
[Document Name] DESCRIPTION [Title of the invention] PHARMACEUTICAL COMPOSITION
CONTAINING OPTICALLY ACTIVE COMPOUND HAVING THROMBOPOIETIN RECEPTOR
AGONIST ACTIVITY, AND INTERMEDIATE THEREOF [Technical field] 100011      The present
invention relates to a pharmaceutical composition containing, as an active ingredient, an optically
active 4-prienylthiazole derivative having a thrombopoietin receptor agonist activity. [Background art]
[0002]      Since thrombopoietin 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 Lazonaphthalene derivative is described in
Patent Document 5, and a 1,3-thiazole derivative is described in Patent Document 6 to 22. [Patent
Document lj Japanese Patent Application Laid-Open (JP- No 10-72492 [Patent Document 2]
International Publication WO 96/40750 [Patent Document 3]      JP-A No. 11-14 [Patent Document 4]
jP -A it 11-152276 [Patent Document 5] international Publication WO 00735446 [Patent. Document 6]
JP-A No.10-287634  [Patent Document 71 International Publication WO 01/07428 [Patent Document
Si International Publication WO 01/53267 [Patent Document 91 International Publication WO
02/059099 [Patent Document 101 international Publication WO 02/059100 [Patent Document 11]
International Publication WO 02/059100 !Patent Document 121 International Publication WO
02/062776 [Patent Document 131 international Publication WO 2003/062233 [Patent Document 111
International Publication WO 2001/029049 [Patent Document 151 



international Publication WO 2005/007651 [Patent Document 16] International Publication WO
2005/014561 [Patent Document 17]      JP-A No.2005-47905 [Patent Document 181 JP-A
No.2006-219480 [Patent Document 191 JP-A No.2006-219481 [Patent Document 201 International
Publication WO 2007/004038 [Patent Document 21] international Publicatio0 2007/036709 [Patent
Document 22] International Publication WO 2007/054783 [Non-Patent Document P. Proc. Natl, Acad.
Sot LISA, 1992, vol. 89, p. 5640-5644 [Disclosure of the invention] [Problems to be solved by the
invention] [OHS] A pharmaceutical composition containing, as an active ingredient, an optically  active
4-prienylthiazole derivative having a thrombopoietin receptor agcnist activity 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 lAphenylthiazole derivative, exhibiting the excellent
thrombcpcietin receptor agenist 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. [00051      That is, the present invention relates to 1) a pharmaceutical composition containing,
as an active ingredient, an optically active compound represented by the formula CO: [Chemical
formula 1] R40    wherein R.1 represents a halogen atom or Cl-C3 alkyloxy; 1R2 represents 01-C8
alkyl; B3 represents Cl-C8 alkyl; RI and R5 each represent independently a fluorine atom or a chlorine
atom; B6 represents Cl-C3 alkyl or Cl-C3 alkyloxy; * indicates that a carbon atom marked with an
asteriskis 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 R1 is methyloxy. 31 The pharmaceutical composition according to 1) or 2),
wherein R4 and R.5 are both a chlorine atom.  4) The pharmaceutical composition according to any
one of 1) to 3), wherein R6 is methyl.  5) The pharmaceutical composition accordingethvioxy, RA and 



RA are both a chlorine atom, and R6 is a methyl.  6) The pharmaceutical composition according to any
one of to 5)h is a thromhopoietimreceptor agonist.   7) The pharmaceutical composition according 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 ;CO: [Chemical formula 2]    wherein Rl represents a halogen
atom or CI-CS alkyloxy; 13{,2 represents Cl-C8 R3 represents Cl-C8. alkyl; R4 and R5 each represent
independently a fluorine atom or a chlorine atom; PJ: represents CI-C3 alkyl or CI-CS alkyloxy; lt
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. fi) 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 3] R40    wherein IP represents a halogen atom or C.1-CS alkyloxy; IC= represents
Cl-C8 alkyl; R.2 represents Cl-C8 alkyl; Rel and W each represent independently a fluorine atom or a
chlorine atom; R3 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 to
a mammal including a human.  10) A crystal of (S)-(E)-3-(2,6-dichloro-4-{4-12-methyloxy-3-(1-
methyloxyheptyl)phenyllthiazol-2-ylcarbamoyRphenyll-2-methylacrylic acid having a diffraction angle
20 of a main peak of powder X-ray diffraction of 4.2, 6.4, 12.3, 18.2, 28.6, 23.8, and 24.7 degrees.  11)
A.crystal of (3)-(E)-3-(2,6-dichlorc-4-{4-[8-0-hexylox
methyloxyphenyl]thiazol-2-ylcarbamoyOpheny0-2-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.   12) A crystal
of (S)-(E)-3-(2,6-dichiciro-4-{4-l3-(2,2-dimethyl-1-propyloxypropyl)-2-
methyloxyphenyllthiazol-2-ylearbamoyhphenyl)-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 a pharmaceutically acceptable salt
thereof, or the crystal of a solvate thereof.   14) The pharmaceutical composition according to 13),
which is a thromhopoietin 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 medicament for regulating a platelet production.   17) A method of regulating a
platelet production of a mammal, con prising 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
(3)-4-{2-methyloxy-3-(1-methyloxyheptyl)phenylithiazol-2-y1 amine having a diffraction angle 20 of a
main peak of powder X-ray diffraction of 10.8, 17.7, 18.2, 18.5 and 23.1 degrees.   19) A crystal of
(S)-(-1-4-[8-(1-hexyloxyethyl)-2-methyloxyphenylithiazol-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-metbyl methacrylate 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 (1), a pharmaceutically acceptable salt thereof, or a solvate
thereof as a platelet production regulating agent,  22) An optically active compound represented by the
formula (1), 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 R1 is raethyloxy. 24) The optically active compound
according to 21) 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 Re] is methyl. 26) The optically
active compound according to 21), a pharmaceutically acceptable salt thereof, or a solvate thereof',
wherein R1 is methyloxy, R) and R5 are both a 



chlorine atom, and it([ 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, hexyl, 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-, 2pentyloxy, 8-pentyloxy, h-hexyloxy,
isohexyloxy, 2-hexyloxy, 8- hexyloxy, n-heptyloxy, n-octyloxy or the like. Preferably, C1-C6 alkyloxy 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 P,
configuration or S configuration. For example, an optically active compound represented by the
formula (I) includes an optical isomer of R, configuration ((H)- I)) or an optical isomer of It configuration
((s)- [Chemical formula 4]  R40 , 4--------.,H[1i 1, Rc.}5   [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 (thrombocytopenia 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 thrombocytonenic 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
hematopoietic 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 1) 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. [0009]     A preferable substituent group of R1 to R5 of the compound
represented by the Formula (I) is represented by (Ta) to (in). A compound of a possible combination
thereof is preferable.     R' is (Ia) preferably a halogen atom or Cl-C3 alkyloxy, (ib) more preferably a
fluorine atom or methyloxy, and (Ic) most preferably methyloxy. It' is (Id) preferably Cl-C8 alkyl, and
(Ie) more preferably Cl-CS alkyl. R3 is (If) preferably Cll-C8 alkyl, and (Ig) more preferably el -CC alkyl.
Rd 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 (1j) preferably Cl-C3 alkyl or Cl-C3 alkyloxy, (Ik) more preferably
CHM alkyl, and (Ii) most preferably methyl,     Optical rotation of an optical isomer is (lm) preferably
(--t) or (-), and (In) more preferably H. [001W     In addition, as the optically active compound
represented by the formula (I), the follomiing optically active compound is preferable.  [Chemical form
u CI? --,-  H r--; N, ,,L, ! ?OH 



Me,,',.',e -------------- ,,-,"--__ :----r- g"- \c *!  ome "--r Me(CH(A) or 0-1(B) 1-3 Me, Me Me-0 Me -- (0-2(A)
or 0.2(B)) Me *211 Me r,,,:,CI0 '''NCIMe  I * OMe 3I Me' wherein Me represents methyl; !* indicates hat
a carbon atom marked with an asterisk is an asymmetric carbon. [Effect of the invention] [001.11
Since an optically active 4-phenyithiazole 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 4-thenylthiazole derivative as an c .ve
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. [00121     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 el wherein R.1, R.2, F8, RI, R5, and R.,6 are
as defined in 1)1 R.7 and R 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; RI is Cl-C6 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
theformula (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)  agnesimi in a solvent to
produce a Grignard reagent, and reacting the reagent compound represented by the formula: 1t2 CHO
(wherein R2 is as defined in 1)) to produce a compound represented by the formula (IV). 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 CRC can be used at 0.5 to 3 mei equivalents. 



As the solvent, tetrahydrofuran or the like can be used. A reaction temperature can be 0C to a reflux
temperature of a solvent, and a reactior time can be 0.5 to 12 hours.      The second step is a step of
alitylating the compound represented by the formula (IV) by using an alitylating agent in the presence
of a base to produce a compound represented by the formula (V). Relative to the compound
represented by the 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 mg) equivalents. As the solvent, N,N-dimethylformamide, etrahydrofuran
and the 1 e can be used alone, or by mixing them. As the base, sodium hydride, sodium hydroxide,
potassium hydro e, potassium earbonate, cesium carbonate and the like can be used alone, or by
Mixing them. A reaction temperature can be -10C to a reflux temperature of a solvent, and a reaction
time can he 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)-CH2-R" (wherein R 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 (V), isopropyl magnesium chloride can be used at 0.5 to
2 mol equivalents, and the compound represented by the formula: RB-C112-C(:=0)-X (wherein R" and
X are as defined above) or the formula: R.9-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 0"C to a reflux temperature of a solvent,and a reaction time
can he 0.5 to 12 hours.  (1110 with t amurea In a solvent to produce a compound rcpresoiite by the
formula (VII) Relative to the compound represented by the formula (VT); thiourea can be used at 5.5 to
2 Mal equivalents. As the solvent, methanol, ethanol, oronanol, isopropanol and the like can be used
alone; or by mixing them. A reaction temperature can be 20T to a reflux temperature of a solvent, and
a reaction time can be 0.5 to 4S hours      The fifth step is a step of reacting the compound
represented by the formula (711) 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 WC) 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 (X) in a
solvent. The present step can be conducted by using the same method as the method. described fifth
step of an A method of international Publication WO 2005/014561.      The compound obtained in each
step can he 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 Production method B [Chemical formula 7] R4 CHO R5First step R4 Ri0
R5' (IX)  wherein R4, R5 and It are as defined in 1) R.F' is as defined in a production method A.  As a
compound. represented by the formulaasas tarting compound, a commercially available product can
he 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 production method A, and is further subjected to the sixth step,
thereby, the compound represented by the formula th 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 2005/014501. The compound obtained in each step can be isolated and
purified by a genera method such as silica gel column chromatography, recrystallization, anchor
distillation. Alternatively, the resulting compound can be also used in a next reaction without
purification. 



