
'Document Name] DESCRIPTION [Title of the Invention] PHARMACEUTICAL COMPOSITION
CONTAINING OPTICALLY ACTIVE COMPOUND HAVING THROMBOPOLETIN RECEPTOR
AGONIST ACTIVITY, AND INTERMEDIATE THEREFOR [Technical field] [0001]      The present
invention relates to a pharmaceutical composition containing, as an active ingredient, an optically
active 4-plienylthiazole derivative having a thrombopoietin receptor agonist activity. [Background art]
[0002]      Since thrombopoietm is a polypeptide cytokine consisting of 332 amino acids and it
promotes platelet production by stimulating differentiation and proliferation of a megakaryocyte via a
receptor, it is expected as an agent for morbidity of a blood disease accompanied with abnormality of
the platelet number such as thrombocytopenia. A nucleotide sequence of a gene encoding a
thrombopoietin receptor is described in Non-Patent Document 1, In Patent Document 1 and Patent
Document 2, low-molecular peptides having affinity for the thrombopoietin receptor are also known,
but oral administration of these peptide derivatives are not generally practical.      As a low-molecular
compound having affinity for the thrombopoietin receptor, a 1,4-benzothiazepine derivative is
described in Patent Document 3 and Patent Document 4, a 1-azonaphthalene derivative is described
in Patent Document 5 and a 1,3-thiazole derivative is described in Patent Document 6 to 22. [Patent
Document 1] Japanese Patent Application Laid-Open (JP-A) No.10-72492 [Patent Document 2]
International Publication WO 96/40750 [Patent Document 3]      JP-A No.11-1477 [Patent Document 4]
JP-A No.11-152276 [Patent Document 5] International Publication WO 00/85446 - [Patent Document
6] JP-A No.10-287634  [Patent Document 7] International Publication WO 01/07423 [Patent Document
8] International Publication WO 01153267 [Patent Document 9] International Publication WO
02/059099 [Patent Document 10] International Publication WO 02/059100 



IPatent Document 1 1] International Publication WO 02/059100 [Patent Document 121 International
Publication WO 02/062775 [Patent Document 131 International Publication WO 2003/062233 !Patent
Document 141 International Publication WO 2004/029049 IPatent Document 15] International
Publication WO 2005/007651 [Patent Document 161 International Publication WO 2005/014561
[Patent Document 17]     JP-A No.2005-47905 [Patent Document 18] JP-A No.2006-219480 [Patent
Document 19] JP-A No.2006-219481 [Patent Document 20] International Publication WO 2007/004038
[Patent Document 21] International Publication WO 2007/036709 [Patent Document 221 International
Publication WO 2007/054783 [Non-Patent Document 1] Proc. Natl. Acad. Sci. USA, 1992, vol. 89, p.
5640-5644 [Disclosure of the invention] [Problems to be solved by the invention] [0003] 



A pharmaceutical composition containing, asactive ingredient, an optically  active 4-pbenylthiazole
derivative having a thrombopoietin receptor agonis chvity is created, and a platelet production
regulating agent which can be orally administered is provided. [Means to solve the problems] [00041
in view of the above points, the present inventors have continued to study intensively and, as a result,
found out a pharmaceutical composition containing, as an active ingredient, the following optically
active 4-phenyithiazole derivative, exhibiting the excellent thrombopoietin receptor agonist activity, and
exhibiting the high oral absorbability and/or high in vivo activity, a crystal having high stability and/or
high purity, as well as a useful intermediate and a crystal thereof. [0005]      That is, the present
invention relates to 1) a pharmaceutical composition containing, as an active ingredient, an optically
active compound represented by the formula (D: [Chemical formula 1] R40    wherein R1 represents a
halogen atom or Cl-C3 alkyloxy: R2 represents Cl-C8 alkyl; R3 represents Cl-C8 alkyl: R4 and R5
each represent independently a fluorine atom or a chlorine atom; R represents Cl-C3 alkyl or Cl-C3
alkyloxy: * indicates that a carbon atom marked with an asterisk is an asymmetric carbon a
pharmaceutically acceptable salt thereof, or a solvate thereof. The present invention further relates to
the following 2) to 23).  2) The pharmaceutical composition according to 1), wherein 10 is methyloxy.
3) The pharmaceutical composition according to 1) or 2), wherein B4 and R5 are both a chlorine atom.
4) The pharmaceutical composition according to any one of 1) to 3), whereinR6 is methyl.  5) The
pharmaceutical composition according to 1), wherein B1 is methyloxy,and R5 are both a chlorine
atom, and R2 is a methyl.  6) The pharmaceutical composition according to any one of 1) to 5), which
is a thrombopoietin receptor agonist.   7) The pharmaceutical composition ccording to any one of 1) to
5), which is a platelet production regulating agent.  8) Use of an optically active compound represented
by the formula (I): [Chemical formula 2] R40   



wherein RI represents a halogen atom or C1-03 alkyloxy; R2 represents 01-08 alkyl; Ri3 represents
C1-08. alkyl; R4 and R each represent independently a fluorine atom or a chlorine atom; R. represents
C1-C3 alkyl or CI-C3 alkyloxy: v.: indicates that a carbon atom marked with an asterisk is an
asymmetric carbon, a pharmaceutically acceptable salt thereof, a solvate thereof for manufacturing a
medicament for regulating a platelet production. 9) A method of regulating a platelet production of a
mammal, comprising administering an amount exhibiting a therapeutic effect of an optically active
compound represented by the formula (I): [Chemical formula 5] 1:240    wherein Rl represents a
halogen atom or 01-03 alkyloxy: R represents 01-C8 alkyl; R represents Cl-C8 alkyl.; R4 and R5 each
represent independently a fluorine atom or a chlorine atom; R represents 01-03 alkyl or C1-C3
alkyloxy; * indicates that a carbon atom marked with an asterisk is an asymmetric carbon, a
pharmaceutically acceptable salt thereof, or a solvate thereof to a mammal including a human.  10) A
crystal of (S)-(E)-3-(2,6-dichloro-4-{4-[2-methyloxy-3-(1-
methyloxyheptyl)phenyllthiazol-2-ylcarbamoyllpheny1)-2-inethylacrylic acid having a diffraction angle
20 of a main peak of powder X-ray diffraction of 4.2, 6.4, 12.3, 13.2, 23,6, 23.8, and 24.7 degrees.  11)
A crystal of (S)-(E)-3-(2,6-dichloro-4J443-(1-hexyloxyethyl)-2-
methyloxyphenyllthiazol-2-ylcarbamoykphenyl)-2-methylacrylic acid having diffraction angle 20 of a
main peak of powder X-ray diffraction of 17.8, 21.1, 22,5, 23.3, 24.1, and 24.4 degrees.   12) A crystal
of (S)-(E)-3-(2,6-clichloro-4-{4-I3-62,2-dimethyl-l-propyloxypropylP2-
methyloxyphenyllthiazol-2-ylcarbamoyDpheny1)-2-methylacrylic acid having a diffraction angle 20 of a
main peak of powder X-ray diffraction of 13.6, 16.1, 21.2, 23.4 and 24.5 degrees.  13) A
pharmaceutical composition containing, as an active ingredient, the crystal of the optically active
compound as defined in any one of 10) to 12), the crystal of pharmaceutically acceptable salt thereof,
or the crystal of a solvate thereof.  14) The pharmaceutical composition according to 13), which is a
throm'oopoietin receptor agonist.  15) The pharmaceutical composition according to 14), which is a
platelet production regulating agent.  16) Use of the crystal as defined in any one of 10) to 12) for
manufacturing a medicament for regulating a platelet production.  17) A method of regulating a platelet
production of a mammal, comprising administering an amount exhibiting a therapeutic effect of the
crystal as defined in any one of 10) to 12) to a mammal including a human.  18) A crystal of
(S)-4[2-methyloxy-3-(-methyloxyheptyl)phenyllthiazol-2-y1 amine having a diffraction angle 20 of a
main peak of powder X-ray diffraction of 10.3, 17.7, 18.2, 18.5 and 23.1 degrees.  19) A crystal of
(S)-(-)-443-(1-hexyloxyethyl)-2-methyloxyphenynthiazol-2-y1 amine having a diffraction angle 20 of a
main peak of powder X-ray diffraction of 12.5, 13.0, 13.6, 16.4, 23.0 and 24.3 degrees.  20) A crystal
of ethyl 3-(4-carboxy-2,6-dichloropheny1)-2-methyl naethacrylate having a diffraction angle 20 of a
main peak of powder X-ray diffraction of 8.1, 16.3, 19.2, 20.0, 24.8 and 39.0 degrees.  21) An optically
active compound represented by the formula (I), a pharmaceutically acceptable salt thereof, or a
solvate thereof as a platelet production regulating agent.  22) An optically active compound
represented by the formula (I), a pharmaceutically acceptable salt thereof, or a solvate for regulating a
platelet production.  23) The optically active compound according to 21) or 22), a pharmaceutically
acceptable salt thereof, or a solvate thereof, wherein R.' is methyloxy.  24) The optically active
compound according to 2l) or 22), a pharmaceutically acceptable salt thereof, or a solvate thereof,
wherein R4 and R.' are both a chlorine atom.  25) The optically active compound according to any one
of 1) to 3), a pharmaceutically acceptable salt thereof, or a solvate thereof, wherein R6 is methyl. 26)
The optically active compound according to 21), a pharmaceutically acceptable salt thereof, or a
solvate thereof, wherein RI is methyloxy, R and R6 are both a 5 



chlorine atom. and R5 is methyl. [0006]      The meaning of each term will be explained below. Each
term is used as unified meaning herein, and is used in the same meaning when used alone or when
used in combination with other terms.      Herein, the 'halogen atom" means a fluorine atom, a chlorine
atom, a bromine atom, or an iodine atom. A fluorine atom, a chlorine atom, and a bromine atom are
preferable.      Herein, the "alkyl" includes a straight or branched monovalent hydrocarbon group of a
carbon number of 1 to 8. Examples include methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl,
sec-butyl, tert-butyl, n-pentyl, isopentyl, neopentyl, nhexyl, isohexyl, n-heptyl, n-octyl or the like.
Preferably, Cl -C6 alkyl is exemplified Further, Cl-C4 alkyl is preferred. Particularly, when a carbon
number is designated, "alkyl" having a carbon number in the number range is meant.      Herein,
examples of "alkyloxy" include methyloxy, ethyloxy, n-propyloxy, isopropyloxy, n-butyloxy, isobutyloxy,
sec-butyloxy, tert-butyloxy, n-pentyloxy, isopentyloxy, 2-pentyloxy, 3-pentyloxy, n-hexyloxy,
isohexyloxy, 2-hexyloxy, 3- hexyloxy, n-heptyloxy, n-octyloxy or the like. Preferably, CFCS a]kyloxy is
exemplified. Further, Cl-C4 alkyloxy is preferred. Particularly, a carbon number is designated
"alkyloxy" having a carbon number in the number range is meant. [0007]      Herein, in the chemical
formulas, a carbon atom marked with " means an asymmetric carbon. A compound marked with "
means an optical isomer which absolute configuration of a carbon atom marked with * is R
configuration or S configuration. For example, an optically active compound represented by the
formula (1) includes an optical isomer of R configuration ((1:0- 1)) or an optical isomer of 11
configuration ((8)- 1)). [Chemical formula 4]    [0008]      Herein, the "platelet production regulating
agent" includes an agent for morbidity of a blood disease accompanied with abnormality of the platelet
number such as thrombocytopenia [throinbocytopenia after h.ematopoietic stem cell  transplantation
(such as bone marrow transplantation) and the like, thrombocytonen a after chemical therapy,
hypoplastic anemia, myelodysplastic syndrome, acouired thrombocytopenia such as idiopathic
thrombocytopenic purpura and the like, congenital thrombocytopenia such as thrombopoietin
deficiency and the like, virus pneumonia (such as hepatitis C and the like), other hepatic disease
(hepatocirrhosis)) and the like. For example, the agent can be used for treating and/or preventing an
abnormality of the platelet number due to administration of an anti-cancer agent for homatopoietic
organ tumor, solid tumor or the like. When the platelet number is reduced by administration of an
'anti-cancer agent, the agent can be used as a treating agent and, when reduction in the platelet
number due to administration of an anti-cancer agent is expected, the agent can be used as a
preventive. When platelet reduction is expected at cardiovascular (such as heart blood vessel) surgical
operation, the agent can be used as a therapeutic agent and/or a preventive.      Herein, the "platelet
production is regulated" includes I) increase in the decreased platelet number, 2) maintenance of the
platelet number which will be decreased, and 3) reduction in a decreasing degree of the platelet
number. [00091      A preferable suhstituent group of it' to 1(.2 of the compound represented by the
formula (I) is represented by (Ia) to (In). A compound of a possible combination thereof is preferable.
RI is (la) preferably a halogen atom or C -CS alkyloxy, (lb) more preferably a fluorine atom or
methyloxy, and (lc) most preferably methyloxy. R2 is (id) preferably Cl-Cs alkyl, and (Ie) more
preferably Cl-C6 alkyl. R8 is (If) preferably Cl-C8 alkyl, and (Ig) more preferably Cl-CO alkyl. R4 and
R5 are both the same, and are (Ih) preferably a fluorine atom or a chlorine atom, and (Ii) more
preferably a chlorine atom.      R6 is (Ii) preferably Cl-C3 alkyl or Cl-C3 alkyloxy, (Ik) more preferably
CI-C3 alkyl, and (I1) most preferably methyl.      Optical rotation of an optical isomer is (lm) preferably
(-0 or 0, and (In) more preferably (-). 10010]      In addition, as the optically active compound
represented by the formula (I), the following optically active compound is preferable.  



