S5 B B0 AP A B B BB 380 12 K. B ESERARWILYE, Bid XRD MEAT 73
A7 LU T ZE o B SR TR S T 2.

[0331] HHMRBENTRKNGERICRER 3+

[0332] %3

[0333]

AR A RAM A1+NFS (¥ 1:1, EE/EF)
A 25°C, 124

7K NF5 + EF RS AL

[0334] SCBSEIRT 25°CEREY AL A1 NF5 E@E&éﬁvk'riﬁiéﬁ{’ﬁ%ﬁtiime%ﬂé%'ﬁzmé‘r%%
T NF5, 525 Hh B 7% NF5 ZEK M A R P R ERER & .
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[0335]  sEEH 12 -

[0336] 6-(1- A8 Z£ —1H- ot M —4- 3 )-2-{3-[5-(2- & Wk -4- & - & A & )- e
W —2- 35 - e ) -2H- Bk0E -3- FIBEER — A A0 4E AT HL A0 NF5 FEK 7 S MR
LA

[0337]  #4 20mg 6 (1- B3 ~1H- itk —4— 38 ) —2- (3~ [5- (2- w4~ 2 - 28 ) - W
W —2- 5 )- 3E3E ) -2t BkUE -3- BIRM S A T KA WIS SRR HL A 20mg6- (1-
S 1H- MM 4 3 ) -2 (3-[5- (2~ Bk —4- B - ZHFEE ) - Mg -2- & - FE )20
% -3- FIEEE — A K S 4 SR R NF5 IR A BB RILIRY, 7E A PTRE R 18 4ml
BT R A BT 0. 3mL 7K AR . %5 PTRE AL RIS FEAE R 2 B, RIG H R . H K
WT 25°C ZE B AR B AR B RN BB ) 12 K. KB ESERKR YT g, Bk XRD HAT5Y
B LA ZE I A 3 I TS T 3K

[0338] SEUEKBBENIRIERICRER 4+,

[0339] x4

[0340]

AR RA4h HI+NFS (# 1:1, £E/EF)
E4eM 25°C, 124d

7K H1

[0341] =36 BIRT 25°CARZY HI A NF5 HFE 7K HE R E N IR IE I R TE S B =K ED
S HL, VS B R HL AN BiE R RERER G .

[0342]  SCEf 13 :

[0343] 6-(1- B9 & -1H- ot M —4- & )-2-(3-[5-(2- W% Wk —4- & - Z 5 )- e
W —2- 55 ]- JEEE ) -2H- Bk -3- MREEER — S B4 WA R HL A0 NF3 ZEK A (5 S R
ALK

[0344] 4447 10mg 6-(1- F&E —1H- nifme —4- %) -2 {3-[5- (2- G -4~ & - ZEE) -V
mE -0- 36 - AR )21 BANE -3- MR A KA WIS AR AL HL AN 10mg6—(1- H
B —1H- MM —4- 2 ) -2- (3-[5-(2- ARk —4- - ZIE ) - MEIE -2- & ] RS ) 20~ BA
v -3- HIERR — 2L (045 @5 NP3 VB4 BOb R 3CIRY), 8 A PTFE B R (9 4nl 35055
s R A8 BT 0. 2mL KR . ¥ PTRE S M EEE R - B, RS B H B BaEmT
05°C 714t ] 0 R o 458 R R SR 28 30 5 R M E TR WL UE, B XRD AT LA
WS T TE VA F R S IR TE .

[0345] L MRRENTRIGERICRERS T

[0346] 3K 5

[0347]

AT BAY HI+NF3 (B 1:1, E8/¥ %)
A 25°C, 5d

m H1
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[0348] SCI6 BT 25°CARRY H F0 NP3 B IEKEI/K MERLSR AR AL &L SB K &Y
B HL, 2 Bk N EE KA BERPRERERN B .

[0349]  sCHEH) 14 ¢

[0350] 6-(1- BB B& —1H- At Mg —4- 2 )-2-(3-[6-(2- 15 Wk 4-E - Z & #)-
e -0 £ ]- EE ) -2H- BkRE -3- FABEER S AR AL(EAKY) FINF3FEK | A
30 : 70(v : v) KIBEYT 2 /NSRBI BRI

[0351] %5 T0mg 6-(1- FRZE —1H- ML —4— 3£ ) -2— {3-[5- (2- Wbk —4— 2 - ZA ) -
W —9- B - } -2H- BAEE -3- B ER — S A FK W45 &AL DY AL AE SmL¥htamn Uniprep
AEVE B R RS R TR A BT ImL K TAER (30 : 70,v 1 v) MCRAYT. KHABAT
B 7E 450rpm FHEED 2 /M. 2 /N JE I B4 B G » 4 uEOBI HPLC AT 204 (FE 04T
MRBEATRELEN) . BESHRAYEINER X- HEATE (PXRD) HAT 3T

[0352]  7E/KF © TR HIBh 1 IR ARIE U 52 M 45 SRIC AR 6

[0353] %6
(0354]
o B 2 BB EY IR SS A&
K B EF(30:70, v:iv)
[mg/mL]|
Al 18.2 H1
NF3 10.6 H1+NFS5S

[0355] FHFM /K ETBELH T /K-S &EE I B (ERENFS BT, 7‘957J<é
)&% N5 HIIR S MITE ) « AR ROV AR K F ¥ # 1 B 7R & % NP3 LS TR AL FE 2 /DT R
KBRS K. _

o4
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ABSTRACT

The present invention relates to 6-(1-methyl-1
H-pyrazol—4-yl)—2-{3-[5-(2-morpho|in—4-y|-ethoxy)-pyrimidin—2-yl]—be
nzyl}-2H- pyridazin-3-one dihydrogenphosphate, its solvates and
crystalline modifications thereof. The present invention further
relates to processes of manufacturing these crystalline
modifications as well as their use in the treatment and/or
prophylaxis of physiological and/or pathophysiological conditions,
which are caused, mediated and/or propagated by the inhibition,
regulation and/or modulation of signal transduction of kinases, in
particular by the inhibition of tyrosine kinases, e.g.

pathophysiological conditions such as cancer.