Production method C [Chemical formula 8]    -, R3, R4, Ft', and RE, are as defined in[II is as defined in
a production method A As the compound represented by the formula (VII) ass starting compound, the
compound produced by s production method A can he used. A production method 0 is a method of
producing the compound represented by the formula (X) 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 (I).  In the first step, using the same method as the fifth step of a prod uct.IOn met.hod A, the
compound reisresented by the formula (XI) can be. obtained by reacting the compounn represented by
the formula Win and the compound represented oy the formula (VIII). In the second step, using the
same method as a production method E, the compound represented by the formula (II) 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 be also used in a next
reaction without purification. When the compound obtained in each step is a racemie compound, an
optically active compound is obtained by column chromatography using a chiral column, and each step
may be also performed using it.    wherein Ri and R.2 are as defined. in 1); Pi7 and. R5 are as defined
in a production method A. As the compound represented by the formulaas a starting compound, a
commercially available product cap. 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 CIV) to the second step to the sixth step of the production method A, the
optically active compound represented by the formula (I) can be obtained.      The first step is a step of
producing the compound e mesented by the formula (17) by treating the compound represented by the
formula (II) with magnes ir solvent to produce a Gibgnard reagent, end reacting this with a compound
ented by the formula: 1-P-0(r-h013I (wherein Br is as defined in 1):  defined as above) or the formula;
R2-CH0)-N(IMIe) (OM(112 is as defined in ); Me is methyl). Relative to the compound represented by
the formula at, magnesium can be used at 0.5 to 2 mol equivalents, and the compound represented by
the formula R.2-C(L--0)-x wherein R.2 is as defined in 1): X is as defined as above or the formulai
flu-C(=0)- 1\1(,Me) (0.Me) wherein ll:-' is as defined in j.); Me us methyl can be used at 0.5 to $ mu]
equivalents. As the solvent, tetrahydrofuran or the like can be usec. A reaction temperature; can be.
CC to a refteniperat-uri. of a solvent, and a reaction time can be 0,5 to 12 hours.      The second step
is a step of asvmmetrimreducin thecompound represented by the formula (Ill) 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 (TV) 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 alt, the asymmetric reducing reagent can be used at 0.5 to 2 tnol
equivalents. As the solvent, toluene, tetrahydrofuran and the like can be used alone, or by mixing them
As the asymmetric reductive reagent, F.-CBS or the like can be used. fl-CBS is an optically active
compound represented by the formula: [Chemical formula 10]  Me/ 



wherein lYle is methyl; Ph is phenyl. A reaction temperature can be -20C to a reflux temperature of a
solvent. and a reaction time can be 0.5 to 12 hours. The compound obtained in each step can heIted
and purified by a general method such as silica gel column chromatography, recrystallizatich, and/or
Alternatively, the resulting compound can be also used in a next reaction without p urification
Production method E  [Chemical               R.11Pd (XII) First stepF  Second step     (XIII)     wherein ll
and fid are as defined in 1); El5 is as defined in a production methodan 



is a bromine atom or a iodine atom. As a compound represented by the formula (X11) as a starting
compound, a commercially available product can be used.      A production method El is a method of
producirg a compound represcnted by the formula (XIV) from the compound represented by the
formula Olin via a first step and a second step.      The first step is a step of producing a compound
represented by the formula (XILL) by diazetizing the compound represented by the formula (XII) with
sodium   trite 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 (XII), sodium nitride can
be used at 0.5 to 3 mcd equivalents, and alkyl aorylate can be used at 0.5 to 2 mei equivalents. As the
solvent in diazotization, acetone or the like can be used. As the solvent in ozoncdysis,
dichloremethane or the like can be used. in diazotization and ozatiolysis, each independently, a
reaction temperature can be - TirC 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 be obtained from the compound represented by the formula
(XIII). The compound obtained in each step can be isolated and purified by a general method such as
silica gel column chromatography, recrystallization, andhor Alternatively, the resulting compound can
Lie, also used in a next reaction without purification. Production method  [Chemical formula 12] R3 -51\
'5555 'NIP    Will wherein El, (B.2, R', Ed, R5, and RI' arc as defined in 1); Ell(' is as defined in a
production method A; Rli is a bromine atom or an iodine atom.. As the compound. represented by the
formula (Viii as a starting compound, 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 GTO to produce the compound represented by the formula
DO. By Subjecting the compound represented by the formula C2Ifli 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. 100131 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 he 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), and has a high purity, it is a useful crystal for
producing a pharmaceutical composition. Regarding the crystal C) f the optically active compound
represented by the formula 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  is
shown in Examples to. 5 described,er (Xrev diffraction measurement condition: vacuum tube Cid(
a-ray, tubular voltage 40 Idiv, tuditiar current 40 ni,A or 50 mA, dsin 0 = n (d,o is an integer, I is
spacing (unit: Angstrom), El is diffraction angle (unit: degree))). These crystals are craractecezed hr
values of each diffraction angle or spacing. [00 i..41      Herein, examples of the "pharmaceutically
acceptable soli.' 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, maleic acid, fumaric acid, benzenesulfonic acid, and
p-toluene,sulfonio acid:). These salts can be 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 he coordinated with an arbitrarily number of solvent molecules.
[001      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 (thrombocytopenia after hematopoletio stem cell
transplantation (such as bone marrow transplantation) and the like, thrombooytopenia after chemical
therapy, hypoplastic anemia, myelodysplastic syndrome, acquired thrombocytopenia such as
idiopathic thrombocytopenic purnura 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 pare:laterally administered as iniectables, suppositories, transdermai
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 scents,
disintegrating. accents. lublneante or the like which are suitable for Its dosage form, thereby, a
pharmaceutical preparation Ca:0 be obtained. in the case: of iniectables, the compound together ween
a suitable carrier is subjected to sterilization treatment into preparations. A dose is different
dependingthe stage of a disease, an admntstraton route, an age or a weight of a patient anal, when
orally administered to an adult, is usually 0:01 to 100 mg/kg/day, preferably 0.02 to 10 mg/kg/day,
most preferably 0.05 to 5 mg/kg/clay. 1001.61      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. R-CBS: Optically active compound represented by
the formula: Klhemical formula 131] Ph Ph B-0 Me/ wherein Me isPh is ph Me: Methyl DMF:
NI,3\1-dimethylfermamide THE: Tetrahydrofuran DMISO: Dimethyliormamide 1-IPLO: High pressure
liquid chromatography [Examples] [0017] Reference Example 1: Synthesis of (RS)-(E)-3
(2,6-dichlore-44.4-[2-methyoxy.2-;amethyloxyheptyl)phenyntliazol-2-ylcarbamoyl}phenyp-2-methyl
acrylic acid (11-1)  Lchernioa formula )41    Br "Br DMe FirsT, Rte   1II OMe Me'  



,1 MCZO 0Me0  Trued step    - -0Ft Me fr-I 4 r! r Fourth step:0 OM e Me A-1 tie step  HI" r.Me 11 '0
OMe' B-1 First step: Synthesis of (RS)-2-bromi96-(l-hydroxyheptyva isole (1)      To a THF solution of
2,6-dihromoaniscle 00 g, $7.6 rumor) was added Mg (0.90 37.6 mraol), and the mixture was heated
and stirred at 40t. tindern. hoptanal (47.2 p. 41.3. mmol) 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 01). NMP. (CDC13) 3 ppm: 7.45 - 7.48 (m, 111), 7.85 -
7.38 (an. ,1H), 7.01 (t, 111, 8.1 Hz), 4.96 - 5.00 (m.,3.88311), 1.701.80 (in, 211), 1.25 - 1.63 (m ,8H),
0.85 - 0.90 (in 31-1) Second st ,, Synthesis of (RS)-1-bromo-2-methviox-y-3-(1-rne
hyl.oxyhe1)-benzene (2)      qi.8)-2-bromo-6-(1-hydroxyhentyl)anisole. (1, 5.36 g, 17.8 mmon obtained
in the first step and iodoraethane (3.0 p. 21.3 romon were dissolved in THiri, and sodium hydride (0,78
g, 19.6 mmol) was added thereto under ice-cooling. Tinder 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) NMR (CDCb) 9 pont 7.46 (st, 1E, J = 8.1
Hz), 7.33 (d, 111, 8 = .6Hz), 7.02111. 8 =  7.5 Hz). 4.52 (dd., 1H, 3 = 7.5 Hz,4.83.85 (, s, 311l, 3.21 (s,
31:1), 1.27 -( m, 10 ED, 0- 0.90 ( rn. 3H) Third sfen: Synthesis of (118)-2-chloro-1-l2methvioxy
methyloxypeptypplienyllethanone (3) To a THF solution of (118)-1-bromo-2-ateh3'  u.
neflayloxybeptyllbenzene (2, 