[Chemical formula 51    wherein Me represents methyl; *indicates that a carbon atom marked with an
asterisk is an asymmetric carbon, [Effect of the invention] [00111      Since an optically active
4-phenylthiazole derivative having a strong thrombopoietin receptor antagonist activity exhibits a high
oral absorbability or/ and a high in vivo activity, and has a high safety, a pharmaceutical composition
containing the optically active il-phenylthiazole derivative as an active ingredient is useful as,
particularly, a platelet production regulating agent. In addition, a crystal has a high stability and/or a
high purity, and an intermediate has a high stability, and they are useful in producing a
4,-phenylthiazole derivative and/or producing a pharmaceutical composition. [0012]      The optically
active compound of the formula (I) can be synthesized by the following production methods A to F and
the like. Production method A [Chemical formula 61 wherein R1, R2, Rs, R4, R', and Rfiare as defined
in 1): R7 and Rs are each independently a chlorine atom, a bromine atom, or an iodine atom; R9 is a
fluorine atom, a chlorine atom, or a bromine atom; R" is Cl-CO alkyl. As a compound represented by
the formula (II) as a starting compound, a commercially available product can be used.      A
production method A is a method of producing an optically active compound represented by the
formula (I) from a compound represented by the formula (Ii) via the first step to the sixth step. The first
step is a step of treating the compound represented by the formula (II)  with magnesium in a solvent to
produce a Grignard reagent, and reacting the reagent with a compound represented by the formula:
R2 CHO (wherein R.' is as defined in 1)) to produce a compound represented by the formula GNO.
Relative to the compound represented by the formula (II), magnesium can be used at 0.5 to 2 mol
equivalents, and the compound represented by the formula: R2 CHO can be used at 0.5 to 3 mol
equivalents. As the solvent, tetrahydrofuran or the like can be used. A reaction temperature can be OT
to a reflux temperature of a solvent, and a reaction time can be 0.5 to 12 hours.      The second step is
a step of alkylating the compound represented by the formula (IV) by using an alkylating agent in the
presence of a base to produce a compound represented by the formula (V). Relative to the compound
represented by e formula (IV), the alkylating agent can be used at 0.5 to 2 mol equivalents and, the
base can be used at 0.5 to 5 mol equivalents. As the solvent. N,N-dimethylformamide, tetrahydrofuran
and the like can be used alone, or by mixing them. As the base, sodium hydride, sodium hydroxide,
potassium hydroxide, potassium carbonate, cesium carbonate and the like can be used alone, or by
mixing them. A reaction temperature can be -10T to a reflux temperature of a solvent, and a reaction
time can be 0.5 to 12 hours. 



The third step is a step of treating the compound represented by the formula (V) with isopropyl
magnesium chloride in a solvent to produce a Grignard reagent, and reacting the reagent with a
compound represented by the formula: X'C(=0)-CE12-R9 (wherein R2 is as defined above; X is a
halogen atom) to produce a compound represented by the formula (VI). Relative to the compound
represented by the formula (M), isopropyl magnesium chloride can be used at 0.5 to 2 mol
equivalents, and the compound represented by the formula: R2-C1-12-C(=0)-X (wherein R9 and X are
as defined above) or the formula: Re-CH2-C(=0)-N(Me) (0Me) (wherein R is as defined above; Me is
methyl) can be used at 0.5 to 3 mol equivalents. As the solvent, tetrahydrofuran or the like can be
used. A reaction temperature can be Ole to a reflux temperature of a solvent,and a reaction time can
be 0.5 to 12 hours. The fourth step is a step of reacting the compound represented by the formula 10
(VI) with thiourca in a solvent to produce a compound represented by the formula Relative to the
compound represented by the formula (VI), thiourea can he used at 0,5 to 2 mol equivalents As the
solvent, methanol, ethanol, propanol, isepropanol and the like can be used alone, or by mixing them. A
reaction temperature can be 20C to a reflux temperature of a solvent, and a reaction tune can be 0.5
to 48 hours. The fifth step is a step of reacting the compound represented by the formula  (VII) with a
compound represented by the formula (IX) obtained in a Production method B to produce a compound
represented by the formula (X). The present step can be conducted by using the same method as the
method described in the fourth step of an A method of International Publication WO 2005/014561.
The sixth step is a step of producing a compound represented by the formula (I) by hydrolyzing the
compound represented by the formula (20 in a solvent. The present step (Mil he conducted by using
the same method as the method describe in the fifth step of an A method of international Publication
WO 2005/014551.      The compound obtained in each step can be isolated and purified by a general
method such as silica gel column chromatography, recrystallization, and/or distillation. Alternatively,
the resulting compound can be also used in a next reaction without purification. When the compound
obtained in each step is a racemic compound, an optically active compound is obtained by column
chromatography using a chiral column, and each step may be also performed using it.  Production
method B [Chemical formula 7] R4   R40 R10 p. R5 (IX)  



As a compound represented by the formula (VIII.) as a starting compound. corn morcially available
product can be used      A production method B is a method of producing a compound represented by
the formula (IX) from the compound represented by the formula (VIII). The compound represented by
the formula (IX) is subjected to the fifth step of a produ.ction method A, and is further subjected to the
sixth step, thereby, the compound represented ha' the formula (I) can be produced. The present step
can be conducted by using the same method as the method described in the second step of an A
method of International Publication WO 2005/014561 The compound obtained in each step can be
isolated and purified by a general method such as silica gel column chromatography, recrystallization,
and/or Alternatively, the resulting compound can be also used in a next reaction without purification.
Production method C [Chemical formula 81    wherein lit, U2. P), R4, U6, and Et6 are as defined in 1)
P0 is as defined in production method A. As the compound represented by the formula WILD as a
starting compound compound produced by a production method A can be used. A production method
C s a method of producing the compound represented by the formula (7) from the compound
represented by the formula, (VII) via the first step and the second step. The compound represented by
the formula (X) can be subjected to the sixth step of a production method A to obtain the compound
represented by the formula W.  In the first sten, using the same method as the fifth step of a
production method A, the compound represented by the formula (XI) can be obtained by reacting the
compound represented by the formula (V11) and the compound represented or the formula (VIII). In
the second step, using the same method as n production method B, the compound repre.sented by
the formula (X) can be obtained from a compound represented by the formula (XI). The compound
obtained in each step can be isolated and purified by a general method such as silica gel column
chromatography, recrystallization, and/or distillation. Alternatively, the resulting compound can he also
used in a next reaction without purification. When the compound obtained in each step is a racemic
compound, an optically active compound is obtained by column chromatography using a chiral
column, and each step may be also performed using it. Production method D [Chemical formula 9;
wherein RI and 0 are as defined in 1): R7 and R5 are as defined in a production method A. As the
compound represented by the formula arl as a starting compound, a commercially available product
can be used,      A production method D is a method of producing the optically active compound
represented by the formula (IV) from the compound represented by the formula (II) via the first step
and the second step. By subjecting the optically active compound represented by the formula (TV) to
the second step to the sixth step of the production method A, the optically active compound
represented by the formula (I) can he obtained.      The first step is a step of producing the compound
presented by the formula (TV) by treating the compound represented by the formula (II) with
magnesium in a solvent to produce a Grignard reagent, and reacting this with a compound
represented by the formula: E2-C(g--0)-X (wherein R2 is as defined in 12; X is as  



defined ase) or the formula. R2-C(v0)-N(Me) (0Me) (112 is as defined in 1): Me is methyl). Relative to
the compound represented by the formula (In, magnesuun can be used at (.5 to 2 mei equivalents,
and the compound represented by the formula: R2-C(=0)-X wherein R' is as defined in 1); Xis as
defined as above or the formula: R2-C;(=0)- N(Ale) (0.:Vie) wherein T.' is as defined in I): Me is methyl
can be used at 0.5 to mol equivalents. As the solvent tLtrahydrofurnn cr the like can he used A
reaction tmnperature can be 0-0 to a cc flux temperature of a s.olven time can be12 hours.      The
second step is a step of asymmetric-reducing the compound represented by the formula (III) with an
asymmetric reductive reagent in a solvent to produce the compound represented by the formula (IV).
By subjecting the compound represented by the formula (I11) to the third step to the sixth step of the
production method A, the compound represented by the formula (I) can be obtained. Relative to the
compound represented by the formula GM, the asymmetric reducing reagent can be used at 0.5 to 2
mol equivalents. As the solvent, toluene, tetrahydrofuran and the like can be used alone, or by mixing
them. As the. as..ymmetric reductive reagent, R-CBS or the like can he used. R-CDS is an optically
active compound represented by the formula: [Chemical formula 101 C/E4 Ph N-/    fl-Ph 2-0 Me/
wherein Me is methyl; Ph is phenyl. A reaction temperature can be -20C to a reflux temperature of a
solvent, and a reaction time can he 0.5 to 12 hours. The compound obtained in each step can b
isolated and purified by a general method such as silica gel column chromatography, recrystallization,
and/or distillation. Alternatively, the resulting compound can be also used in a next reaction without
purification. Production method  {C he ical form11    wherein Rand Ft, are as defined in 11 ifti 1
0production method A: RH is a bronnne atom or a iodine atom. 



As a compound represented by the formula (KID as a starting compound, a commercially available
product can be used.      A production method E is a method of producing a compound represented by
the formula ()CFO from the compound represented by the formula (XII.) via a first step and a second
step.      The first step is a step of producing a compound represented by the formula (X1E.0 by
diazotizing the compound represented by the formula (XII) with sodium nitrite in a solvent in the
presence of an acid, reacting this with alkyl acrylate, and ozonolysis the resulting compound. Relative
to the compound represented by the formula (XI1), sodium nitride can be used at 0.5 to 3 mol
equivalents, and alkyl acrylate can be used at 0.5 to 3 mol equivalents. As the solvent in diazotization
acetone or the like can be used. As the solvent in ozonolysis, dichloromethane or the like can be used.
in diazotization and ozonolysis, each independently, a reaction temperaturen be - 78'C to a reflux
temperature of a solvent, and a reaction time can be 0.5 to 12 hours. In the second step, using the
same method as a production method B, the compound represented by the formula (XIV) can he
obtained from the compound represented by the formula (XII1). The compound obtained in each step
can be isolated and purified by a general method such as silica gel column chromatography,
recrystallization, and/or distillation. Alternatively, the resulting compound can be also used in a next
reaction without purification.  I.Cheniica :(0 iva 12] 0 P'i0 Eeliii !N(X-rv)R2N step"C)1'S (VII)(X) wherein
RiR3,1.1', R.5 and R5 are as defined in l); R" is as defined ni a production metnod A; R'' is a bromine
atom or an iodine atom. As the compound represented_ by the. formula (VII) as a starting oompo and,
the compound produced by a production method A can be used. A production method F is a method of
condensing the compound represented by the formula (Vii) and the compound represented by the
formula (XIV) to produce the compound represented by the formula (X). By subjecting the compound
represented by the formula (X) to the sixth step of a production method A, the compound represented
by the formula (I) can be obtained. The present step can be conducted by using the same method as
the method described in the second step of C method of International Publication WO 2005/014561.
The compound obtained in each step can be isolated and purified by a general method such as silica
gel column chromatography, recrystallization, and/or distillation. Alternatively, the resulting compound
can be also used in a next reaction without Purification. Alternatively, an optically active compound is
obtained by column chromatography using a chiral column, and each step may be performed using it.
[0013] Regarding the crystal of the optically active compound represented by the formula (I) produced
by the aforementioned production methods, the crystal of the optically active compound represented
by the formula (VII), and the crystal of the compound represented by the formula (IX), a X-ray
diffraction pattern can be obtained by powder X-ray diffraction. Since the crystal is stable is easily
handled for performing the above production steps, or producing a pharmaceutical composition
containing, as an active ingredient, the optically active compound represented by the formula (I), ana
has a high purity, it is a useful crystal for producing a pharmaceutical composition. Regarding the
crystal of the optically active compound represented by the formula (1), the crystal of the optically
active compound represented by the formula and the crystal of the compound represented by the
formula (IX), is X-ray diffraction pattern  