6.3 g, 2.0 mum].) obtained in the second step was added dropwise 2F/I isopropylmagnesium chloride
(202-Chloro-N-methyloxy-N-methylacet mide (5.5 g) was added thereto, and the mixture was stirred at
room temperature. To the reaction solution was added aqueous 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). NMR(121/Cli3) 8 ppm: 7.58 - 7.61 (in, 1II), 7.51 -
7.54 im, lin, 7.22 7.27 (m,      2H, 3 = 20.8 Hz, 15.9 Hz), 4.54 (cid, 111, c.7 : 8.1 Hz, 4.8 Hz), 3.78 Ks,
3H), 3.22 (s, 3.Fll 1.14 - 1.77 (in, 101-0, 0.84 - 0.902H) Fourth step: Synthesis of (1?..El'rmeth
oxy-3-(1-methyloxybeptyl)phenyllthiazol-2- ylamine (A-1)
(RS)-2-chlorml-l2-metbyloxy-3H1-methyloxypeptylOpheryll,Mthanone (8, 0.28 g, 0.89 mino) obtained
in the third step and thiourea (0.10 g, 0.89 mmol) 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 g of a compound (A-1). NMF. (OnCli) S ppm 7.75
(ad, 11-1, 3 = 1,8 Hz, 7.5 Hz), 7.34= 1.8 Hz, 7.5 Hz, 111), 7.19 (., 1H, 3 = 7.5Hz), 7.08 (s,5.41 (ors,
2H), 4.57 - 4.61(na,3.65(s, 3F1), 3.23(s, 3H), 1.24 - 1.77 (m, 10H). 0.84 - 0.89 Gm 3EF Fifth step:
Synthesis of (RS)-(E)-2-(2,6-dichloro-4-{4-f2-rrieioxy1-3
methyloxyheptypphenyllthiazol-2-ylcarharno-sillphenyll2-me ,hylacrylic      To a DNIF (6 naL) solution
of (F.S)-4H2-naethyloxy-3-0.- methyloxylieptyl)phenyllthiazol-2-ylarnine (A-1, 380 mg) obtained in the
fourp, ethyl 3-(4-bromo-2,6-dichloropheny1)-2-methylacrylate (4, 338 rrigil synthesized in Reference
Example 18 described later, and dichlorobistriphenirlphosphinepaliadium (42 mg) was added
triethylamineand the mixture was stirred at 85H: for 16 hours under the carbon monoonde
atmosphere. The reaction solution was; added to water, followed by extraction with ethyl acetate. The
organic layer was washed with water, washed with an aqueous saturated sodium chloride solution,
and dried  with. magnesium sulfate. Mu:7 the solvent was distilled off, purification by column
chromatography (hexane T ethyl acetate = 1 1) afforded 540 mg of a solid. This solid was dissolved in
THF (3methanol (3m1....): and a 2 mon sodium hydroxide aqueous solution (3added, and the mixture
was stirred at room temperature. The reaction solution was made acidic with hydrochloric acid,
followed by extraction with ethyl acetate. The organic layer was washe,cl witii water, washed with an
aqueous saturated sodium chloride solution, and dried over magnesium sulfate. After the solvent was
distilled off, reerystallization with ethyl acetate afforded 370 mg of a compound (B-14 NME (DM80Hd6)
3 ppm: 12.99 (brs, 1121), 8.29 (s, 2114 7.91 (did, 1E, 3 = 2.1 Hz, 7.2 Hz), 7.72 Ks, 1.1-14 7,41 (d,
111, 3 = 1.5 Fizi, 7.24 - 7.33 (m, 211), 4.55 - 4.60 (m, fin, 3.62 (s, 311), 2.16 (s, 311n, 1.69 (s, 311),
1.25 - 1.69 (in, 10E), 0.83 - 0.87 (m, 1.0018]      Using the same method as the synthesis method
described in Reference Example 1, compounds (A-2) to (A-16), and compounds (3-2) to (346) were
synthesized. Reference Example 2: Synthesis of (RS)-(E)-3-(2,6-dichloro-4-14-1:2-methyloxy-3-(1-
pentyloxyethyl)phenyllthiazol-2-ylcarbamoyOphenyl)-2-methylacrylio acid-2)
(115)-4-12-me4'nylexy-3-(1-pentylexyethyl)phenylithiazol-2-ylardine NMI; (CD(11:3) a ppm: 7.74 (ad,
lIT, S = 2.1 Hz, 7.8 Hz), 041 (cid, 131, 1 = 2.1 Hz, 08 Hz,), 749 Ct, 1H, eff = 7.8 Hz), 7.07 Ks, 111),
549 (brs, 211). 4.85 (n, 111, 3 -= 6.3 Hz), 8.65 (s, 311), 3.28 - 8.33 (m, 211), 1.54 - 1,58 (m, 111), 1.45
(d. 311, 1 = 6.6 Hz), 1.21 - 1.30 411), 0.85 - 0.90 Cm, 311) Compound (3-2) 1\111/IP. (M/ISO-do) 3
ppm: 8.32 (s, 21-U, 7.65 (s, 1H), 7.48 - 7.60 (m, 211), 7.43 (s: 111), 7.22 - 027 Cm, 1E), 4.87 (q, 111,
3 = 6.3 Hz), 3.55 (s, 2I-T.), 1,87 Cs, 3114 1.55 - 1.62 2E), 1.48 id, 311, 3 = (1.3 Hz), 1.26 - L85 Cm,
41-1), 0.86 - 0.90 (in, 8E) Reference Example 3: Synthesis of
(RS)-(E)-3-(2,6-dichloro-4-{418-(1-hexylaxhy
2-methyloxyphenyl)thiazol-2-yloarbarnoyl)pheny1)-2-methylacrylic acid (30)
(RS)-4-13-(1-hexyloxyetliy1)-2-methyloxyprienyiltniazoi4-yiamine      (CDC,13) ii ppm: 7.75 (dd, 1E, 3 =
1.2 Hz, 7.5 Hz), 7.41 (dd., 111, 3 = 1.2 Hz, 7,8 Ezp, 7.20 (t, 111, 3 = 7.8 Hz), 7.08 (s, 111), 5.48 (brs,
211), 4.55 (q, 1E, 3 .--- 6.0 Hz), 3.66 (s, 311), 2,28 - 3.38 (m, 2-121). 1.52 - 1.59 (in 1B.), 1.45 (d, 8H,
3 iv- (3.3 Hig") 1.24 - 1.34 613), 0.85 - 0.89 (m, 311) Compound (3 -E) NMTt ODNISO-del S ppm
12.97 ('err, 111), 8.29 (s. 211), 7.90 (dci. 111. 3 -= 1.8 Hz, 7.5 HM 7.72035 - 7.40 (m, 21:1), 7.25 ct,
111, d05 Hz), 4.82 (q, 111, 3 -= 6.3 Hz). 



m 21  3.62 Es, SW, 2.16 - 3.37 (m, 211), 1.69 Es, 311), 1.131,51 Em, 1111), ( 8r) 0.87 cam 3H)
Refernue Example 4: Syneunesis of clii-.IP(E)-3-E2.6-dicho-l-14-[2-methyloxy-3-(1-
merhyloxyhexyl)phenyillthiazol-2-ylearbamoylipheny1)-2-methylacrylic adici (ti-4) 1\TIVIR (CDC,Ii.) 3
ppm: 7.75 (ad, 1H, S = 1.8 Hz, 7.8 Ez), 7.34 (dd. 1H, 3 = 1.8 Hz, 7 8 Hz), 7.19 EL 111, 3 = 7.8 Hz),
7.08 (8, 1I-1), 5.48 (ire, 211), 4.57 - .4.61 Ern, lin, 3.65 Es, 3.93 Es, 310, 1.26- 1.77Km, 81-1), 0.85
0.90 Em, 3 10 Compound (B-4) Nmr (L)1\180-d6) 3 ppm 12.98 (3m, 114), 8.29 Cs, 2E), 7.91 (ad, 1H,
52.4 Hz, 7.5 Hz), 7.72 (s, 1H), 7.407.24- 7.33 Em, 2H), 4.56 -4.60 (m, 11162 (s, 3.16 (8, 3H), 1.69 (s,
3E0, 1.25 - 1.69 (ni, 811), 0.8$ - 0.88 Ern, 3E) Reference Example 5: Synthesim of
(RS)-(E)-(2,6-dichlord-4-{4-[3-E1-ethyloxyhexyl)-2-
methyloxyphenyl]thiazol-2-ylearbamoyllphemy1)-2-methylacrylic acid (P-5)
(RS)-413-(1-methy)oxyhexyl)-2-methyloxyphenyl]thiazol-2-yiamine EA.-5) 1\11\IR (CDC12) 6 ppm:
7.73 (dd, 111, U = 1.8 Hz, 7.5 Hz), 7.38 (ad, 1H, 5 = 1.8 Hz, 7.5 Hz), 7.18 O., 11:11, 3= 7.5 Hz), 7,07
Es, 1H), 5.48 (bre, 211), 4.66 - 4.70 Pm, LH), 3.64 Es, 311), 2.31 - 3.42 Em, 2H), 1,16 1.7% Ern,
111-1), 0.85 -0.90 Ern, 3H) compound (B-5) NMI?. crdNISO-a6) 3 ppm: 12.97 (him, 11-). 8.297.89
(Pia, lid i1 = 1.8 .147, 7.8 Hz). 7,71 Es, 1H), 7.22 -7.40 Km, 4E), 4.65-4.69 Ern, 1S1), 3.58 Ed, 311U,
:3.1 Vd, 2H, 3 = 4.5 Hz), 1.69 Es, 310, 1.03 - 1.69 (m, 1111 0,84 - 0.88 Ern, 811) Reference Example
6: Synthesis of
(RE0-(E)-8-(2,6-dichloro-4-{4-113-0.ethyloxypentyb2-methy1oxyphenyahlazol-2-ylcarbamoyOpheny1)-
2-methylacrylic acid (B-6) ERS)-4-3-(1-ethyloxypenty1)-2-rnethyloxyphenylithiazol-2-ylarnind (A-6)
NAIR) 3 ppm: 7.75 (dd., 111, 3 = 7.5 Hz, 1.8 Hz), 7.24 (ad, 111, 3 = 7.5 Hz, LS Hz), 7.15 (1, 1H, S =
7,5 Hz), 7.08 Es, 1E), 5.26 (eps, 2H), 4.67 - 4.70 Ern, 111), 3.64 Es, 311D, 8.27 Ecii, 2H, 3 = 7.0 Hz),
1.56 - 1.68 (i-n, 211), 1.20 - 1.50 (MI, 4H), 1.10 Et, 3H, S = 7.0 Hz). 0.85 (s, 311, U = 7.0 Hz)
Compound (B-6) NMR (avISO-d6) 3 ppm: 12.98 (bre, 110, 8.28 Es, 2H), 7.92 (di. 111, 3 Pi 7.5 Hz),
7.71 (s, 111D, 7 41 (s,1H), 7.83 Ed, 1H, S = 7,6 Hz), 7.25 Et,111, 3 = 7.6 Hz), 4.67 Et, 131, 3 = 6.5
Hz), 3.60 Es, 311). 3.26 Eo. 9:11, 5 = 7.0Hi),1.68 (,e,3ri), 1.56 -1.68 (m. 2/H11,3.20 -1.50     411), 1.10
(J., 311, 3 = 7.0 Hz), 0.85 (s, 3M, J = 7.0 Hz) Reference Example 7: Syrithesisi of (liSi-E
propyloxypentirDphonylithiazoi-2-yiparbarridyliphenyli-2-methylacrylic acid (Pr 7) 



99  (118)-442-methyloxy-3-0-propyloxypentyl/phenyllthizzoh2-ylamine (Pc 7)       ((13/018) 3 ppm: 7.75
((Id, 1H, 3 = 7.5 Hz, 1,8 Hz), 7.31 id& 1E31 = 7.3 Hz, 1,8 Hz), 7,15 Kt, 1E, J = 7.5 Hz), 7.08 (33 1H),
5.26 (hrs., 2E), 4167 - 4,70 lm, 1H), 3.64 is, 31-11, 3.27 (33 211, 3 -3- 7.0 Hz), 1.56 - 1.68 ina, 2111
7.50 - 1.60 (m, 2E1), 1.20 - 1.50 Km. 411), 087 B6, 311, 3= 7.0 Hz), 0.85 it. 3E, 1 = 7.0 Compound
KEY 7) 33\113, (DIVISCi-d6) S npni: 12.9a (brs, 3311), 8.28 Ks, 21-3), 7.90 (4, 111. 1 44 7.5 Hz), 7.71
(3, 1ER, 7.41 (s, 111), 7.33 (3 111, 1 = 7.0 Hz), 7.25 it, 111, 3 = 7.6 Hz), 4.57 Kt, 111, 4.5 Hz), 2.61 hi,
3113, 3.20 Kt, 211, 3 = 7.0 Hz), 1.68 Ks, 311), 1.56 - 1.68 Km, 2H), 1.50 - 1.60 Knii, 210, 1.20 -1.50
Km, 4E), (1.90 (t, 211, 3 = 7.0 .-Hz), 0.85 (t., 311, J = 7.0 Hz). Reference ExampleSynthesis of
(R.8HE)-04,2,6-dichloro1-(443-(2.2-iiimethylpropy1-
1-ethyloxy)-2-methyloxyphenylithiazol-2-ylcarbamoyilphenyll-2-meth.ylacrylic acid (B-8)
(as)-4-c.3-(2"2-ctimethylpropyl-1-ethyloxy)-2-the.thyloxyphenyllthiazol-2-yiamine (A-8) NIVIR (C1)01.3)
5 ppm: 7.73 (cid, 1E1, 3 = 7.5 Hz, 1.8 Hz), 7.34 (dd, 111, J = 7.3 Hz, 1.8 Hz), 7.1.3 Kt, 181, 3 = 7.5
Hz), 7.08 es, 111), 5.26 (brs, 211), 4.37 is, 111), 3.60 is, 311), 3.22 - 3.38 Kin, 281), 1.08 B., OH, J7.0
Hz), 0.90 Ks, 911). Compound (B-8) NAM (lThiliSO-d6) 5 ppm: 12.98 Oars, ur), 8.28 Cs, 211), 7.90 id,
111. j 4- 7.5 Hz), 7.68 (2,111), 7.40 (s, 111), 7.29 id, 181, J :4 7.6 Hz), 7.23 (t, 111, 1 = 7.6 Hz), 4.40
(8, 1H), 3.61 Ks, 8E3 3.30 Kg, 211, 3 = 7.0Hz), 1.68 is, 311), 1.15 (t, 311, 3 = 7.0 Hz), 0.89 is, 911i),
Reference Example 9: Synthesis of IRS)-(E)-3-(2,6-dichlore-4-{4-(3-(2,2-dimethyl-1-
propyloxyproPy11-2-meithyloxyphenyllithiazol-2-yi.carbamoyllphen)/13-2-methylaczylic acid (B-9)
[.3-(2,2-dimethyl 1 -propyloxypropy1)-2-methyloxyzhenylltiziazol- 2-ylarnine iA-9) MMEi (CD C:12) 8
ppm: 7.74 (dd, 1131, 3 = 7.5 Hz, LS Hz), 7.32 (3d, 111, 3 = 7.5 Hz, 1.8 Hz), 7.13 (3 111, J = 7.5 Hz),
7.08 Ks, 111), 5.26 thrs, 2E71, 4.27 Ks, 1131), 3.60 3s, 3E1 3.22 8.38 lm, 2111, 1.56 - 1.69 (rn. 2131),
0.93 (), 311, 3 = 7.0 Hz), 0.90 Ks, 9111 Compound (8-9) 1331VIR (DIA80359) 5 ppm: 12.98 Hrs. 1E3
8.98 (s, 9111, 7.92 (d, 1H, 1 = 7.5 Hs), 7.63 is,111), 7,40 (s, 1E). 7.31 id, 181, 3 = 7.6 Hz), 7.27 it,
1E1, 35 7.6 1-42), 4.40 is, 111). 9.6) Ks, 311), 3.20 (3 211, 3 = 7.0 Hz), 1.68 (2, 3E1), 1.55-1.65 Km,
211), 0.90 (t, 31-1, 3 Zr 7.0 Hz)', 0.87 (s. PH).  Reference Example 10: Synthesis of CRS)-CEF3-(
6-dichicrollli2.nmethyliciy-c propyloxybutyl)phenylithiazol-2-ylcarhamoyliphenyi)-2-methylacrylic acid
(D-10 (H8)-442-methylexy-3-0-propyiloxyhutylEphcmyikbiadoE2-ylamine (A-10) NINIR (GNI:3) 6 ppm:
7.74 id, J = 7.5 Hz, 1H), 7,36 id, 1R, J = 2.8 Hz,), 7.20 H, lB, J = 7.5 147.), 7.08 is, 1E11), 5.15 (ors,
211), 1.67 - 1.741ER, 3.61 is, 311), 3.193.36 Cm, 21.i), 1.50 - 1.80 (m, 6H), 0.86 - 0.98 Cm, 6E)
Ccdinpodmi (E-10) REVIR (DNI80hd6) 6 ppm: 13.00 (hrs, 21-1), 8.29 (s, 2121 7.90 (hi, :LH, 3 = 7.5
Hz), 7.7 111H, 7.24. - 7.43 Cm, 3H), 1.65 - 4.72 Cm, 1111), 3.61 (s, 3E0, 3.28 it, 2H, J = 6.3 Hz), 1.30
- 1.80OH), 0.84 - 0.98 in, 61j) Reference Example 11: Synthesis of TiS)-(E)-34.4-{4-{3H1-inityloxyhit-rii
metbyloxyphenylithiazol-2-ylearbamoyll-2,6-dichioropheny0-2-methyiacry c acid (B 1)
nityioxybutylj-2-methy1oxypherhcHithiazol-2-y1amine11) RIMR (CDOR ) 5 ppm: 7.74 HI, J = 7.5 Hz,
11H), 7.36 id, 1E, 3 = 7.8 Hz), 7.20 (t, IH, 3 = 7.5 Hz), 7.08 is, 1H), 5.15 Oirs, 2H), 4.67 - 4.74 Cm,
111), 3.64 is, 313), 3.19- 8.36 (m, 21111, 1.50 - 1.80 Gm 81:0, 0.86 - 0.98 Cm, OH) Compound
(11-11) NIVEL (DNI80-d6) 5 ppm: 18.01 (.brs, 21), 8.29 is, 211), 7.90 RI, HE, 3 = 2.5 Elz), 7.72 Cs,
111d, 7.23 - 7.44 (m, 311), 4.65 - 4.72 Cm, 1H), 3.01 Cs, 3Hi), 3.27 Ct, 2E1, J = 6.3 Hz), 1.30 - 1.78
Cm, 11H), 0.83 - 0.98 (m, 611) Reference Example 12: Synthesis of GES)-(11-3-(2,6-dichloro-4-14-1
(1-ethyloxy-3- metlaylbuty1)-2-mothy1oxyphenyllthiazol-2-ylcarbamoyRphenyR2-thylacrylic acid (13
-12) (EtS)-413-H-ethyloxy-3-me,thylox-ybutythylcxyphenylith zol-2-ylamme (A-12) i\TMR) 3 ppm: 7.74
(a, 1H, 3 = 7.5 Hz), 7.36 (d, 1H, 3 = 7.8 Hz), 7.20 (I:, 117, 3 =- 7.5 Hz), 7.08 is, ,IFE, 5.15 (brs, 2H),
4.76 - 4.84 (m, 111), 3.64 is, 3H), 3.30 - 3.42 (m. 2E1), 1.50 - 1.80 Cm, filt1), 0.92 - 1.02 Cm. GM) 