is shown in Examples 3 to 5 described later (X-ray diffraction measurement. cm vacuum tube Cult
a-ray, tubular voltage 40 Itt, tubular current 40 mA or 50 mA, dsin 0 = nb En is an integer, d is spacing
(unit: Angstrom), E) is diffraction angle ion These crystals are characterized ny values of each
diffraction angle or spac, [0014]      Herein, examples of the "pharmaceuCically acceptable salt"
include salts with alkali metals (such as lithium, sodium, and potassium), alkaline earth metals (such
as magnesium and calcium), ammonium, organic bases and amino acid, or salts with inorganic acids
(such as hydrochloric acid, hydrobromic acid, phosphoric acid, and sulfuric acid), and organic salts
(such as acetic acid, citric acid, =led acid, fum.aric acid, henzenesulfonic acid, and p-toluenesulfonic
acid). These salts can he formed by normally performed methods. Herein, the ''solvate" includes, for
example, a solvate with an organic solvent, a hydrate and the like. When a solvate is formed, the
compound may be coordinated with an arbitrarily number of solvent molecules. [0015]      The present
pharmaceutical composition exhibits excellent thrombopoietin receptor agonist activity as described in
Test Examples descried later, and can be used as an agent (platelet production regulating agent for
morbidity of a blood disease accompanied with an abnormality of the platelet number such as
thrombocytopenia tithrombocytopenia after hematopoietic stem cell transplantation (such as bone
marrow transplantation) and the like, thrombocytopenia after chemical therapy, hypoplastic anemia,
myelodysplastic syndrome, acquired thrombocytopenia such as idiopathic thrombocytopenic purpura
and the like, congenital thrombocytopenia such as thrombopoietin deficiency and the like, virus
pneumonia (such as hepatitis C and the like), other hepatic disease (hepatocirrhosis.)) and the like.
The composition can be used for treating and/or preventing an abnormality of the platelet number due
to administration of an anti-cancer agent for hematopoietic organ tumor, solid tumor or the like. The
composition can be used for treating and/or preventing thrombocytopenia at surgical operation such as
cardiovascular system (such as heart blood vessel) or the like.      When the present pharmaceutical
composition is administered to a human for the Purpose of treating the above diseases, it can he orally
administered as powders, granules, tablets, capsules, pills, solutions or the like, or can be parenterally
administered as iniectables, suppositories, transdermal absorbing agents, inhalation or the like. In
addition, an effective amount of the present compound is mixed, if necessary, with pharmaceutical
additives such as excipients, binders, wetting agents,  disintegrating agents, lubricants, or the like
which are suitable for its dosage form, thereby., a pharmaceutical preparation can be obtained. In the
case of injectables, the compound together with a suitable carder is subjected to sterilization treatment
into preparations.      A dose is different dependong on the stage of a disease, an ad.ministration ioute,
an age or a weight of a patient and: when orally administered to an adult, is usually 0.01 to 100
mg/kg/day, preferably 0.02 to 10 mg/kg/clay, most preferably 0.05 to 5 mg/kg/day. [00161      The
present invention will be explained in more detail below by way of Examples and Test Examples, but
the present invention is not limited thereto. In Examples, the following abbreviations are used. E-CBS]
Optically active comuound represented by the formula: [Chemical formula 13] Ph Ph 13 0 Me/ wherein
Me is el; Ph is phenyl. Me: Methyl DNIF: N,N-climethylformarnide TEIF! Tetrahydrofuran
Dimethylformamide HPLC: High pressure liquid chromatography [Examples] [00171 



Reference Example 1: Synthesis of (RS)-([E.)-3-(2,6-clichloronl-{4[[2-methyoxy-3-(1-
methyloxyheptyLipheryllthiazol-2-ylcarharnovlleehenyn-2-metnyl acrylic acid 03-E  IChemical formula
141    T -Pc) N. 21Br4    Fourth step OMe Me' Fifth step  A-1 H Me ' Me'd-) ame B-1 First step:
Synthesis of (RS)-2-bromo-6-(1-hydroxyheptyDanisole       To a THF solution of 2,6-dibromoanisole
(10 g, 37.6 mmol) was added Mg (0.90 g, 37.6 mmol), and the mixture was heated and stirred at 40C.
Under ice-cooling, nhe.ptanal (17.2 a., 41.3 =top was added dropwise. Aqueous hydrochloric acid
solution was added to the reaction mixture, this was extracted with ethyl acetate, and the solvent was
distilled off to obtain 8.95 g of a compound (1). NIVik (CDC13) 8 ppm: 7.45 - 7.48 (m, 111), 7.35 - 7.38
(in ,1H), 7.01 (t, 111, 8.1 Hz) ..96 - 5.00 (m,3.88 (s, 3H), 1.70 - 1.80 (m, 211), 1.25 - 1.63 (in ,811),
0.85 - 0.90 (m, 3H) Second step: Synthesis of
CELS)-1-bromo-2-methyloxy-3-(1-methyloxyhentyDbenzene (2) 



(RS)-2-bromo-6-(1-hydroxyheptvOanisole. (1, 5.86 g, 17.8 mmol) obtained in the first step and
iodomethane (2.0 g, 21.3 mma were dissolved in THE', and sodium hydride (0.78 g, 19.6 mmol) was
added thereto under ice-cooling. Under ice-cooling, hydrochloric acid was added, followed by
extraction with ethyl acetate. After the solvent was distilled off, the residue was purified by silica gel
chromatography to obtain 4.92 g of a compound (2). NAIR (CDCI3) 8 ppm: 7.46 (6.,8.1 Hz), 7.33 (d,
111, J = 4.5 Hz,), 7.02 (t. 111, 3 =  7.5 Hz), 1.52 ((Id, 1H, 3 = 7.5 Hz, 3 = 1,8 Hz). 3.85 ( s, 31-L, tL2l
(s. 3E), 1.27 - 1.80 ( Pri, 0.84 - 0.90 K r, . 3H) Third step: Synthesis of (118M2-chlorm 1- I
meMbyiexy(E. methyloxypeptypuhenyllethanone (3)      To a THY solution of (RS)-1-bromo-2-a e
hvloxy-3-(1-methyloxyhe.pty1)1..nzen (' 6.3 g, 20 mmol) obtained in the second step was added
dropwise 2IV isepropvlinagnesium chloride (20 mL). 2-Chlore-N-methvloxt'-N-rnethvlacecamide (5.5
ar..) was added thereto, and the mixture was stirred at room temperature. To the reaction solution was
added :mucous hydrochloride acid solution, followed by extraction with ethyl acetate. After the solvent
was distilled off, the residue was purified by silica gel chromatography to obtain 2.80 g: of a compound
(3). NiviR (C.10C1) 8 ppm: 7.58 - 7.61 (m, 1H), 7.51 - 7.54 (m, 1H), 7.22 - 7.27 Gm 1H),72     211, J =
20.8 Hz, 15.9 Hz), 1.54 (dd., 1H, U = 8.1 Hz, 1.8 Hz), 3.78 (s, 3H). 3.22 (s, 3H), 1.14 - 1.77 (m, 10ET).
0.84 - 0.90 (no, 3H) Fourth step: Synthesis of (IIS)-4- 2-methyloxy-3-( Inthyloxyhep Dph enyl tl zol -2-
ylamine (A-1)      (R8)-2-chlore,-1-[2-methyloxy-3-(1-methyloxypeptyl)phenyliethanone (3, 0.28 g, 0.89
num& obtained in the third step and thiourea (0.10 g, 0.89 minct were dissolved in ethanol, and the
solution was heated and stirred. To the reaction solution was added an aqueous saturated sodium
bicarbonate solution, followed by extraction with ethyl acetate. Afer the solvent was distilled off, the
residue was purified by silica gel chromatography to obtain 0.23 gi of a compound (A.-1). lIMIt (CDChi)
8 ppm: 7.75 (dcl, 11-1, J = 1.8 Hz, 7.5 Hz), 7.34 (dd. J = 1.8 Hz, 7.5 Hz, 1H), 7.19 (t, 1-H, 3 = 7.5Hz),
7.08 (s, 1H), 5.41 (ars, 2H), 1.57 - 1.610m, 11-1), 3.65(s, 3H), 3.23(s, 3H), 1.24 -177(in 10H), 0.84 -
0.89 (m, 31-i) Fifth step. Synthesis of (RS)-(E)-3-1,2,6-dichloro-4-{4-i2-metnyloxyl-3M1
methyloxybeptyliphenylithiazol-2-ylcarbamoyUpheny1)2imethylacrylic acid (B-1)      To a DIVIF Ku
miL) solution of (R8)-4-(2-methyloxy-301- methylomiTheptyl)nhenylithiazol-2-ylamine (A-1, 330 mg)
obtained in the fourth step, ethyl 3-(4-brome-2,6-dichlorophenyn-2-methylacrylate (4, 338 mg)
synthesized in Reference Example 18 described later, and dichlerobistriphenylphosphinepalladium (42
mg) was added triethylamine (0.56and the mixture: was stirred at 850 for 16 hours undei the carbon
monooxide. atmosphere. The reaction solution was added to water, followed by extraction with ethyl
acetateThe org.anic layer was washed with water, washed with an aqueous saturated sodium chloride
solution, and dried 20  with magnesium sulfate. After the soh\Tent was distilled off, purification hr
column chromatography (hexane ethyl acetate = 4 1) afforded 540 mg of a solid. This solid was
dissolved in THF (3 mid, methanol (3mL). and a 2 moIlL sodium hydroxide aqueou s solution (3 m1,)
were added, and the mixture was stirred at room temperature. The reaction POlution was made acidic
with hydrochloric acid. foil owed by extraction with ethyl acetate. The organic layer was washed with
water, washed with an aqueous saturated sochurn chloride. solution, and dried over magnesium
sulfate. After the solvent was distilled off, recrystalliz,ation with ethyl acetate afforded. 370 mg of a
compound (B-1). NNW (L)111180-do) 6 ppm: 12.99 (ins, 111), 8.29 (s, 2H), 7.91 (id, 1E4 3 = 2.1 Hz,
7.2 Hz), 7.72 is, 1H), 7.41 (1, 111), 3 = 1.5 Hz), 7.24 - 7.33 Km, 2H), 4.55 - 4.60 (fri, HE, 3.62 Ks, 3H),
8.16 (s, 311), 1.69 Ks, 311), 1.25 - 1.69 (m.,  101-T), 0.82 - 0.87 (in, 3H) [0018)       Using the same
method as the synthesis method descriheci in Reference Example 1., compounds (A-2) to (41-16),
and compounds (B-2)) to 03-1G) were synthesized. Reference Example 2: Synthesis of
(litS)-(E)-3-(2,6-dichloro-4-1t4n2-methyloxy-3-0-
pentyloxyeihyllphenylithiazol-2-ylcarbamoyilpheny0-2-methylacrylic acid (-3-2)
(RS)-4-1-2-methyloxy-3-(1-pentyloxyethyl)phenyilthiazol-2-ylamine (A-2) NMI; (ODC110) a ppm: 7.74
Odd, 1H, I = 2.1 Hz, 7.8 Hz), 7.41 (dd. lll, J = 2.1 Hz, 7.8 Hz,), 7.19 (1,, 111, 4 ss 7.8 Hz)), 7.07 Ks,
114), 5.49 (his, 2H), 4.85 (g, 1H, I = 6.2 Hz), 3.65 Ks, 3H), 3.28 - 3.33 Km, 2H), 1.54 1.58 (m,1.45 (d.
31$, I = 6.6 Hz), 1.24 - 1.30 