Compound (R-13) NMR (IML80H16) 6 ppm: 18.00 (bib, 21D, 8.29 is, 211 7.90 (a, 111, 3 = 7.57.72 is.
7.98 2149 Cm. 3H), 4,65 - 4.79 in,(H, 3HJ, 3.2T it, 2H, J = 6 3 Hdd, 1.78 - 1.90 (c, 1H), 1.60-74 (m,
4H), 1.30 1.40 (n liFEE 1.11 (t, 3H, 3 = P6.9 Hz), 0.97 3T-I,= 0.8 II /,, 0.93 (d, RH,= 6.3 Hz) Reference
Example 13: Synthesis of (RS)7E)-8-(2,6-dichloroethyloxy-2- 24  methylpropyloxyfRopyRpnenylithi
zei-2)44:11-2-in hvlacrylic acid (B-18) (R.,9) -4- [2-metIm nyi-1 -pro. ylo propyflphenyflthiaz,eL
2-ylamine (A 131 NiViR (CD01:1) 8 ppm: 7.74 (A, 1E, 3 -= 7.5 Hz) t:(d 1:E, 4 = 7.8 Hz),  .20 (= 7.5 Hz),
.08 Cs, 1H43 5.20 (bra, 211), 4.36 (d, 11-1, J= 6.9 Hz). 3,60 (e, 3E), 8.15 - 3434 Cm, 2H), 1.90  7.02
(m, in). 1,5.0 - 1.63 Cm, 21:21:), 1,02 (d, 311, J.. 6.6 Hz), 0491 (t, 311, 4 4:: 7.5 Hz), 0.82 (44 811, J =
6.6 Hz) Compound (B-13) 181MR (TN/ISO-do) 3 ppm: 13.00 (bra, 211)" 8.29 Cs, 1), 7.88 (d, 1H, 3 =
7.5 Hz), 7.70 Cs, 111), 7.20 - 7.42 (m, 31:0, 4.38 Rlz, 1H, 3 -= 5,1 Hz), 3.60 (s, 3114), 3.20 - 3.27 Cm,
211), 1.85 - 1.95 (m, 111), 1.69 (s, 311), 1.44 .55 On, 21113 0.96 (6, 314, 3 = 4,8388 Gs 311, J = 5.7
Hz), 0.81 (d., 311, 3 = 5.1 Hz) Reference Example 14: Synthesis of
(RS)-CE)-3-(44{443-(1-loutyioxypropy14)-2-
methyloryphenyilthia2o1-2-ylearbameyn-2,6-dichloropheny.0-2-methylacrylic acid (B14)
(RS)-4-3-(1-butyloxypropy1)-2.me.thyloxyplieny1ithiazo1-2-y1amine (A-14) NME. (CDCI318 ppm: 7.73
Cdd, 111, 3 -= 1.8 143z, 7.8 Hz.:;, 7.36 (do., 111, 3=- 1.8 Hz, 7.8 Hz), 7.17 (1.., 1H, 3 = 7,8 Hz), 7.07
(e, 111), 6.39 (bra, 211), 4.58 - 4.62 (m, 1111, 3.64 Cs, 311), 2.24 - 3.37 (m, 2H), 1.30 - 1.86 (m,
6114), 0.98 ess 311, J = 7.5 Hz), 0.89 (t, 311, J = 7.5 Hz) Cornpound (11:-14) NTH{ (DIVISO-c16) 6
ppm: 13.00 (bra, 111), 8.29 is, 211), 7.89 - 7.92 (41 111), 7.72 Cs, 111), 7.40 (s, 111), 7.287.34
Cm,4.57 - 4.61 (in, 11), 3.61 Cs, 31D, 3.263.30 (), 1.69 (s, 311), L26- 1.78 (m, (1141), 0.92 it, 3H, J =
7.2 Hz), 0.86 (t., 311, 3 = 7.2 Hz) Reference Example 15: Synthesis of
(RS)E)-3-C2,6-dichloro-4-I.4-[2-methyiexy-3-(1 pent3d.oxypropyl)phenylithiazz312-ylcarbamoyl
4-)heny1)-2-methylacryhe. acid (E.-15)
(RS)-442-methyloxy-3-(1-pernyloxypropypphenylithiazo)-271amine (A-15) 1.-41\IR (ODC310 6 ppm:
7.73 (ad, 111, 3 = 1.8 Hz, 7.8 Hz), 7.36 (rid, 1H, 3 = 3.8 Hz, 7.8 Hz), 7.17 (t, 1H, 3 = 7.8 Hz), 7,07 is,
111), 5.38 (bra, 211), 4.58 - 4.62 (m, 111), 3.64 (s, 3H), 2.25 - 3.37 (m, 2H), 1.22 - 1.86 Cm, 811), 0.98
(3., 31I, 4 st 7.2), (.85 0.90 (m, SE) Compound (R-15) NMI (DNIS0-d6) 6 ppm: 13.00(bra, 111), 8.29
Cs, 2H), 7.89 - 7.92 (m, H-I), 7.72 (s, 1H), 7.40 (s.7.23  1134 (m, 2111, 4.56 - 4.61 (ni, 111) 3.61 (s,
3K).- 3.89 (m, 3111, 1.89 Cs, 31-D, 1.18 1.77 (m, 8111), 5432 04 311, 3 = 7.2 Hz), 0.85 (t, 311, 3 =
7.2 Hz)  Reference Example 16: Synthesis of (RS)E)-3-(2,6-dichlorc-4-(442-mothyloxy-3-01
methyloxy-0-methylhexyDphenyllthiazol-2-vicareamoOpheny11-2-methyl:aerylic acid (d-l.0)
Compound (B-10,' NME. (DIVISO-dc) 3 ppm: 12.98 (bra, SID, '3.29.92 Eh, lED, 7.72 (.s, 1.11), 



7.41 (s, 1H), 7.2.4 - 7.37 (ri4.53 - 4.57 (m, la), 3.01 (s, H), 3.16 (s, 31E, 0.87  1.72 (m., 16.H),
Reference Example 17: Synthesis of (E)(4-hromo-2,6 lichlorophonyD-2i methylacrylic acid ethyl (4)
[Chemical formula 15]    First step: Synthesis of 4iihromc-2,6-dichlorobenzaldehyde (6)
4-Bromo-2,E-dichloroaniline (5, 80 g) was dissolved in acetone (640and a 48% hydrogen bromide
aqueous solution (120 mil.) was added, followed by stirring at OlC. A sodium nitrite (32 g) aqueous
solution (140 mL) was added dropwise thereto, the mixture was stirred. for 30 minutes, and methyl
acrylate (200 naL), and water (200 raL) were added, followed by stirring for I hour. At room
temperature, cuprous oxide    gi,/ 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)-3-04-bromo-2,6-dichlorophenyliacrylate (43.5 g). Methyl (E)-3-(4.-bromo2,6-dichlorophenOacrylate
(48.5 g) was dissolved in dichioromethane, an ozone gas was introduced at -70`C, and ozone
oxidization was performed. To the reaction solution was added dimethyl sulfide (40 nil:), and this was
extracted with ethyl acetate to obtain 4-bromo-2,6-dichlorchenzaidehyde (C, 87.2 g). NME (CDCie) 5
ppm: 10.42 (a, 111), 7.53 (s, 211) Second step: S3mhtesis of ethyl
(E)-3-(4-bromo-2,6-dichlorophomac (4)      Triethylphosphonopropionate (26.3 g) was dissolved in.
THE (.150 mid), a THT? solution of sodium hydride (6.8 .g), and 4-bromoi2,6H.ichlorobenzaldehyde
06, 20 gl obtained in the. first step was added dropwise, and the mixture was stirred for 2 hours. The
reaction solution was extracted with ethyl acetate, and purified. by column chromatography to obtain
ethyl Wli8-(4-bromo-2,Edichlorc)bhenyll-2-  methylacirrn, 21.2 E* Melting point: rie NINO. (CD Olt ) 5
PPID' 7.52 s, 2,1-11, 7 35 Is, 1E,), 4.28 lli1-1 3 = 7.0 E(s, 3H), 1.3331:1"3 = 7.3 Hz) 1.0019i Example
1Synthesis of 031-(E)-(1-(2,6-8'4-i4-V2iyloxy-2-81- methylcxyhepty0 onyli thia8oi -2- ylcarbamoyllph
tnylacrylic acid (C-1.4) and
(S)-(E)-3-(2,6-dichloro-4-(4-{2-methyloxy-11-8.1-methyloxyllepty0pnenylithiazol-2-
ylcarbamoyl}plieny0-2-methylacrytic acid (C(-1B) (RS.)-(E)13-(2,6- dichloroeth
yloxy-methyloxyhexyl)plienylithiazol-2- ylcarbaraoyliTheny0 -2-methylacipilic, acid (E-1) obtained in
Reference Example 1 was separated by HPIX column 0J-R11 (registered trademark) manufactured by
DAICEL (as an eluting solvent, a mixed solvent of acetonitrile, water, and tricluoroacetic acid) was to
obtain an optically active compound (C.- LA) and an. optically active compound. (C-113). Optically
active compound (C-1A) Melting point; 162-1.64'0 NMR (DMSO-do) 6 ppm,: 12.993, 1H), 8.29 (s,
21-1), 7.91 (dd, 111, 4 = 2.1 Hz, Hi), 7.79 (S,7.41 (d, 1111, 4 = 1.5 Hz), 7.24 - 7.33 (rn, 211), 4.55 -
4.60 (in,2 (s, 3H), 8.16 (s, 3111, 1.69 (s, 3F.1), 1.25 - 1.69 8m, 10H1, 0.88 - 0.87 (m, 311) Optical
rotation: Y-25.6 degrees (318/180,.c = 1.000, 25'C) Optically active compound (C-1B) Melting point:
161 -1640 1\11\11ll(DIVISO-d6'1 S ppm: 12.99 (bra. 1E1), 8.29 lli" 2Hi, 7.91 (cid, 111, J = 2.1 Hz, 7.2
Hz), 7.72 (s, IH), 7.41 (d, 1H, Br- 1.5 Hz), 7.24 - 7.38 (m., 21:1), 4.55 - 4.601II), 3.62    3H1, 8.16 (s,
3F1), 1.69 (s., OH), L25 - 1.69 Lia, 101-ll, 0.83 - 0.87 (m, 3H) Optical rotation: -25.6 degrees (DM80, c
= LOGO, 2o C; Example 2Synthesis of (11:)-(E)-34.2,6-dichloro-4-(4-[3lexyloxyethyll-2- 