Km, 41i)), 0.83 - 0.90 (m, 3H) Compound KB-21 NMEt (DNISO-d6) 3 ppm: 8.32 is, 211), 7.65 (s, 1T4),
7.48' 7.60 Km, 211), 7.43 (s, 111), 7.28 - 7.27 (m, 111), 4.87 (g, 111, J = 6.5 Hz), 3.55 (s, 3H), 1.87
Ks, 311), 1.55 - 1.62 (m, 2}1), 1.40 (4, 311, 7 = 6.3 Hz), 1.26 - 1.38 (m, 4H), 0.86 - 0.90 (in, 31-1)
Reference Example 3: Synthesis of (P,S)(E)-3-(2,6-dichloro-4-4-{3-0-nexyloxyothyt)-
2-methvloxyphenylithiazol-2-yicarhamoynphenyl)iethylacrylic acid KB-3)
(RS)-4-[34.1-nexyioxyethyl)-2-inethylcxyphenylithiazol-2-y]amine (3-3) >WE. (CDC18) 6 ppm: 7.75
(dd, 1H, U -= 1.2 Hz, 7.8 Hz), 7.41 (dd. 111, 7 = 1.27.8        7.20 (t, 1H, 3 = 7.8 Hz), 7.09 Ks, 1H), 5.48
Gins, 2H), 4.85 (q, 149, I -= 6.0 Hz), 3.66 (s, 3H), 3.28 - 3.33 Km 2H). 1- 1.59 Km. 211), 1.45 Kd, 8H, 4
= 6.3 Hz,). 1,24 - 1.31 Km, 6H), 0.85 - 0.89 Cm, 3H) Compound KB-3) Nha WhISO-d6) 5 ppm: lz.97
(his, 1II), 8.29 is, 21T), 7.90 (dd. 111, 3 = 1)8 Hz) Hi* 7.72 (s. 111), 7.33 7 4(1 Km. 2H). 7.26 Ko 1H, I
= 7.5 Hz), 4.82 Kg, lB..3 = 6  3.62 (s, 311) 3.16 - 3.37 Gr, 21E, 1.69 (s, 3H), 1.18 - 1,51 (m. 111E,
0.82-0.87 (m, 3H) Referne{: Example 4: Synothesis of (E8)-(E)-3-(2,6-dichioro-41-1-2-mothylaxy-3-(1-
methytoxyhexyl)phenylithiazol-2-ylcarbamoyHpheny1)-2-methyiacrylic acid (1-4) IdMR (CDCI3) 3 ppm:
7,75 (dd. 111. 3 = 1.8 Hz, 7.8 Hz), 7.34 (dd, 111, 3 = 1.8 Hz, 7.8 Hz), 7.19 (t, 111, 3 = 7.8 Hz), 7.08 (s,
111), 5.48 (brs, 211), 4.57-1,61 Cm, 1H), 3.65 311), :123 (s, 311), 1.26 - 1.77(m 811), 0.85 - 0.9(1 Km.
3 TI) Compound (B-4) NMll (DNISO-d6) S ppm: 12.98 (bra, 111), 8.29 Ks, 2T1), 7.91 dci. 111, 3 = 2,4
Hz. 7.5 Hz), 7.72 is, 111), 7.40 Ks, 111), 7.24 - 7,33 Km, 211), 1.56 - 4.60 Km, 111), 3.62 (s, 31E, 3.16
is, 311), 1.69 (s., 311), 1.25 1.69 (in, 8H), 0.8$ - 0.88 (m. 3H) Reference Example 5: Synthesi of
(RS)-(E)-(2,6-dichloro-4-{1-[3- 1 thylexyhAx9
methyloxyphonyllthiazoi-2-ylcarbamayl}pheny).)-2-methylacrylic add (B-5) S)-4-(1 -
methyloxyhexyl)-2-methyloxyphonyli thiazol-2 -ylamine (A-5) NMR (CD(212) 5 ppm: 7.73 (dd. 111, 3 -=
1.8 Hz, 7.5 Hz), 7.38 (dl, 1H, I = 13) Hz, 7.5 Hz), 7.18 Q., 111, 3 = 7.5 Hz), 7.07 1,F,, lin, 5.48 (bre,
2H),66 - 4.70 &a, lEE, 3.64 (s, 311), 3.31 - 3.42 (m, 211), 1.16' 1.78 (m, 11H), 0.85 - 0.90 Km, 311E
Compound (B5) NME CMISO-d6) S ppnY 12.97 Kbrs 111). 8.99 (S.., 2111F, 7.89 (Id, 111= 1.8 Hz, 7.8
Hz), 7.7: (s, 11-T), 7.22 - 7.40 Km, 41E, 4.65-4.69 Km, 1H), 3.58 (d:, 3H), 3.1 7(d, 211, 4 = 4.5 Hz),
1.69 (P,, 31E, 1.03 - 1.69 Km, 1111), 0.84 - 0.88 (m, 311) Reference Example 6: Synthesis of
(RS)-(E)-3-(2,6-dichloro-4-{413-(1-ethyloxypen
2-methyloxyplieny1Jthiazoi-2-y1carbamoy1}pheny1)-2-methylacrylic acid KB-6)
(RS)-443-(i-ethyloxypenty1)-2-methyloxyphenylithiazo32-ylamine (A-6) NAIR. (CDC12, ) 5ppm: 7.75
(Aid, 111, J = 7.5 Hz, 1.8 Hz), 7.34 ((id, 111, J = 7.5 Hz, 1.8 Hz), 7.15 Kt, 111, J = 7.5 Hz), 7.08 is,
1H), 5.26 (brs, 211), 4.67 - 4.70 (m 111), 3.64 (s, 311), 3.27 (q., 2E1,= 7.0 Hz), 1.56 - 1.68 Km, 21E,
1.20 - 1.50 (m, 411), 1.10 (1, 311, I = 7.0 Hz), 0.85 it, 311 4 = 7.0 Hz) 



Compound (E-6) NME (DIVIS0-46) 8 ppm: 12.98 (brs, 111), 8.28 (s, 211), 7.92 (d. 111,= 7.5 Hz), 7.71
(s, 11i), 7.41 (s, 111), 73)3 (d, 111, 3 = 7.6 Hz), 7.25 (1, 11-I, I = 7.6 Hz), 4.67 Kt, 111,= 6.5 Hz), 2.60
(,=,3.76= 7.0 Hzd, 1.68 Ks, Plfd,), 1.56 - 1.68 !,m, ()LI), 1,90 - 1.56, (m, 411), 1.10 (t, 211, I = 7.0 Hz),
0.85 it, 3E1, J = 7.0 Hz) Reference Example 7: Synthesisi of (RS)-(E)-3-(2,6-alchioro4-v 2-rnethykrx"
propyloxynent=nphonylithinzol-2-ylcarbarnoynphenyl)-2-methylacryin acid (M7)  ERS)-4-12-m
ethyloxy- -(1-propyloxyp enty-)ph on y11 thi azol- 2-Ylam ins (A - NMR, (cmcio 5 npm: 7.75 (de:, 111,
3 -= 7.5 Hz. 38 Hz), 7.34(dd, 111.7.5 Eiz, HE Hz), 7.15 (t, 11,-T, 4 = 7.5 Hz), 7.08 Es, CH). 5.26 aprs,
SIT), 4.67 - 4.70 Ern, 1H), 3.64 (s, 311), 3.27 Eek, 211, 3 = 7.0 Hz). 1.56 - 1.68 Cm. 2B), 1.50 - 1.60
(m. 211). 1.20 - 411), 0.87 Et, 311, 3 = 7.0 Hz), 0.85 (t, 311, 3 = 7.0 Hz). Compound (B-7) NMR
(BM50-d6) 6 Dpm: 12.08 (brs, 111), 8.28 (s, 21-1), 7.90 Ed. 111, 3= 7.5 T-17:), 7.71 (s, 111-1), 7.41 E.
111). 7.33 Ed, 111, 3 = 7.6 Hz), 7.25 Et, 111., 3 = 7.6 Ez), 4.67 (t, 1TI. J = Hz), 3.61 Es. 311), 8.20 Et"
27, 3 = 7.0 Hz), 1.68 (s, $1I), 1.56 - 1.68 (m, 211), 1.50 - 1.60 Em. 2H) 1.20 -1.50 (,,m, 4H), 0.90 (t,
311, 3 5- 7.0 Hz), 0.85 Ec, 3H, J = 7.0 Hz). Reference Example 8:
SynthesisS)-(15)-3-(2,6-clichioro4-:4-[3-(2,2-dimethylpropy1-
1-ethy1oxy)-2-methyioxyphenyl]thiazol-2-yicarbamovilphenyn-2-methy1acrylic acid, (R-8) ER,S
4-18-(2 dl.'ethyioxyH2'methyioxyphenyllthiazoh2-v]amine ol-2-ylam (A-8)  NW. (01)013) 6 ppnY 7.73
(cid, 1H, 3 = 7,5 Hz, 1.8 Hz), 7.34 (cid, 111, 3 = 7.5 Hz, 1.8 Hz), 7.13 (t., 181, 3 -= 7.5 Hz), 7.08 63,
LW, 5.26 (hrs, 211.), 4.37 Es, 1M, 3.60 Es, 311), 8.22 - 3.38 (m, 2M, 1.08 Es, 3H, 3 = 7.0 Hz), 0.90 (s,
Comptiond 11-8) NNW,. (DMSO-d6) S ppm: 12.98 Ehrs, 111), 8.28 (s, 211), 7.90 Ed, 111, 37.5 Hz),
7.68 (s,1I-U, 7.40 Es, 111), 7.29 Ed, 111, 3 = 7.6 Hz), 7.25 (t, lU, 3 = 7.6 Hz), 4.40 (s, 111), 3.61 (8.,
311), 3.30 (q, 211, 3 us 7.011z), 1.68 Es, 311), 1.15 (t., 311, 3 =5- 7.0 Hz), 0.89 is, 911) Reference
Example 9: Synthesis of RS)-(E)-3-(2,6-dichlaro-444-[3-(2,2-dimethyl-1-
propyloxypropy0-2-methyloxyphenynLhiazol-2-ykarbamoyikphen0-2-methylacrylie acid 0.3-9)
ropyloxypropy1)-2-methylox hethiazol 2-ylamine (A-9)  NAIR (..CDC13) a? ppm: 7.74 Ede, 111, J = 7.5
Hz, 1.8 Hz), 7.32 (dd, 1H, = 7.5 Hz, 1.8 Hz), 7.13 Et, 1H, 3 -= 7.5 Hz), 7.08 Es, 111), 5.26 (bra, 2K1,
4,37 Es, 1.11), 3.60 Es, OH), 8.22 8.38 Cm, 211), 1.56 - 1.66 Ern, 2H), 0.93 Cc., 311, 3 = 7,0 Hz),
0.90 Es, Compound (1B-9) 



Is515/11-t. (DIVISO-d6) 5 ppm. 12.98 O'srs, 1H), 8.38 1s,7.92 Ed. 1H, 3 = 7.5 Hz), 7.68 (F.:1M, 7.40
Es, 111)" 7.33 Ed, 1H, 3= 7.6 Hz), 7.27 (0,= 7.6 Hz), 4.40 Es, 111), 3,6) , 3H), 3.20 Et, 211, 3 ss 7.0
Hz). 1.68 Es, 381), 1.55-1.65 Ern., 211), 0.90 ct, 311, 3 = 7.0 Hz), 0,87 is, 9H),  Referer..(y:T Example
10: Synthesis of L.SHE)-3.332,6-dichioro3-)1 [2-met _1"7.-(1-
nropyloxybutyll'inhenylithiazol-2-ylearhamoyl;pnen0-2-methylacrylic acid 0:`,- I 0')
(R8)-4-[2-methyloxy-3-(1-prooyloxybutyl)phenyllthiazol-2-ylamine (A-10) NMR (CD C ) 6 ppm: 7.74 (L
1 = 2.5 13,7, lin, 7. =pc; (d, 1T-T, cr = 7.8 Hz,), 7.20 r 1E, 3 = 7.5 Fr z), 7.08 is, 1143 5.15 (bra, 2E1).
4.67 - 4..74 (m, HD, 3.64 (s, 3133 3.19 - 3.36 in], 211), 1.50 - 1.80 cm, 611), 0.86 - 0.98 (m,
Compound (B-10) NMR (DMSO-36) 6 ppm: 13.00 (bra. 231), 8.29 Cs, 2133 7.90 (d, III, 3 = 7.5 Hz),
7.72 (s, 111), 7.24 - 7.43 (m, 3111. 4.65 4.72 Cm, 11-i), 8.61 Cs, 3373 3.23 (t, 211, = (03 Hz), 1.30 -
1.80 (ni, 9113 0.84 - 0.98 (in, 6In Reference Example 11: Synthesis of CRS)-(E)-3-34-34-3-0-butyloxyt
methyioxynhenylithiazol-2-yicarbamoyil-2,6-dichloropheny1)-2-methylacryl acid (B11)
(RS)-4-[3-(1-butyloxybuty1)-2-mothyloxyphenyntbiazol-2-ylamine (A- N.MR (CDCL) 6 ppm: 7(d, J = 7.5
Hz, 1E), 7.36 (d, 111, 3 = 7.8 Hz), 7.20 (t, 111, 3 = 7.5 Hz), 7.08 Cs, 111), 5.15 (his, 2E), 4.67 - 4.74
Cm, 111), 8.64 is, 311), 3.19- 3.36 Cm, 211), 1.50 - 1.80 Cm, 8E), 0.86 - 0,98 (no, 6B) Compound
(B-11) NAIR ODNISO-d6) 3 ppm 13.01 (bra, 2H), 8.29 Cs. 2H,1, 7.90 (4,111, 3 = 7.5 Hz), 7.7' (s, 111),
7.23 - 7.44 (m, 3371), 4.65 - 4.72 Cm, 1H), 3.61 Cs, 3E3 3.27 Ct., 211, 3 = 6.8 Hz), 1.30 - 1.78 (n,
113T3 0.88 - 0.98 Cm, 611) Reference Example 12: Synthesis of
(P,S)-(E)-3-(2,6-dichloro-4--1,4-[3-(1-ethyloxy-3-
methylbuty1)-2-methyloxyphenyhthiazol-2-ylearbamoyDpheny13-2-methylacrylic acid (3-12)
(RS)-448-(1-ethylo y-3 methyloxybt 1)--metoxyphemine - 12) N.NLE (CDCb, ) 6 ppm: 7.74 (d., 111, 3 =
7.5 Hz), 7.36 (d, 111, J = 7.8 Hz), 7.20 (t, 1E, J = 7.5 1-Is), 7.08 (s, 1H3 5.15 (his, 21-I), 4.76 - 4.84 (m,
111), 3.64 (s, 3H), 3.30 - 3.42 Cm, 211), 1.50 1.80 Cm, 61-I), 0.92 - 1.02 (m, 611) Compound (P313)
NMR (DNI80-d6) 5 ppm: 13.00 (brs, 211), 8.29 (s, 211), 7.90 (d, 1H, 3 = 7.5 Hz), 7.72 111), 2.23 - 7.41
(, 4.65 - 4.72 Cm, 1E3 8.68 (,s, 31-13 8.87 Ct, 8E, 3 = 6.3 Hz), 1.78 -1.90 Cn.111), 



1.60 - 74 (m, 411),1.30 -11-1), 1.1: Ct. 3M, 3 = 6.9 Piz), 0.97  $3I. 3 = 6.3 Hz.'. 0.93 (d, 31st. 4 = 0.3
Hz) Reference Example 13: Synthesis(hS)'-(E)-3-C%,6-dichloro-4-{4'[2-methvloxv 24
methyl-l-propyloxypropyl,p aenvli thiazo.i'2 vicarh am oyl}nhenyl.) - 'rne.thvlacrylic acid -13) (R.S)-4-
[2-methvioxy- 3-C2-mei-inf.] -1 pzcpvi.oxypro 1)phe2-yi am itle NAIR (CDC13) 3 ppm: 7.74111, 3 ss
7.5 Hz'), 7.36 (d., 1H. J7.8 Hz), 7.20 (t, 111. 3 = 7,5 Hz), 7,08 (s, 1H). 5.20 (11r),, 2H) 4.36 (a. 111,=
6.9 Hz), 3.60 (s, 8N). 3.15 - 3.31 (m, 211), 1.90 - 2.02 (in, 111). 1.50 - 1.63 (m, 211), 1.02 (d, 3H, 4=
6.6 Hz), 0.91 (t, 311, J = 7.5 Hz), 0.83 id, 311, J = 6.6 Hz) Compound (E-13) N.MR (DMSO-d6) 5 npm:
13.00 (brs, 2I1), 8.29 (s, 211), 7.88 (d, 111, 4 = 7.5 Hz), 7.70 (s, 111), 7,20 - 7.42 Km, 311), 4.38 (dz,
1E, 4 = 5.1 Hz), 3.60 (s,3.20 - 8.27 (m, 1.85 - 1.95 (m. 111), 1.69 Ks, 311), 1.44 - .55 Km, 211), 0.96
(d. 311, J = 4.8 Hz), 0.88 (t, 311, 3 = Si Hz), 0.81 id, 311, J = 5.1 Hz) Reference Example 14:
Synthesis of (RS)-(E)-2-(4-(443-(1-butyloxypropyl)-2-
methyloxyphenyllthiazol-2-ylcarbamoyn-2,6-dichkropheny1)-2-me(hylacrylic acid (B14)
(RS)-4-[8-(1-butyloxypropy1)-2-methyloxyphenylithiazol-2-ylamin 1:4MP. (CDC13) N. ppm: 7.78 (dd,
tH, 3 = 1.8 Hz, 7.8 Hz), 7.36 (dd., 1E, 4 = L8 Hz, 7.8 Hz), 7.17 (t, 111, 3 =7.8 Hz), 7.07 Ks, 1H), 5.39
Part,4.69 (in())). 311), 3.24 - 2.37 (m, 211), 1.80 - 1.86 (m, 611), 0.98 (t, 3H J = 7.5 Hz), 0.8931-1, 3 =
7.5 Hz) Compound (B-14) NKR (DMSO-d6) 3 porn: 13.00 (brs, 111), 8.29 (s, 211), 7.89 - 7.92 (m,
111), 7.72 (s, 7.40 (s, 1H), 7.23 - 7.84 (m, 2H), 4.57 - 4.61 Km, 1H), 3.61 (s, 311), 3.26 - 3.30 (m, 311),
1.69 Ks, 3H), 1.26 1.78 (m, 611), 0.92 H. 311, J = 7.2 Hz), 0.86 (t, 811, 3 = 7.2 Hz) Reference
Example 15: Synthesis of (RS)-(E)-3-(2,6-dichloto-4-{4-12-methyloxy-3-(1-
pentyloxypropyl)phenythinazol-2-yL3arbantoyl 4ihenyI)-2-methy1aervlic acid (E-15)
(RS)-4-[2-methyloxy-3-0-pentyloxypropypphenylithiazol-2-yiamine (A-15) NMR (CDC,13) F) ppm: 7.73
(d.d., 111, 3 = 1.8 Hz. 7.8 Hz), 7.36 (dd, 111, 4 -= 1.8 Hz, 7.8 Hz), 7.17 (It, 111, 3 = 7.8 Hz), 7.07 H.
111), 5.33 (brs, 211), 4.58 - 4.62 (m, 111), 3.64 (s, 



311), 3.23 - 3.37 (m, 2H), 1.22 - 1.56 (m. 811), 0.98 (t, 311, 3 = 7.2), 0.85 - 0.90 (m, 311) Compound
(B-15) NMR (DM80-d6) 3 ppm: 13.00 (brs, 1H), 8.29 (s, 21:1), 7.89 - 7.92 Km. 1E), 7.72 (s, 111), 7.40
(s, 111), 7.23 7.34 (m. 211), 4.56 - 4.61 cm, 111). 2.61 Ks, 3H). 8.25 - 8.39 Km, 3H), 1.69 (s, B.H),
1.18 1.77 Km, 811), 0.92 it. OH, 3 = 7.2 Hz), 0,85 (s, 311, 3 = 7.2 Hz)  Reference Example 16:
Synthesis of (HS)-(E)-3-(2.6-dichloro-4-i4-[2-methylox;\ met_tryloxy-5-methylhexyflphenyl Ithiazol
-2-vicarbamoyl}p henvii-2-methyiacryacir (P.- I 6) Coninound (B-16) NME (UMSO-del) a rpm: 12.9
(hrs, 230, 9.29 (a, IH), 7.89 - 7.92 (m, IF). 7.72(s, 131), 7.11 (s, ifl). 7.24 - 7.37 (m, 3H), 4.53 - 4.57 (m,
11-4), 3.61 (s, 311), 2.16 (a. 3H), 0.87 1.72 (m, 1631) Ileferemer:xample 17: Synthesis aj-(4-bron
2,5-dichlore methylacrylic acid ethyl (4) [Chemical formula 151    First step Synthesis of -bromo
2,6-dichiorobenzaldehyde (6)          romo-2,6-dichloroaniline (5, 80 g) was dissolved in acetone (.640
mL), and a 48% hydrogen bromide_ aqueous solution (120 mid) was added, followed by stirring at 017
A sodium nitrite (32 g) aqueous solution (i60 mil) was added dropwise thereto, Ins mixture was stirred
for 30 minutes, and methyl acrylate (200and water (200 mL) were added, followed by stirring for 1
hour. At room temperature, cuprous oxide (.2 0 was added, followed by stirring for 2 hours. The
reaction solution was extracted with ethyl acetate, and purified by column chromatography to obtain
methyl (E)-3-(4-bromo-2,6-dichlorophens/l)acrylate (48.5 0. Methyl
(E)-8-(4-bromo2,6-dichlorophenynacrylate (48.5 0 was dissolved in dionloromethane, an ozone gas
was introduced at -70T, and ozone oxidization was performed. To the reaction solution was added
dimethy: sulfide (40 mr__,), and this was extracted with ethyl acetate to obtain
4-bromo-2,6-dichlorobenzaldehyde (6, 37.2 g). NATE (03Cis) 3 ppm: 10.42 (s,7.58 (s, 231) Second
step Synhtesis of ethyl (E)-3-(4-bromo-2,6-dichlo op enyD-2 methylacrylate (4)
Triethylphosphonopronionate (26.3 0 was dissolved in THF (150 ML). a TI-IF solution of sodium
hydride (6.3 g), and 4-hromc-2,6-dichlorobenzaldehyde ce, 20 0 obtainect in the first step was addea
dropwise, and the mixture was stirred for 2 hours. The reaction solution was extracted with ethyl
acetate, and purified by column chromatography to obtlin ethyl W)-34.,1-bromo-2,6-dichlorophenyii'2-
methylacrylate (6, 21.2 Es) Melting point: 32C NME, (CDC]; ) 6 ppm: 7fc 0 211), 7.35 0. TED. 4.29
(a1.76 Ks, 311). 1.33 (t, 311, 3 = 7.C) Eli) [0019] 



Examph iSynthesisan-(13) -3- (2.6 -dichlorc -4-14-12-me thyloxy-
methyloxvheptyl)phenylithiazol-2-yloarbamoyliphenyp-2-methylacrylic acid (C-12) and
(,S)-(E)-3-(2,6-dichloro-4-ft[2-methyloxy-3-(1-methyloxyhentvppnenylithiazol-2-
vIcarbarncyl,Hheny0-2-inethylacrylic acid (10-1B)
(R.SHE'J-3-(2,6-dichloro-4-14-[2-mothylaxy-3-(1-mothyloxyhoxyl)phenylithiazol-2-
ylcarbamoyl}phony1)-2-methvlacrylic acid (D-1) obtained in Reference Example I was separated by
HYLC, column 0J-REI (registered trademark) manufactured by nAicEL (,,as an eluting solvent, a
mixed solvent of acetonitrile, water, and trilluoroacetic acid) was to obtain an optically active
compound (C- 1A) and an optically active compound (C-1.B). Optically active compound (C -1A)
Melting point: 162-164T NMR (DM.SO-d6) a ppm: 12.99 (bra, 111), 8.29 (s.., 213), 7.91 (dd, 111, S =
2.1 Hz, 7.2 H7,), 7.79 (s, 1H), 7.41 (4, 111, 5 = 1.5 Hz), 7.24 - 7.33 Un, 211), 4.55 - 4-60 Km. 111),
3.62 311), 3.16 (a, 311:), 1,69 is, 31-1i, 1.251.69 (m, OH), 0.83 - 0.87 Km, 311) Optical rotation: 25.6
degrees (ITNISO= 1.000, 25'C) Optically active compound (C- 1B) Melting point: 161-164'C NME.
(DMSO-d6.) 5 ppm: 12.99 (ars, 1H), 8.29 Ks, 2H), 7.92 (dd, 11I= 2.1 Hz, 7.2 Hz), 7.72 (8, 1H), 7.41
(..d, 1E, S = 1.5 Hz), 7.24 - 7.33 (m, 211), 4.55 - 4.60 (M, 11:1), 3.62 (s, 31:0, 3.16 (s, 3H), 1.69 Ks,
311), 1.25 - 1.69 (m, 1011), 0.83 - 0.87 (,m, 81-E Optical rotation: -25.6 degrees (DMSO, c = 1.000,
25t) Example 2Synthesis of (R)E)-8-(2,6-dicbloro-4-{443-(1-nexyloxyethyl)-2-
methyloxypnenylithiazol-2-ylcarbamoyl}phenyD-2-methylacrylic acid (C-3A) and (S)-(- )-(5)-3-
e2,6-dichloro-4 -14- [3- (1-hexyloxvethyl) - 2 -methyloxyphenyll thiazol-2- yicarbamoyl pheny
-2-methylacrylic acid (C-3B) According to the same method as in Example 1, an opticallcompound (0-a
and an cpticallly active compound (C-3B) were synthesized from (RS)-(7)-302,6 dichloro 4
-{4-hexyloxyethyl)-2-methyloxyp henyll thiazol-2-71carbam oyl}pheny1)- 2-meth yla crylic acid C.B-3)
obtained in Reference Example 3, Optically active compound (0-3A)  Melting point: .130-111`C.
101\Hf(DMSO-do) o ppm1 12.97 (ors, 1H), 8.29 Cs, 211), 7.90 (cid, 111, J = 1.8 Hz, Hz), 7.72 (s.
1111), 7.35 - 7.40 Cm, 211n, 7.26 (f, 111, J -o- 7.5 Hz), 4.82 (q, 111, J = 6.3 Hz), 3.02 Cc, 31H+, 8.16
- 3.37 (m, 2H+ 1.69 (s, 311), 1.18 - 1.51 Cm, 1111), 0.82 - 0.87 ("m, 311+ Optical rotamn +4.5
degrees WMSO, c = 1.001, 25`M0 Optically active compound l.C-31.)0 Melting point: 142-145'C
Nly1F: WA/ISO-LIG; O ppm: 12.97 (bra, 111), 8.29 Cs, 211), 7.90 (dd, ff1, J = 1.8 -Hz, Hz), 7.72 Cs,
1111. 7.35 - 7.40 Cm, 211+ 7+26(c, 1i-. J = 7.5 Hz), 4.82 q, PH, J = 6.: 3.62 Cs, 311), 3.10 - 8.37 Cm,
2110, 1.69 (s, 311), 1.38 - 1.51 (m,3I1) Opt:Maly:off:0:pm -4.5 degrees MMSO, c = 2.001, 2F MC)
Exam?)le 3Synth:mks of (...C- 1B) 



[Chemical I in ala6-1  "1:2- NOMe (S) - 8      (Ph0)2P(0)C1/Et3N/Ac. OEt CI0 'OEt HO, *<>c". Me -ci
013 Fourth step OMe MeOMe 1214 Fifth step  OMe (S) 2-0.0Me CI0 ANOEt..-- 



H Me 0 14 4NNa0Haq. THE-Et0H  Sixth step  S H N 0 '01Me (5)7...s0Me CI0 Me 'CI C.-1B  First step:
Synthesis of (S)-1-(8-bromo-2-meth,p he nyHheptane-(8) Under room temperature. a 1M borane THF
soiution (48 in was added to an 11-CDS 1M toluene solution (120 mL).
1-(3-Bromo-2-methyhxyphenyHheptane-1-one (7, 13 g) was added, and the mixture was stirred for I
hour. Methanol was added, a solvent was distilled off, and the residue was purified by chromatography
to obtain (S)-1.-(3-bromo-2-methyloxyphenyl)heptane- I-01 (8, 12.86 g, yield, 75%). Optical rotation:
-22.7 a 0.6 degrees (CHCIH, c :iv LOOS, 21t) NMR. (OnCh) 5 ppm: 0.87 (311, t, 3 = 6.8 Hz), 1.2 - 1.6
(814, m), 1.74 (214" 17.09 brs), 3.88 (3H, s), 1.97 (1H, m). 7.01 (IFT, t,47.8 Hz), 7.27 (1H, dd. 3 = 7.9
Hz, -= 1.8 Hz), 7.16 (114, del, 3 = 7.9 Hz, J a-- 1.7 Hz) Second step: Synthesis of (S)-2
methyloxy-3-(1-methyloxyhe )tyl)benzene l) (s:"1-(3bromo-2-methyloxyphenyHeptanes,-1-ol (8, 10 g)
obtained in the first step was dissolved in DMS0 (42.1 mL), a 50% KOH aqueous 9elutior (4.21 mL),
and methane iodide (3.1 nab) were added, and the mixture was stirred for 4 hours. The reaction
solution was extracted with isopropyl ether, and purified by silica gel chromatography to obtain
(S)-1-bromo-2-metlyvioxy-8-(1-methyloxyheptyDbenzene 877g, 83%). Optical rotation: -70.2 ny 0.9
degrees (CHC13, cC 1.050, 21'C) NMR (CDC:(2) S ppm: 0.87 (311, t, 4 = 6.8 Hz), 1.2 - 1.5 (8H. m),
1.5 - 1.8 (21-1, m), 2.22 (3H, s), 3.85 (311, s), 4.51 OH, riM, 7.02 (1H, t, J = 7.8 Hz), 7.33 (iH, dd, 4 =
7.8 Hz, 