metnyloxyphenylithiazol-2-ylcarliamoyllphenylli-2-methylacrylic acid (C-81A) and (SW.
)-(E)-3-(2,6-dichioro-4- ,;i1--[(1-(1-heti---yloxyethyl)-2-methyloxyphenylithiazol-2-
ylcarbamoyllphenyD-2-methylacrylic acid (C.311) According to the same method as in Example 1, an
optiactive, compound (C-3A) and an opticallly active compound (C838) were synthesized from
(RS)(E)'-8-(2,6-
aichloro414-[3-(1-hexyloxyethyll-2-methyloxyphenyliithiazol-2-ylcarbarricylipherylii2-methylacrylic acid
(8-3) obtained in Reference Example S. Optically active compound (C.-(321)  Molting point: 139- lIlT
HMR. (DM90-d6) 8 ppm: 12.97 (Ors, 11-I), 8.29 (s, 211), 7.90 Cad, 111, 3 = 1.8 Hz, 7,5 Hz), 1.72 Cs,
111), 7.35 - 7.10 Cm, 2H), 7.26 (t, 111, 3 = 7.5 Hz), 4.82 (q, 111, j = 6,3 Ro), 3.62 Cs, 3E), 3.10 - 3.37
Cm, 211), 1.69 is, 31:1), 1,18 - 1.31 Cm, 1111r,), 0.82 i 0,87 Cm, 811) Optical rotaion +4.5 degrees
(DIVLSO, a = 1.001. 25-C) Optically active compound Cc-S1.) Melting. point,: 142-I45'C NMB (Hi.
so-do) 8 ppini 12.97 (brs,8.29 (s, 2I-D, 7.90 Cad, 1H, J = 1.8 Hz, 7.5 Hz),7.72 (OE,111), 7.25 - 7.40
Cm, 211), 7.26 C.t, I 7.5 Hz), 4.82 (,q, 1H, 3 = 6.3 Hz), 8.02 (s, 311), 3.16 - 3.37 (rri., 211),1.69 (s,
311), 1.18 - 1.51 Cm, 1111), 0.82-0.87 Cm, 311)  Optical rotation -4.5 degrees (DMSC). c = 1.001,
25-C) Examnie 3Synthesis of (C-IM  {Chemical formula 1611    7 1) i-PrMgC1 THF 2) Me. 70Me 3)  10
Cl OMe (Si  



OMe 11 -0Me 9-H Third (nes     (Ph0)2P(0)C1/E--.T3N/AcOEt CI0 HIN Et0H Fourth step --S N H2
ONle (3)OM 12-H Fifth step  0 , HtEt Me 1-1-N IIIo 'F!14 ci0 11- 1---2-1E'14j Me CI (S)OMe C-15 



4N NaOHaq. THF-Et0H  Sixth sten   (Et0)2P(0)CH(OH3)CO2Et biON H2DTTHF OE HO"--;d1 0 13  A
step   First step: Synthesis of (S)-1-(3-bromthyloxyphenyhheptane-lnol (8) tinder room temperature, a
1M 'coracle THIli solution (48 rin37) was added to an 73-CES 1% toluene solution (120 mt.).
1-(3-Bromo-2-metiiiviox=,Th.enyl)heptane-1-one (7, 13 ii) was added, and the mixture was stirred for 1
noun Methanol was added, a solvent was distilled off, and the residue was purified by chromatography
to obtain (3)-1-(3-brorrio-2-methyloxyphenypheptanc-1-ol (3, 12.86 g, yield 75%). Optical rotation:
-22.70.6 degrees (CH.012" c =2110.) NIVIR (CDC,i0 6 ppm: 0.87 (3H, t, 3 = 6.8 Hz), 1.2 - 1.6 (0411,
m), 1.74 (2E1, ni), 2.00 (1H, bra), 3.88 (3H, 8), 4.97 (1H, m), 7.01 (1H, t, I7.8 Hz). 7.27 (1H, dd, 3 = 7.9
Hz, = 1.3 Hz), 7.46 (1H, dd, 3 = 7.9 Hz, 314-- 1.7 Hz) Second step: Synthesis of
(S)-1-brome-methyloxyhep 1 uelizene (9) (,51I-03-bronny2-methyloxypnenyl)hentanes-1-ol (3, 10 g)
obtained in the first step was dissolved in DMSO (42.1 mI), a 50% KOH aqueous solution (4.21 m13).
and methane iodide 03.1 iriLl) 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-methyloxy-3-(1-methyloxyhoptynbenzene (9, 8,77 g, 83%). Optical rotation -70.2  0.9
degrees (CHC13, c = 1.050, 200) NMR(CDC)33) S ppm: 0.37 (3E, U I = 0.3 Hz), 1.2 - 1.5 (SE, n), 1.5
- 1.8 (2H, m), (311, .0,.3.85 (311. s), 4.51 (1E, m), 7.02 (2111, t, 3 = 7.8 Hz), 7.33 (1H. dd., 3 = 7,8 Eig,
4 1.7 Hz), 7.46 0111, cid, I = 7.9 Hz, 3 = Third. step: Synthesis of (E3)-2-ehloro1-(2-methylic
methyloxyheptynphenyliethanone (i1) To a THF solution of
(5)-1-brome-2-metbyloxy-3-(1-metnyloxyheptyl)bonzene (9, 12.5    obatined in the second step was
added dronwise a 2)4 isopropyl magnesium chloride THE solution (44 rini) under ice-cooling. After the
reaction solution was stirred at 45'C for 3 hours, Nimethyloxy-Nimethyl-2-chloroacetamide(10, 3.5 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- l-(2-inethylexy-3-(31- triethyloxyheptypphonypothanone (11). NNIR (CD013) 3 bhm: 0.87
(3H, t, 3 =- 6.8 Hz) 1.2 - 1.82 (10E, m). 1122 (311, s). 3.78 ;8H, ad, 4.53 (HI, m), 4.73 (2H, in), 7.24
(111, t, 3 = 7.6liz), 7.52 (111,7.6 Hz, 3 = 1.3 1-.T7), 7.60 (7141, cid, 3 -= 7.7 Hz, J = 7.8E2) stepl
Synti(1 -nieldnylox eptylliphen:hiazole-2- Sh4 2 80  amine (12)
(8)-2-ehloro-1-fs-metilyioffy-8-0ethyloxyheptvl)pheny-pctione (l.1) obtained in the thin) step was
dissolved in ethanol (BO aiL), thiourea (1.4 a) was added, and the mixture was stirred at 10(frO for 3
hours. Extraction with tcduene and purification by silica gel chromatography afforded
(5)-4-(2freetbiYj0x.';82"( -me.thyioxyhept11)pheny9thaazoie-2-alnine (12, 4.22 g, yield 32%) Optical
rotation, -54.8  0.9 degreescLOIS, 2F0) 



NWR (DIVISO-de) 3 ppm: 0.81 (SE, t, J = 0.5 112f), 1.2 - 1.5 (8E, m), 1.5 - 1.8 (211, m), 3.13 (311, s),
3.02 (SE., s), 4:.54 (1H, m), 0.09 (211, bra), 7.03 (11i, s'), 7.10 (11E, t, , Hz), 7.22 flE, cid, j = 7.5 Hz, j
= 2.07.81 (I181., dd, S = 7.1 Hz, I = 2.0 Hz) Results of powder X-ray diffraction are shown in Fig. 1 and
Table.  [Table 1,1  ;26 10 332 dvalue 555452 Inter:sit, irnatLE,a=yI 50.4.   59.8  L ___1, C.843 __8
1527 _ _22.5 _ _18,9_____I 11.371 7.77554  921 i 12.042 7.34333 2h4161 12.83E 17 7765 14.094
6.27838 30,1 ,25.3 14.429 6.12951 1079 



16,0165.52906 16.3865.40521 16.688 I 524E55 17.665  I 5.01656 I 18.2094.86789 18.5154.78822
19.7294.496708 20.7734.27259 4.17792 4.09768 27.0494.02813 22.7343.90828 231073.84595
23.7758,73934 24.1253.6E592 24.783.58996 7.216,1 15.6 28.8 11F100  12 10.1  12.310.3  10.38.6.
33.2F28 13.2   11.1  34.529 10387.1  22.919.3 18.2152 15,1127  25 3333.5280412.910.9 25.44I
3,498310.9F 92  26.0263.4208215.614  26.7613.3285 '7,5864 



27.2683-2678517.9 27.8023.206218.34 28.7193.1058910.3       32.688  2.73725I 5745.7 34.001
2.63449 7.146 34.988  2.5624 6.58 5.5 35.352 I 2.53689 5.72 4.8 3622$ I 2.47782 5.94 5 37.466 1
2.39845 85,. 



7.2 38.218 I 2.35294 15.8 13,3 39.065 I 2.30387 czai ..)4.6 39.546  2.27693 6.485.5  Diffra on angle'
of a pea = 10.33, r - 16.2, 16 5, and 23.1 degrees  (E)-3,
'dichlorc-4-(2-ethyloxycarbonyiphenylpropyhhenzom aciL (13, 3.82 g) obtained in the following A step
was dissolved in ethyl acetate (40 ml3), diphenoxyphosphoric acid chloride (3 g), and triethylarnine
(1.7 mL) were added, and (8)-1-(2-methylox7-3- (1-methylcxyldeptypphonypthiazole-2-amine (12, 4 g)
obatined in the third stet, was added, and the mixture was stirred at rooni temperature for 6 hours. The
reaction solution was extracted with ethyl acetate and, after purification of silica g-el chromatography,
ethyl (Si) -KEY 3 (2,6- di chloro 4- (4- (2- methyloxy- 3.- n(14. 7.0g yield 95%) was obtained. Optical
rotation: -24.1  0.6 degrees (CHC1s, a1.040, 21`C) 14MR (CDC1s) 8 ppm: 0.88 (3H, t, I = 6.5 Hz), 1.2
1.8 (JOH, m), 1.37 (3H, t, 3 = 7.1 Hz), 1.77 (311, d, I = 1.4 Hz), 3.23 (3H, s), 3.59 (3H, 9), 4.31 (2H, p,
4 -= 7.1Hz), 4.50 (1H, m), 7.15 (1H, t, I = 7.6Hz), 7.35 (1H, dd, I = 7.61-1)2, J = 1.7Hz), 7.411 (111, d,
1.2 Hz), 7.52 (1H, s), 7.67 (11:3, dd, I = 7.6 Hz, 3 = 1.7 Hz), 7.88 (2H,10.42 (111, brs) Sixth step:
Synthesis of (S)-(E)-3-(2,6-dichloro-4(4-(2-methyloxy-3-(1-
methylexyhentyephenyl)thiazol-2-ylcarbamoyl)pheny1)-2-methylacrylic acid (C-13;) Ethyl
(3)-(E)-S-(2,6-dichloro-1-(1-(2-mothyloxy-8-(1-methylexyheptyl)phenynthiazol-2-
ylcarbamoMpheny0-2-methylacrylate (14, 6.76 g) obtained, in the fifth step was dissolved in TEE) (20
m-13) and ethanol (20 MO, a 1 mold) sodium hydroxide aqueous solution (18.5 m12) 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-8-(l-methyloxyheptyl)phen.y0thiazoi'
2-ylcar harnoyl)pheny1)-2-methylacrylic acid (0h1B, 5.8 g, yield 88%). Optical rotation: -88.3  0.6
degrees (OH013, o = 1.067, 21cal        (CD01.3) 5 ppm: 0.86 (3H, t, I = 6.7 Hz), 1.22 - 1.82 (10H, m),
1.86 (3H, d, 3 = 1.2 Hz), 3.27 (8111, s), 3.51 (311, s), 4,61 KIM, m), 7.25 (111, t, J s= 7.8 Hz), 7.41
(1H, s), 7.42 (11-1, dd, = 7.9 Hz, J = 1.8 Hz), 7.52 (1H, cid,= 7.3 Hz,= . 7 Hz), '7.41 (),H, d, 1.4 Hz),
8.32 (211, s), 13.3 (21I, brs) Results of powder X-ray deffraction are shown in Fig. 2. Deffracton angle
of main peak 28 ss 4.2, (113.2, 23.6. 23.8 and 24.7 degrees stei, Synthesis of X2- 6- dirloyi)lohnzolc
acid (13) Triethylphosphonopronionate (.4.5 g) was dissolved in THE (1, sodiu (1.59 g) was added
under ice-cooling, and the mixture was stirred for 30 m nutes the solution was added a solution
obtained by dissolving 3,5-diehloro-1-tormyl-benzcie 



acid (3.(iCr, THY (10 naL), and the mixture was furthcr stirred for I hoar and 20 minutes. The readier
solution was extracted with ethyl acetate, and a solven,.was distilled off until a weight including a
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-la.aptane2) to obtain 3 (10-3,5-thehioro-4-(2-
ethyloxycarbonylphenylpropypbenzoic acid (1.2, 3.98 g). Melting point: 145); NIVIR (CDC1,3) S ppm:
8.07 (s, 23r1), 7.441.822H, 4 = 7.11H73, 1.79 is, 31"1" 1.38 (t, 3H, 3= 7.0 Hz) Results of poweder
X-ray der: action are shown in Fig. 2.  1 H 88108 10.89531 56 .3 i442: 1 I 0 78 820055I 62 4.9  1a257
5,44785 127 100  191 85 4.62229I 154 14.5 -_ 19.9684.442941 -r, 22.0764.02312 979 4.88  



18.8 38  24 4-623,6'3573 122  102 [-- 24 8013.58703 30,1  23.71  26 232h_ 3.39442 __I 151  12.2:
26.63 3.34461 6.88  5,L  27.294 3.26469 [8.86  7  27,871 3.19848 4.55 3.6  38918 



2.88984j___ 5.05 I_4 ' 31.31' 7.85387 10.5  83  32,152 2%78163 F 103  8.1  neA 2.72495i 15,6  123
34.168 2.62214 3.55 2.8  35,122 2.55297 12.8 10.'  36.042 2.48989 4.74 37  



37,931 2.37008 13,1  10.3  38.508 2.33593 5.61  4.4  39.028 2.30595 25  19.7  Diffraction angle of
main peak: 26 = 8.1, 16.3, 19.2, 20.0 21.8, and 39.0 degrees Examine. 4: Synthesis of (C-3B)
n-Hexyl-I prise1I                   KOH Uy IlIOMe --. .-it----..f.S41-.0 -4--ome Second step".." L--01-1k Me'
"-El 17 'Cl       11 Hi2N7I-INH2 Et0H Fourth step 19N ' -Me  (Ph0)2P(0)CliEt3N/Ac0Et CI0 



. Me 013 Ji -NH  ()I MO'  -INNa0Haq, THF-Et0FI Sixth step Fifth step     '-Me  c Me ,11. )s:1-4-0H Nly
C-313Me First stop: Synthesis of (S)-1-0-3-brorra,thylcxyphenyFethane-1- Using the same method as
that of the first step of Example 2, the compound 07; was obtained from the compound (16) at a yield
77%. Optical rotation: -23.5 st C.6 degrees (CRC)3, c = 1.050, 21t) rThill (CDCE) e num: 1.43 (311; d,
J = (.6 Hz), 2:33 (1H, brs). 3:88 (3,R; sj 6.19 (118, = e..4 Hz), 7.01t,= 7,9 Hz), 7.40 (LH,J 4 747
Iiii42"1.1 Hz), 7.46 (II, dd. 3 4 2.0 Hy, I = 1.4 Hz)  Second step Synthesis of (8)-1 -bromo-2
0.-hexyloxyethyl)-2-methyloxybenzene (18) Using the same methot as that of the second steo of 1,!;
xample 8, the compound (18) was obtained from the compound (17) at a yield of 96%. Optical rotation:
-29,8 s's 0.6 degrees (CafiCH, c s= 1.055, 21'H) NME (C74)C13) 6 ppm: 0.87 (3H, t, S = 6.8 Hz), 1.2 -
1.4 (611, m), 1.42 (311, 3, al 9, 6.5 Hz), 1.54 (211, m). 2.29 (211, m), 3.85 9311, s4 4.78 (1H, 9,3 =
6.4 Hz), 7.02 (LH, 4 3 =4 7.9 Hz), 7.31) (1E, 43. J = 7.8 Hz, ,J = 1.7 HH, 7.45 (1H, da, J = 7.9 Hz, S =
1.7 Hz) Third step and fourth step: Synthesis of (St)-4-(3-(Lh ,7yloxyethyl)-2-
methylexyphenypthiazole-2-araine (20)           same method as that of the fourth step of Example 3,
the compound (19) was obtained from the compound 081, subsequently according to the same
method as that of the fourth step, the compound (20) was obtained. Compound (19) NMR (.8iDC1t ) 8
ppm: 0.87 (3H, 8, 3" -aL 6.9 Hi), 1.2-1.4 (611, 64 1.45 (3E, 3, J = 6.6 Hz), 1.55 (2E, m), 3.29 (2E, in),
8.78 (8E, s), 4.73 (2E, m), 4.80 (1n, q,6.4 Hz), 7.24. (111,= 7.8Hz), 7.52dd, Jr 7.7 Hz, 4 =1.8 Hz.), 7.65
(1E, dd, J--= 7.7 Hz, J 



1.8 Hz) Compound (20) Optical rotation: -4.2  0.4 degrees (HMSO, c = 1.028, 21 c) NKR (CDCIls) 8
ppird 0.84 (311, 3, Jr7.(1 Hz), 1.2 - 1.816H, in 1.35 (3H, d, ias 6,5 Hz), 1.48 (211, m), 3.25 (211, in),
8.61 (311, s), /1.78.(111, q, S -.e.-. 6.4 Hz), 6.99 (211. 7.05 (1E, s), 7.16 (1111, t, 4 = 7.7 Hz), 7.27
(1E, dd, Jr 7.5 Hz, 4 = 1.8 Hz), 7.81 (1.H., J7.6 Hz, J = 1.9 Hz) Results of powder X-ray defiraction arc
shown in Fig. 4.  VI:able 31 26 value1intensity   8.173 1a 80873. 122  62 10.15 810733 7.96  2.3
12.044 7242261102 ,_ 22 12.526 7.06085I29.7 1 8.5 1246 6825191 1 " 4   



13.6336.48972I30,2  8.6 15,4555.72849I22.7 _ I 6.5 16.3995401I350  100 16.745,29166I32.3  9.9
5.1161 6.26 1.8 17,734 4.99722 6.53 1.9 18.352 453027F 14.1 4 19225 4.66083 12 3,4 19.875
4.463441 20i 5.8 21.323 4.1630! 



9.66  21.65 4401431 121 a6 23.022 3.859331 47.5 13.6 123.22 F3.81131 18.6 5.3 124.265 13.66492I
562 16.1 24.56 3.62162L 24.8 F7.1 24.944 !3.56676I 9.41 F21 25.234  3.52635I 7.91 2 3 _  25.556
3.482651 8,01  2.3 



26.107  ,26 453 3.410411 3.366561 16.8 26.6  . am 7.61 27.522 3.23813, 9.86  2.8I 23.638 3.11453;
5.91  17 ! 29.37" 3.03844 5.3  1.5 30.268 2.95039 5 29  1.5 30.78 2.90248F 6.06 1 1.7 32.347
2.76539I 



7.26 I 2.1 33.111 2.70324I 5.69 I 1.6 33,774 2.651621 15,2 I 4,4 35.952 2.495881 14 1 4 36.615
2.45227 9.01 1 2.6 36.905243363': 112 ! 3.2 38.2072.35362 131 1 3.9 38.7842.319911 7.98  3 - 2.3  