= 1.7 Hz), 7.40 (IH, dd, I = 7.9 Hz, I = 1.7 Hz) Third step: Synthesis of
(S)-2-chloro-1'(2-me,thyloxy-3-OrnethyioxyheptyDohenyHethanone (11) To a THY solution of
(S)-1-bromo-2-methyloxy-301-metnyloxyheptyl)benzene (9, 12.5 g) obatined in the second step was
added dropwise a 2111 isopropyl magnesium chloride TM? solution (44 mL) under ice-cooling. After
the reaction solution was stirred at 45"C for 3 hours, N-methyloxy-N-methy1-2-chloroacetamido(10, 8.5
g) was added under ice-cooling, and the mixture was stirred at room temperature for 1 hour. The
reaction solution was extracted with ethyl acetate, and purified by silica gel chromatography to obtain
(S)-2-chloro-1-(2-methyloxy-8-(1- methyloxyheptyl)phenyHethanone (11) NMR (CD010) S ppm: 0.87
(3P:, t, 4 -= 6.8 Hz) 1.2 - 1.82 (10H, m). 3.22 (3H. s), 8.78 (311, s), 1.53 (ill, m), 473 (2H, m), 7.24
(114, t, 3 = 7.0Hz). 7.52 (111, Li, 3 = 7.6 Hz, = 1.8 Hi:), 7.60 (11-1, dd,= 7.7 Hz, 3 = 1.8Hz)  amine (12)
(S)-2-elilpro-14.2-m,Jth:,7107<y-3-0e thyloxyheptyflphenyl)ethanone (11) obtained in the. third step
was dissolved in ethanol (30thlanyea (1.1 g) was added, and the mixture was stirred at 1000 for 3
hours. Extraction with toluene. and purification by silica gel chromatography afforded
(8)-4-(2-methylexy-3-0- mothyloxyheptyl)phenypthiazole-2-amine (12, 1.22 ;.r" yield 342%) Optical
rotation: -54.8  0.9 degrees (DM.90,1.045, 2:"C) NME (IDNISO-dc ) 5 ppm: (184 (311, t, 4= (P5 Hz),
1.2 - 1.5 (HE. m), 1.5 - 1.8 (211. 3.13 (3E, s), 3.62 (3H, 8), -t541(1II. m), L99 (2E, brs), 7.05:;), 7.16
(111, 1, 3 = 16 Hz), 7.22 (1ll, dd, 3 = 7.5 Hz, 3 = 2.0 Hz), 7.81 (1E, dd, 3 . 7.4 Hz. 4 = 2.0 Hz) Results
of powder X-ray diffraction are shown in Fig. 1 and Table,  [Table 1. :25 dvalue intensity'1 irmt:"Ti;ey
10.332 8.55452 59.8' 50.4 10.843 8.1527 22.5 



18.9 L11.371 7.77554 11 L9.2 12.042 724233 21.4 18.1 12.635 7 7.7 6.5 14.094 6,27838 30.1 25.3
14.429 6.12951 10.7 9 16.016 5.52906 72 . 6.1 162065.40521 15.8 



13.3 ,16.8985.2455524.3 20.5 17.6655.0165841.2 34.7 18.2094.86789:34.2 28.8 18.515 4.78822119
100 19.729 4.4960812 10.1 20.773 4.2725912.3 10.3 21.249 4.1779210.3 8.6 21.697 4.092E833.2 28
22.049 4.02813 13.2 I11.1 22.734 



3.90828 34.5 29 23.107 3.84595 103 87.1 23.775 3,73934 22.9 19.3 24.125 3,68592 18.2  15.3
24.783.58996 15.1 12.7 25.2223.52804 12.9 10.9 25.443.49E2 10.9 9.2 26.026 3.42082 16.6 



14  26.761 3.3285 7.5864 27.268 3.26785 17.9 15 27.802 3.20621 E3.34 7 28.719 3.10589 10.3 8.6
1-30.86 9 .P9516 5.89 32.68E32.73725 6.74  34.0012.63449 7,14 6 34.9882,5624 



6.58 5.5 ,25.352 2.53689 5.72 4.8 36.223 2.47782 5.94 5 :37.466 2.39845 8.53 7.2 38.215
2.3529415.8 13.3 39.065 2.303875.44 4.6 39.5462.276936.48 5.5  Diffraction angle of main eak: 20 =
10.33: 17.7, 18.2, 18.5, and 23.1 degrees  (E)-2,5-dichiore-, (2-ethy1oxycarbonylphenyloropyl) nzoic
acid (13, 3..82obtained in the following, A step was dissolved in ethyl acetate (40 m1,),
diplienexyphosphoric acid chloride (d g), and triethylainine (4.2 mi..) were added. and
(8)-4-(2-mornyloxv-3- (1-methyloxylientylipbenyl)thiazoe-2-amine (12, 4obatined in the third step was 



added, and the mixture was stirred at room temperature for 6 hours. The reaction solution was
extracted with ethyl acetate and, after purification of silica gel chromatography, ethyl
(S)-(E)-3-(2,6-dichloro-4-(4-(2-methyloxv-d-(lmethyloxylieptyl)phenynthiazol-2-ylcarbamoyl)phenyn-2-
methylacryla (14, 7.0 g, yield 95%) was obtained. Optical rotation: -24.1 . 0.6 degrees (CETCh. =
H040, 21'C) NME. (CDC12) 3 ppm: 0.88 (3H, t, 4 = 6.5 Hz), 1.2 - 1.8 (1014, na), 1.37 (311" 4 = Hz),
1.77 (31-1, d, J = 1.4 Hz), 3.23 (311, a), 3.59 (3H, s), 1.31 (211, q, 4 = 7.1Hz), 4.50 (111.7.15 (1H, t, 4
= 7.6Hz), 7.35 (1H, dd, J = 7.61--iz, 3 -= 1,7Hz), 7.41 (1H, d, 1.2 Hz), 7.52 (1H. s), 7.67 (1171, Id, 3 =
7.6 Hz, 3 = 1.7 Hz), 7.88 (2E1, s), 10.42 (1H. bra.) Sixth step: Synthesis of
(S)(E)-8-(2,6-dichloro-4-(4-(2-methyloxy-3-(1-
methyloxyhepty0phenyl)thiazol-2-ylcarhamoyflpheny1)-2-methylacrylic acid (C- 1B)Ethyl
(SHE)-3-(2,6-dichlorc-4-(4-(2-methyloxy-3-0-methyloxyheptylipbenyl)th9izol-2-
yloa.rbamoyl)prienyn-2-methylacrylate (14, 6.76 g) obtained in the fifth step was dissolved in TEE (20
mid) and ethanol (20 naL), a 4 mollb sodium hydroxide aqueous solution (18.5 mi.') was added, and
the mixture was stirred at room temperature for 2 hours. The reaction solution was neutralized with
hydrochloric acid, and extracted with ethyl acetate. The extraction residue was recrystallized with
methanol to obtain (S)-(E)3-(2,6-dichloro-4-(4-(2-methyloxy-3-(1-methyloxyheptyl)phenOthiazol2-ylcar'
uamoOpheny1)-2-methylacrylic acid (C -1B, 5.8 g, yield 88004 Optical rotation: -33.3  0.6 degrees
(CHCle, c =- 1.067, 21-C) NMR (CDC13) 3 ppm: 0.86 (31:1, t, 4ze 6.7 Hz), -1.22 - 1.82 (1014, rah
1.86 (311, de >1 re 1.2 Hz), 3.27 (311, s), 3.54 (3H, s), 4.61 (1E, m), 7.25 (111, t, 4 = 7.8 Hz), 7.41
(11-1, a), 7.13 (1H, dcl, J= 7.9 Hz, 4 = 1.8 Hz), 7.52 (1H, da, 3 = 7.5 Hz, I = 1.7 Hz), 7.11 (111, 1, 3 =
1.4 Hz), 8.32 (211, 12.2 (211, brs) Results of powder X-ray deffraction are shown in Fig. 2. Deffractan
angle of maim peak 29 re 4.2, 6.4, 12.3, :23.6, 23.8, and 24.7 degrees A step- c;.yritheof
'iEl-e2,5-dichioro-carbonyiehenviproacid (13) Triethylphosphonapropionate (4.5 gl was dissolveTHE
(15 nth), sodium hydride       cre.) was added under ice-cooling, and the mixture was stirred for 30
minutes. To tile solution wee; adaed El solution obtained by dissolving 8.5-ciichJoro-4-formyl-benzoic
acid (3.9 g) in TI-IF (10and the mixture was further stirred for I. hour and 20 minutes The reaction
solution was extracted with ethyl acetate, and a solvent was distilled off until a weight including o
weight of the solvent became 11.7 g. The precipitated crystal was filtered off. and washed with a mixed
solvent of ethyl acetate and n-hentane2) to obtain 3 (E)-3,5-dichlorm4j2-
ethyloxycarbanylphonylpronvpbenzoic acid (12, 3.98. Melting pcini: 145-C NAIR (CDC13) 3 ppm: 8.07
(8, 231), 7.47 Es, lip, 4.32 (q, 2H, 3 = 7.0 Hz), 1.79 Es, 3E), 1.38 a, 3M. Jci 7.0 Hz) Results of poweder
X-ray deffraction are shown in Fig. 3  [Table 2: 2 ea valueintensity '1 tens ty  6.10810.895356.344.3  I
5./5I u....c.i5...bu 



5...5  16.257 5.44785 127 100 19.185 4.62239 18.4 14.5 19.9-6E 444294 23.9 18.8 22.076 4.02312
4.88 3.8 24.463 3.63573 19.9 10.2 24.801 3.58703 30.1 23.7 26.232 



3.39442 15.5 12.2 26.63 3.34461 6.88 5.4 27.2943.26469 8.86 7 287'3.19348 4.55 3.6 30.9182.88984
5.05 4. 31.3172.85387 10.5 8.3 32.1522.78163 10.2 1851 32.842.72495 15.6 12.3 34.1642.62214
3.55 



2.8 35.122 2.55297 12.8 10.1 36.042 2.48989 4.74 3.7 37.931 2.37008 13,1 10.3 38.508 2.33593 5.61
4.4 39.02E3 2.3059525 19.7  Diffraction a gie of main peak= 8.1, 16.39.2, 20.0, 24.8, and. 39.0
degrees  Example 4: Synthesis of (C-3B)  I(ihenacal formula 171  



19\--Me20''-Me  )\DEt HO,) 013))1( )))) 0  Fifth see OMe (S) Me H Sixth step  CI0 r-s"L OH I10Ci OMe
Me. 1-1 C-3B First step: Synthesis of_oxyphenyl.)cthane Using the same method as that of the first
step of E amnie 3, the compound (17) was obtained from the compound (16) at yield 77%. Optical
rotation: -23.5 degree= (CD CH, a = 1.050, 21:C) 1c1\11 (CDC-is) S pum: 1.49 (3H, d,= 6.6 Hz), 233
aH. brs, 3.88 (3}-1.,5.19(:11.H,p.  = CA Hz), 7.01 (111, t, S = 7.9 Hz), 7.40 (iH, cld, J = 7.7 Hz. (,) = 1.1
Hz), 7.46 (1H, di 113.0 Hz, J = 1.4-  



Second SLep: Synthesis of (5)-1-bromo-3-0-hexyloxyothyl)-2-methyloxybenzene (18) Using the same
method as that of the second step of Example 3, the compound (18) was obtainec from the compound
(171 at a yield of 96% Optical rotation: -28L8 = 0.6 degrees CCHels, c = 1.055, 21C) NMR (:21.)C.13)
5 ppm: 0,87 (3H, t, I = (3.8 Hz), 1.2 - 1.4 (6H, in), 1.42 (3E, d, J = 6.5 Hz), 1.51 (2H, in), 3.29 (2H, in),
3.85 (3H, s), 4.78 (1H, (4, I = 6.4 kiz). 7.02 (iH, t, J = 7.9 Hz), 7.39 (1H, dd, J = 7.8 Hz, J1.7 Hz), 7.45
(1H, dd, J = 7.9 Hz, I = 1.7 Hz) Third stop and fourth stop: Synthesis of (S)5 (.3-0.-hoxyloxyeth-v1)-2-
me.thyloxyphenylIthiazoie-2-amine (20) Using the same method as that of the fourth step of Example
3, thepound (19) was obtained from the compound (is), suhseouentiy according to the sante method
as that of the fourth step, the compound (20) was obtained. Compound (19) NMI), (CDC.%) S ppm:
0.87 (3E1.1, 3 = 6.9 Hz), 1.2-1.4 (611, m), 1.45 (3H, d, 3 = 6.6 Hz), 1.55 (213, in), 3.29 (211, m), 3.78
(3H, s), 4.73 (2H, m), 4.80 (1H, q, 3 = 6.4 Hz), 7.24 (1H, t, I = 7.811z), 7.52 (1H, dd, 3 s 7.7 Hz, 3 = 1.8
Hz), 7.65 (1H, dd,= 7.7 Hz, I =- 1.8 Hz) Compound (20) Optical rotation: 0.4 degrees (1)11180, e =
1.025, 21C) NAIR (CDC121 8 ppm: 0.84 (314, t, I = 7.0 Hz), 1.2 - 1.3 (OH, m), 1.35 (3H, d, 3 = 6.5
Hz), 1.48 (214, m), 3.23 (2H, m), 3.61 (3H, a), 4.78 (1H, 6.4 Hz), 6.99 (214, brs), 7.05 (111, s), 7.16
(1H, t, 3 = 7.7 Hz), 7.27 (1H, dd, J = 7.5 Hz, 3 = 1.8 Hz), 7.81 (iH, Id, 3 = 7.6 Hz. 3 = 1.9 Hz) Results of
powder X-ray deffraction are shown in Fig. 4  {Table 31  dvalue mtensiiv 8.173 10.80873 2263 10.15
8.70733 7.99 2.3 12.044 7.34226 



10.3 2.9 12.526 7.060E 29.7 as 19.96 6.82519 25.5 70 13.633 6.48972 30.28.6 15.4555.72849 22.7
6.5 16.39954Q1 i350 100 16.741 6,29166 I-- _ 32.39.2 17.3191  6.261.8 



5.1161  17.7344.99722 6.531.9 18.352 4.83027 14.14 19.025 _L 4.66083 12 a4 19.875 4.46344 20.1
5.8 21.323 4.1635 9.66 2.8 21.65 4.10143 12.7 3.6 23.026 3.85932 



47.5 13.6 _1 23.32 3.81131 18.6 5.3 24.263 3.66492 56.2 16.1 24.56 3.62162 24.8 7.1 24.944
356576J941  25.234 3.526357.91 2.3 25.556 3.482658.012.3 26.107 34104116.84.8 L2.6457 336656 



26.6 7.6 27.523 3.23813 9.86 2.8 28.638 2.11453 5.91  29.371 3.03844 5.3 1.5. 30.268 2.95039 5.29
1.5 30.78 2.90248 6.06 , ., ' ' 32247 2.76539 7.26 9: 



33.111 2.70324 5.69 1.6 32.7742.65169 15.2 44 35.9522.49588 14 4 36.615 2.45222 9.012.6 36.905
2.43363 11.23.2 38.207 2.35362 13.73.9 38.784 2.319917.982.3  Diffraction angle of main peak6 si
32.5, 12.0. 12.6, 16.40, and 21.3 degrees Fifth step: Synthesis of ethyl
(S)-(E)'3-(2.6-dichloro-4-(4-(3-(l-hexyloxyethy1)-2-
mety10-xyphonynthiazol-2-ylcarbamoy1)pheny1)-2-rnethylacry1ate (21) Using the same method as
that of the fifth step of Example S. the compound 231) was obtained from the compound: (20) at a
yield of 94%.  Optical rotation: +1.7 +. 0.71 degrees ((1HCI,,,, = 1.07, 2E0) 



NME. (CDCh) 5 ppm: 0.87 (311, t, ci = 6.9 Hz). 1.2 - 1.35 (611, in), 1.38 (311. a 3 = Hz),      1.44 (31-i,
5. J = 6.4 Hz), 1.57 (211, m), 1.77 (31I, d, ci = 1.4 Hz), 3.30 (2H: m). 3.59 (311, s), 4.31 (211, q, J =
7.1 Hz), 4.83 (1H, q, :7= 6.4 Hz), 7.17 (111, t, 4 = 7.7 Hz), 7.42 (1ll, 5. ci = 1.7 Hz), 7.42 (11-1. dd, J =
7.7 TIz S = 1.8 Hz) , 7.31 OE, s), 7.67 (1E, dd, = 7.6 Hz, ci = 1.7 Hz), 7.89 (211, s), 10.30 (1H, bra)
Sixth step: Synthesi.n, of (S)-(E)-3-(2,6-dichloro-4-(.4-(3- 1-nexyloxyethy0-2-
metyloxyphonyl)thiazol-2-ylcarbamoyljphenyn-2-methylacrylic acid (C-33) Using the same method as
that of the sixth step of Example 3, the compound ((71-313) was obtained from the compound (21) at a
yield or 80%. Optical rotation: -7.0  0.5 degrees (CliCh. c = 1.040, 21C) NIVTP. (01)03) 5 ppm: 0.87t,
ci = 6.8 Hz), 1.2 1.4 (611, .m) 1.48 (3H, d, ci = 3.4 Hz), 1.52 - 1.64 (211, m), 1.86 (3H, d, J = Elliz),
3.35 (2111, 3. 4 = 6.7Hz), 3.55 (311, s), 4.87 (1H, q,3.3 Hz), 7.25 (1H, t, j = 7.7 Hz) , 7.41 (1H, s), 7.49
(1H, dd,7Ji Hy., J. =F12;,), 7.51 (1H, dd,= 7.5 Hz, J = 1.8 Hz), 7.65 (1H, d,= 1.4- 'Hz), 8.33 (211, s),
13.4 (2E, his) Results of powder X-ray deffraction are shown in Fig. Diffraction angle of main peak: 20
= 17.8, 21.1, 22.5, 23.3, 24.1, and 24.4 degrees Example 5: Synthesis of (0-93)  ___S, SI ii,:
------t."7..-----N li2N' -NH2il Et0H'tt" 'OMe (3)1_,0 Me'H Me  2526  (Ph0)2P(0)Cl/Et3N/AcOEt. CI0 J 



,1 - ci 013 OMe (S  CI0 Me OEt NH :Jr 0  Me' MeMe 27  CI0 *---1"`OH Me OMe CI (S'  Me0 me.>: H
MeMe 0-9B  First step: Synthesis(S)-1-(2-bro :1-2-methvloxYpdimethyl- opy1-1-01 



(23) Using the same method as that of the first step of Example 3 the compound (` was obtained from
the compound (22) at a yleid of 80% Optical rotation: -6.16.4 degrees (CHC13, c = 1.07C, 2'LT)
NIYITe (CDC18) 6 opm: 0.92 (91H, sh 2.06 (1Tel, brs), 3.83 (SH. e), 4.76 (111, s). 6.99 (1H. 7.38
(.1H, ad, J = 7.8 Hz, t: = 1.6 Hz), 7.46 (1E dd. J = 7.9 Hz, ,T = 1.7 Hz)  Second step: Syntbeis Cr,ro -
3-(2 ,2 'dim ethy 1. -propyloxvoropyl) 2- methyloxybenzene (24) -using the same method as that of the
second step of Example 3, the compound (24) was obtained from the compound (23) at a yield of 81%
:= 0.4 degrees ;CMGs, e = 1.080, 21t NMR. (CDC1ppm: 0.89 (911, s), 0.92 (OH, t,r: 7.2 Hz), 1.56
(2F1, m'a 3.19 (211, in) 3.33 (3111,1.30 (1H, s), 6398 (in, t, J = 7.9 Hz), 7.34 (111, dl,= 7.9 Hz, 3 = 1.6
1.1z), 7.45 (111, Id, J = 7.8 Hz, 3 = 1.6 Hz) Third step and forth step: Synthesis of
(S)-4-(2-dime.thy1-1-propyloxypro 1 ' methyloxyphenynthiazole-2-amine (26')  Using the same method
as that of the third step of Example 2, the compound (25) was obtained from the compound (24), and
subsequently according to the same method as that of the fourth step, the compound (26) was
obtained. Compound (25) NUR, (CDC13) 6 ppm: 0.90 (9H, s), 0.92 (OH, t, J = 7.2 Hz), 1.57 (2H, m),
3.19 (21-1 3.71 (31H, s), 4.22 (111, s), 4.71 (2E, rra), 7.21 (111, t, 3 = 7.7 Hz), 7.49 (1H, dd., 3 = 7.7
HZ,= 1.8 Hz). 7.61 (1H, cid, 3= 7.7 Hz, 3 = 1.7 Hz) Compound (26) Optical rotation: -93.6 = 1.2
degrees ailVISO c = 1.070, 91i NIYIR (CDC15) 6 ppm: 0.87 (OH, s), 0.89 (3H, t, I = 7.4 Hz), 1.52 (2E
n9 2 8.58 (OH, .92, 4.37 (iTT, s), 6.99 (2H, brs), 7.02 (ill, s), 7.14 (111, t, I = 7.7 F (1H, dl, 3 = 7.6 Hz, 3
= 2.1 Hz), 7.80 (111, dd, I = 7.4 Hz, J = 2.(3 Hz) Fifth step: Synthesis of ethyl
(S)-(E)-3-(2.0-dichloro-4-(4--(3-(2,2-dimethy1-1-
propyloxypropy1)-2-methyloxyphonynthiazol-2-yicarbamoyDpheny0 -2-methylacryl ate (27) 'Thing the
same method as that of the fifth step of Example 3 the compound (27) was obtained from the
compound (26) at a yield of 94% Optical rotation: -79.5  1.2 degrees (CHCI.3, e = 1.010, 21C) NME.
(CDC13) 6 ppm: 0.89 (.911, s), 0.92 (311, t, 3 = 7.2 Hz). 1.37 (3E, t, 3 = 7.1 Hz), 1.56 (2H, m), 1.76
(OH, d, 3 = 1.5 Hz), 3.18 (211, na), 3.53 (3H, s;), 4.3: (21I, q, 3 = 7.1 Hz), 4.32 (111, s), 7.08 (1H, t, I =
7.6 Hz), 7.34 (111, dl. 3 = 7.7 Hz, J = 1.8 Hz), 7.40 (11-1, a, 3 = 1.4 Hz), 7.51 (1E, s), 7.69 (111. cid, I
= 7.6 Hs = 1.8 Hz), 7.8= (211, s). 10.77 (1H, bra) Sixth step: Synthesis of
(E)-(E)-3-(,2,6-dichloro-44.4-(2-(2,2-dimethylpropyloxYpropyD-2-methyloxy)paenyi)th: azol
2-ylearbamoyiThenyD-2-methylac  



acid (C9B) Using the same method as that of the sixth step of Example 3, Lhe compound (CH 911)
was obtained from the compound (27) at a yield of 87%. Optical rotation: -61.6 .+ 0.9 degrees
(011C12, c = 1.018, 21'C) NMP, (CDCIH) C ppm: 0.90 (9H, s). 0.90 ($IT, t, 3 = 7.4 Hz), 1.53 (2II, n:C,
1.69 (311, d, = 1.1 Hz), 3.21 (211, m), 3.57 (313. s), 4.40 033, sh 7.24(111, t, J = 7.6Hz), 7.29 (1H.
dd., = 7.7 Hz, d = 2.1 Hz), 7.40 (111, 0, J = 1.4 Hz), 7.68 (1E, .$), 7.89 (111, dd, J = 7.4 Hz, = 2.1 Hz),
8.28 (211, s), 12.98 (2E, hrs.) hesults of powder X-ray diffraction are shown in Fig. 6. Diffraction anode
of main peak: 25 = 13.6. 16.1. 21.2, 28.4, and 24.5 degrees [0090]        sing the sam methods as
those of Examples 1 to 5, the following optically active compounds can he synthesized.  Table 41 i
Compound NG     Compound n.am e C- ',A: (R)-(E)-8-(2.6-dichiorc-4-i4-i2-methyloxy-3-0.-
pentyloxyethyl)phenyllthiizol-ri:ylcarbarnoyllphen1.:-2- methylacf-ylic acid
C2.11(S)-(E)-3-(2.6-dichlorc-4-{4-[2-methyloxy-8 -(1 )entyloxye Lhy TOphenyi Ithia zol - 2- yica rb in
oyllbeniy'F 2- methylacrylic acid 0-4A (R(E)-8-(2.6-dichloro-4-14 -12-mothyloxy-3-( I.-
methyioxyhexyl)p henyntinazol- 2-yicarbana oyi;pheriy1)- 2- methyl acryii c acid 



C-4.D (s)-(In-:3-(2, 6- dichloro- 4 - k-12-methyloxy- 3-( 1 - metlayloxyhexyl)phenyn
tinazol-2-yluarbamoyUphenyli-2- m ethylacryli c acid C-5A 1R)-(13)-3-(2,6-dIchlaro-4- k18-0
.ethyloxyhexyl) 2- methyloxynhenyll thiazo1-2-ylcarbamoylipheny1)-2- methyl acrylic acid C-5B
(S)-(E)-:3-(2,6-dicialorn-4- {4-13-(1 -ethyloxyhexyl)-2- me.thyloxyp henyll thiazol-2-ylcarbarnoyl}p
heny1)-2- m ern via crylic acid C-GA (R)-(E)-842,6-dichloro-414-13-(l -ethyloxypenty1)-2-
methyloxyphicnyilthiazol-2-ylcarbamoyl}pheny1)-2- methylacrylic acid C-GB (S)-(E)-3-(2.6-dichloro-4-
4-[3-(1-ethyloxypentyn-2- methyloxyphenyilthiazo:-2-ylcarhamoyl}phcmy1)-2- methviacrylic acid C- 7A
(1-)-(E)-8-(2,6-dichlorc-4-i4-[2-xuethyloxy-3-(1. propyloxypentyl)Dhenyllth; azol-2-3,1aarbamoy]fphenyl
methylacrylic acid C-7B (S)-(E)-3-(2.6-dichloro-4-14ethvioxy - 3 -; propyioxypentyliphenyllthi
zota-ylearbamoy 'h ny1)-2- methylacrylic acid C-8A
(R)-(E)-3-(2,6-dichloro-z.H4-L3-(2,2-diraethylpropy1-1-eloxy)
2-methyloxyphonyllthiazol-2-vicarbamoyl}pheryD-2- methylacrylic acid C-8B (S)-(E)-3-(2,6-di chloro-4 -
f 4-Ifi- (2,2-thethylpropy1-1-ethyloxy)- 2-methyloxyplienylithiazol-2-ylcarbcylkheny1)-2- methylacrylic
acid C-913 (S)-(E)-3-(2,6-dichloro-4- Hi- [3- (2,2-dimethyl- 1- propyloxypropy1)-2-methyloxyphenyil
thiazcl-2- ylcarbamoyl}phen 0-2.-methylacryli c acid 040A (R)-(E)-34.2.6-dichloro-4 -',1-E2-methyloxy-
8-(i- 



.._ propy [Ay h utvi,iptienvlitnj methylacrylic acid iOl -Z WC arc ani flylipa en y
C-10B(S)-(E)-S-(.2,6-dichioro-4[2-methylo3-(1-    -)yloxybutyl)phenyfith z,c0 methyiacrviic acid  !Table
51 ICompound   om ound name C-1LA ('Li,(.,4-!3-(1-butvloxybuty1)-2- r-3Lhyloxyphenyll thiazol - 2
-ylcarbamoyil -2,6-  di chi ophenyl)- 2-methylacrylic acid C-11B
(5)-CE)-3-(4-f4-13-(1-butylniybuty1)-2-methyloxyphenylltazol-
2-yicarbamayli-2,6-dichlorouheny1)-2-methylac,rylic acid C.-12A
(R)-(E)-3-(2,6-dichloro-414-[3-0-ethyloxy-2-methylbutyl-
metilylox.},Tbenylithiaz&-2-yicarbamoyllpheny1)-2,- methylacrylic acid C-12E, (S)-(E)-3 - (2,
6-dichiorcr1-P - I 8- (1 -ethyloxy-8 -me thylbuLy1)- 2- m ethyl oxyphenyll an a zol- 2 -ylearbarnoyflm
hen y])-2.- methylacrybc acid C- 13A (R)-(E)- 3 -(2, 6 - dichloro-7I 2-m etb yloxy- :i-(2 -methyl.- b
propyloxypropyripheny1lthiazol-2-vicarbamoy1}p1iony1)-2- methylacrylic acid C- 1313 



(S)-(E)-3-7.2.6-dichloro-4-{4-12-meThyloxy-3-(2-methyl
propyloxypropyl)phenyfithiazol-2-yicarbamoyl}phonyi)-2- methylacrylic acid C- 4A (R)-(E)-3 -(4-14-18
-0 -hutyloxyprow,71)- 2 - m ethyloxyphenyl] thiazol-2 -ylcarbamoyl2, 6 - di chlorophenyll
2-methylacrylic acid C- 1W (S)-(E)- 3 - (4 -14 -13 - (1 -butyloxyp ropyI)- 2 - methyloxyphenyll thiazol- 2
-ylcarbamoyl2.6-dichlormtheny0- 2 - methyl acryl i c acid C.1 OA
(R)-(E)-3-(2,6-dichloro-4-{4-[2-methyloxy-8-0 - pentyioxypropyliphenyllthiazol-2-ylcarbamoyDphenyn-2-
methylacrylic acid C-1513 (5)-(E)-3-(2,6-dichloro-444-[2-methyioxy-S-0 -
pentyloxypropy0phonyllthiazol-2-2 raethylacrylic acid C- 1 GA
(m-(E)-2-(2,6-dichloro-4-44:2-methyloxy- 3:0 -methyloxy-5-
methylthexvi)phenylitniazoi-2-ylcarbarmi0-11henyn-2- methylacrylic acid C-16E (S)-(E)- 3 - (2, 6
-dichlore 4 - i4 -12-methyloxy- :3 -(1 - methyl5 - methylhexyl)unenyl I thiazol - 2 -ylcarbamoylhpheny1).
2 - methylacrylic acid  [00211 Test Examples Test Example C Isolation and purification of
thrombopoietin (TEE)) Human and mouse TPOs were purchased from R&D Systems. Test Example 2:
TEE) receptor responsiveness TPO receptor responsiveness of the compound represented by the
formula(D 44  



was measured using TPO-dependent cell strain Bal7hTPOR made by introducing a human TPO
receptor gene into a BaF-B03 cell according to the method be SCli bed in Collins et al., J. Cell.
Phvsiol., 137: 293-298 (1988). A nucleotide sequence of a gene encoding thrombopoietin receptor is
described in Vigor et al., Proc. Natl. Acad. Sci. 89:5640-564=1 (1992). TPO does not respond to a
HaF-B09 cell which is a parent strain. A BAF/hTPOR cell proliferated in a R.TINIT medium with 10%
WEHI-8 culture solution added thereto was washed with PBS once, suspended in a R.PI\II medium
with no WHEM-3 culture solution added thereto, and cells were seeded on a 96-well microplate at a 5
x 101/well, and the present compound or TPO was added thereto. After cultured at 37C for 20 hours
under 5% COs atmosphere, a WIST-1 reagent (manufactured by Takara Shuzo.Ltd) being a cell
proliferation determination reagent was added, and absorption at 450 nm was measured after 4 hours.
An ElIhs value was defined as a concentration of a compound exhibiting half-maximum
responsiveness of human TPO, and an E1)50 value of each compound is shown in Table G. [00221
[Table 0] [Compnuna N E );/.1 In C. Ca it pa ii ad EDCorriPu 1, rid N(nkk  I0- 9 B c        II F          



[00231 Test Example 3: In vivo drug efficacy test using knock-in mouse in which a transmembrane site
of a mouse TPO receptor gene is substituted with a human type      The presence or the absence of
drug efficacy can be confirmed by continuously orally administering a compound (Cr IA), a compound
(C.-1B), a compound (C-BA:, compound (C-3B), or a compound (0-9B) twice a day for 2 weeks,
collecting blood three days, one week, two weeks, and three weeks after initiation of initial
administration, and confirming that the platelet number is increased as compared with a Vehicle
administration group. I 0024) Preparation Example Preparation Example I A gcanule containing the
following components is prepared. Component Optically active compound represented by the formula
(I) 10 mg Lactose700 mg Corn starch274 mg  16 roc,  1000 mg       The compound represented hr the
formula (I) and lactose are passed through a 60 mesh sieve. Corn starch is passed through a 120
mesh sieve. These are mixed with a V-type mixing machine. To a mixed powder is added a 11PC L
(low viscosity. hydroxypropyibell ulose) aqueous solution, this is kneaded, granulated (extrusion
granulation, pore diameter 0.5 to imm) and dried. The resulting dry granule is passed through a
vibration sieve (12/60 mesh) to obtain a granule. Preparation Example 2 A capsule filling powder con
,a lug, the follow icy components is prepared. Component Optically active compound represented by
the formula CO 13 mg Lactose79 mg Corn starch-10 mg Ailagnesium stearate I mg  100 mg      The
compound represented by the formula 1) and actose are passed through a GO mesh sieve. Corn
starch is passed through a 120 sieve. These and magnesium stearate are mixed with a V-type mixing
machine. 100 mg of 10 trituration is filled into a No. 5 hard gelatin capsule Preparation Example 8
A capsule filing granule containing the following components is prepared. Component Optically active
compound represented by the formula (1.) 15 mg Lactose90 mg Corn starch49 mg 



3 mg 150 mg The compound represented by the formula (I), and lactose are passed throug'r, 60 mesh
sieve. Corn starch is passed through a 120 mesh sieve. These are mixed, a HPC-Ld solution is added
to a mixed powder, and this is kneaded, granulated and dried. The resulting dry granule is adjusted in
a particle size, 150 mg of which is filled into a No. 4 hard gelatin capsule. -Preparation Exampic 4 A
tablet containing the following components is prepared. Component Optically active compound
represented by the 'c(U 10 mg Lactose90 mg  Microcrystathrie cellulose30 mg CMC-Na15 mg
Magnesium s e.arateC P15 i.nC mg      The compound represented by the formula (1) lactose,
microcrystalEne cellulose and CMC-Na. (carboxymothylcellulase sodium salt) are passed through a
GO mesh sieve, and mixed. Magnesium stearate is mixed into a mixed powder to obtain a preparation
mixed powder. The present mixed powder is directly compressed to obtain 150 mg of a tablet.
Preparation Example 5 An intravenous preparationprepared as follows Optically active compound
represented by the formula (I) 100 mg Saturated fatty acid glyceride000 ml A solution of the above
components is Intravenously administered to a patient at a rate of 1 ml per minute. [Industrial
applicability] [00251       It has been found out that the optically active 4-pnenyithiazole derivative has
the excellent thrombopoietin agonist activity, exhibits a high oral absorbability and/or a high in vivo
activity, and a pharmaceutical composition containing the compound as an active ingredient is
effective as a therapeutic and/or a preventive of a blood disease accompanied with an abnormality of
the blood platelet number such as thrombocytopenia or the like. In addition, it has been found out that
the crystal has a high stability and/or a high purity, and an intermediate has a high stability, and they
are useful in preparation of a 4-phenylthiazole derivative and/or preparation of a pharmaceutical
composition. !Brief description of the drawings] i.0026; [Fig. 11 A powder X-ray diffraction pattern and
a peak value thereof of the compound (12) crystal obtained in the fourth step of Example S. An
ordinate axis indicates an intensity and an abscissa axis indicates a diffraction angle (20, unit: degree).
21 A powder X-ray diffraction pattern and a peak value thereof of the compound (C-113) crystal
obtained in the sixth step of Example 3. An ordinate axis indicates an intensity (unit: cps) and an
abscissa axis indicates a diffraction angle (20, unit: dgro). 



[Fig. 31 A powder X-ray diffraction pattern and a peak value thereof the compound  (13') crystal
obtained in the. seventh sr.ep of Example 3. An ordinate axis indicates an intensity and an abscissa
axis indicates.diffraction angle (29, unit: degree). [Fig. ill A powder X-ray diffraction nattern and a peak
value thereof of the compound (20) cry's 1,01 obtained in the fourth step of Example 1. An ordinate
axis indicates an intensity and an abscissa axis indicates a diffraction ani.O.e (29, unit: degree). !Fig.
51 A powder X-ray diffraction pattern and a peak value thereof of the compound (C -3B) crystal
obtained in the sixth step of Example 4. An ordinate axis indicates an intensity (unit: cps) and an
abscissa axis indicates a diffraction angle (29, unit degree). [Fig. 61A powder X-ray diffraction pattern
and a peak value thereof'c p a un d (C-BE) crystal obtained in the sixth step of Examole 5. An ordinate
axis indicates an intensity (unit: cps) and an abscissa axis indicates a diffraction angle 1,20, unit:
degree).  MCISI-LP Claims [Claim 1] A pharmaceutical composition containing, as an active
ingredient, a compound, wherein the compound is [Chemical formula 1] OH I / -NHMe OMe (S)0 Me1-I
\ C-3B a pharmaceutically acceptable salt thereof, or a solvate thereof,  [Claim 21 The pharmaceutical
composition according to claim 1, wherein the composition is a thrombopoietin receptor agonist. [Claim
3] The pharmaceutical composition according to claim I, wherein the composition is a platelet
production regulating agent. [Claim 4] A crystal of (S)-(E)-3-(2,6-dichloro-4-i4[3(1-hexyloxyethyl)-2-
methyloxyphenyl]thiazol-27lcarbamoy4heny0-2-methylacrylic acid having a diffraction angle 20 of a
main peak of powder X-ray diffraction of 17.8, 21.1, 22.5, 23.3, 24.1, and 24.4 degrees. [Claim 5] A
pharmaceutical composition containing, as an active ingredient, the crystal as defined in claim 4.
[Claim 61 The pharmaceutical composition according to claim 5, which is a thrombopoietin receptor
agonist. [Claim 7] The pharmaceutical composition according to claim 5, which is the platelet
production regulating agent. [Claim 81 A crystal of ethyl
3-(4-carboxy-2,6-dichloropheny1)-2-methylacrylate having a diffraction angle 20 of a main peak of
powder X-ray diffraction of 8.1, 16,3, 19,2, 20.0, 24.8, and 39.0 degrees. 



MCSLLP [Claim 9] Use of a compound, wherein the compound is: [Chemical formula 2] a
pharmaceutically acceptable salt thereof, or a solvate thereof for producing a medicament for
regulating a platelet production. [Claim 10] Use of the crystal as defined in claim 4 for producing a
medicament for regulating a platelet production. 