Diffraction rigle of maPeak! 28 = 12.5, 18.0, 12.6, 16.41, 23.0, and 24.3 detgrees Fifth step: Synthesis
of ethyl (5HE)-3-(2,6-di0hlortr4-(4-(8-0.-heityloxyeth.3-
metyioxyphenyDthiazol-2-ylcarbamoyDphenyD-2-methyiacrylate (21) Using the same method as that.
of the fifth step of Example :ft, the compound 2 was obtained from the compound (20) at a yield of
94%.  Optical rotation: 4-4 0.1 degrees (CE.C13, c = 1.07, 2.1'C) (CD C13 ) S ppm : 0.87 ( '411 ,J =
6.9 Hz), 1.2 1.35 (EH, m), 1.38 (3E, 4 3 = 7. EL), 1.41 (3H. 4. el = 6.4 Tiz), 1,57 (2H, m), :.77 (311, 5, J
=1.4 Hz), e.30 (2H, m). 3.59 (HIM, s), 4.21 (2H, q, S= 7.1 Hz), 4.83 (1H, q, S = 6.4 Hz), 7.17 (1H, t, J =
7.7 Hz)', 7 42 (1IE d, 3 = 1.7 Hz), 7.42 (1K, dn., S = 7.7 .iz. S = 1.8 Hz) 7.51 (1H, s), 7.87 (1H, 55 3: =
7,6 Hz. S = 1.7 Hz), 7.89 (8FT, 8), 10.$9 (1H, brs) Sixth sten: Synthesis of
(S)EH2-(2.6-dichlora-4H4-(3-(1-hexyloxyethyl)-2-
metyloxypnenyEtinazo1-2-yicarbamoyl)eheny1H2-methyla0rylic acid ((3-8B) Using the same method
as that of the sixth step of Example 3, the comcoun was obtained from the conlcound (21) at a yield of
80%. Optical rotation: -7.0 .4 0.5 degrees (CH(413, c = 1.040, 21C) NKR (47,DCia) 8 ppm: 0.87 (31:1,
ti S = 6.8 Hz), 1.2 - 1.4 (6H, m)(3H., d, S = 6.4 Hz),1..52 1.64 (2141.86 (81H,:I, 5 = 1.4Hz), 3.35 (211,
t, 3= 6.7Hz), 3.55 C3H, s), 4.87 (111, q,S = 6.3 Hz), 7.25 (131, t, 5 = 7.7 Hz) , 7.11 (IF, s), 7.49 (1B,
44, j = 7.9 Hz, S = 1.6 Hz.), 7.51 (:M, cid, 5 = 7.5 Hz, J = 1.8 Hz)', 7.65 (111, d, J = 1,4 Hz.), 8.33 s),
13.4 (211, ins) Results of powder .X-ray deffraction are shown in Fig. 5 Diffraction angle of main peak:
29 = 17.8, 21.1, 22.5, 22.3, 24.1, and 24.4 degrees ExampleSynthesis of (0-9B)  [Chemical formula is]
R-CBS BH3-THP -e-Toluene Ftrst, step `0Me Me, sit, Me 1 Me 22 1) i-PrIMgCl THF 2) Me., 7.011/1e
Ci 



10   Third_ step   (Ph0)2P(0)01(Et3N/AGOEt CI0 CI 13 Filth step  27 4NNa0Flaq. THF-Et0H, 0 c-S H
eSe.---" --IC 1 (3) Me\ Me MeMe 0-9F, Sixth step   First step:Synthesis of (8)- 1- (3-bromcG. :phenyl)
2-dimethylopyi - 1 -01 (23) III:Unit the same method as that of the first step of llxampie 3, the
compound (23) was obtained from the compound (22) at a yield of 86%. Optical rotation: -6.1t.- CA
degrees (ClETOin1.070, 2rC) NMI', (CDC's) a ppm: 0.92 (pH, s), 2.06 (1H, 'ors), 3.83 (SH, s), 4,78
(1H, s), 6.99 ("1H, C, 3 = 7.=: Hz.), 7.38 (11M 7.8 Hz, 3 st 1.6 Hz), 7,46 CsH, MI, 3 = 7.9 Hz, J-P H7
Hz)  Second step itheis of (3)-1 4romo-3-(2,2Mimethy-1-propyioxypronyE-2- methyloxyben.zene (24)
Using the same method as that of' the second step of Exa p to 3,he cc pound (21) was obtained from
the compound (23) at a yield. of 84%. 3.2 0.4 degrees (CHCE, c = 1.080, 213C) 



1\11N1E (CD,C11.$) S ppm: 0.89 (9H, s), 0.92 (OH, 0, ci = 7,2 Hz), 1.56 (211, in), 3.19 (211, m).. 3.83
(3E3 s), 4.30 (111, s), 0.98 (11-1, t, I b: 7.9 Hz), 7,34 (1E, dd, 37.0 Hz.. j = Hz), 7.45 (iH, dd, ci = 7. Hz,
3 = 1.6 Hz) Third step and forth sten: Synthesis of (5)-4-(3-(2,2-d metn-41-1-nropyloxypropy1)-2
methyioxyphenypthiazole--aminc (26)  Usine the same method as that of the third step of Example 3,
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) NIVIR (CDC10 a
ppm: 0.90 (9H, s), 0.92 (311, t, ci = 7.2 Hz), 1,57 (234, m), 3.19 (211, 8.74 (3E1, a), 4.32 (111., s),
4.71 (21I, m), 7.21 (EH t, j st 7.7 Ez,), 7.49 (3.B., ad, J -b 7.7 Hg, 3 = 1.8 Hz), 7.61 (111, dd, ci = 7.7
Hz, J = 1.7 Hz) Compound (26) Optical rotation: -93.6  1.2 degrees (DMSO, c1.070, 211-) NIVEd.
(CDC313) S pp0,87 (91I, s), 0.89 (311, t, ci = 7.4 Hz), 1.52 (211, in), 3.19 (211, m), 3.58 (8E, b), 4.37
(111, s), 6.99 (211, bra), 7.02 (1E, s), 7.14 (1314, t, ci = 7.7 Hz), 7.21 (1E, cld, 3 = 7.6 Hz, ci = 2.) Hz),
7.80 (113, di, 3 st 7.4 Hz, J = 2.0 Hz) Fifth step: Synthesis of ethyl
(8)-(E)-3-(2,6-dichloro-4-(4-(3-(2,2-climethyl-1- propylogypropyri 2-m ethyloxyphonynthia zol
-ylgarbamoyephonyld -2-raethydaorylate (27) Using 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: -79.6  1E2 degrees (CHC13, c = 11010, 2EC NIVIR. (OUCH) S ppm: 0.89 (911. s), 0.92 (311.
0, 3 = 7.2 Hz), 1.37 (311, t, 3 = 7.1 Hz), 1.56 (2E, as), 1.76 (311, d, Jr: 1.5 Hz), 3.18 (2H, m), 3.53
(311, s), 4.8: (2E, c, ci = 7.1 Hz), 4.32 (1II, s), 7.08 (LH, t. 3 = 7.6 Hz), 7.34cid, ci = 7,7 Hz, 3 = 1.8 Hz),
7.40 (111, d, 3 = 1.4 H111,7.62 (114, cied, 3 = 7.6 Hz.st 1.8 Hz), 7.84 (211. a)', 10.77 (111, bra) Sixth
stem Synthesis 3(E) - EHa7:, 6 - die hl o r o - 4 - - (8-(2,2-dimet 71-1 propyioxypropy 2-m
ethyloxy)pdlenyn tan azoi- 2-vioarhamoylMb enyI)- 2-met lac. 41  acid (C-9B) Using the same method
as that, of the sixth step of Example 3, the comPound (C- 9B) was obtained from the compound (.2.7)
at a yield of 87%, Optical rotation: -81.6  0.9 degrees (CHCli, c =1.018, 21"C) MAR (CDC:13) 6 ppm:
0.90 (9H, s), 0.90 (311, t, 3 = 7.4 Hz), 1.53 (2E, m), 1.69 (311, d, 3 = 1.1 Hz.), 3.24 (21:1, lal); 3.57
(SH, s); 4.40 (1E, s), 7.24 (111, t, Z. = 7.611z), 7.29 (111, dd., 3 = 7.7 H2., J = 2.1 EI.z), 7.10 (111, d,
3 = 1.1 Hz), 7.68 (1E, s.), 7.89 (1H, cid, 3= 7,4 Hz, 3 = 8.1 Hz), 8.28 (211, ), 12.98 (2H, bra) Results of
powder X-ray diffraction are shown in Fig. O. Diffraction angle of main peak: 20 = 13.6, 16.1, 21.2,
23anddegrees  [0020: Using theA. as ose of Examples 1 to 5, the following optically active compounds
can be synthesized  [Table 41 nnpound No Compound name 0- c).A 1,1-ZNE)*(2, 6- diclal oro- 4- {4-
[2-methyloxy - 3 -(11 - pentylcxyath) Uplien5/11thiazol- 2-yicarb amoyl}phe nye -2- meknylacryli 4 acid
C. 2B 



(S)-(E)-3 -(2. 6-dichl pro-4 - f4- [2-me thyl oxy-3 - (i - pentyloxye thyl)phenyl] thiaz,c1-2-ylcarb a moyl
}pile ny1)-2- m ethylacryi c acid C- 4A (R)E)-3- (2, 6- dichlorc-4-{1-{2-rnetthyloxy - 3-(1- m
ethyloxyliexyl)phcnyi 1 thiazol -2-ylc,arha moyl}phemy))- 2- methylacrylic acid C - 4B
(S)-(E)-3-(2,6-dichIcr_(4-12-methvloxy . methy1oxyhexyliphenyilthiazo1-2-yicarbamo 1}phenyI)-2-
inethylacrylic acid C- 5A CRY-(E)-3-(2,6-dichThro-zi -{( I - ethyloxyhexyl) -2 -
methyloxyphenyllthiazci-arbaincyl}phenyl)-2- methylacrylic acid C-tiP, (S)-(E)-3-(2,6-dichloro- 4- {4
-(3-(1,-ethylcxyhexyl)-2- methyloxyphenyll thiazol.- (2-ylcarbarn oyl}p h eny1)-2- tooth  yia cryll c acid
C - 6A(II)-(E)-3-(2, e- dichloro-4- {413 -(1 -ethyloxypenty1)-2- methyloxyphenyll thiazol
-2-ylcarbamoyflpheny1)-2- methylacrylic acid          0-6B (1-3)-(E)-8- (2, 6- dichloro- -
-13-(i-ethyloxypenty1)-(2- methyloxyphenyill thiazol - 2-yloarbarn oyl;phenyi)-2- moth vi acryl i.e acid
C- TA(R)-(E)-2-(2,6-dichloro-4-i4-[2-methyloxy-3-(1-
propyloxypentyl.)phonylithiazol-2-yicarbamoylThheny methylacrylic acid     



C-713(S)-(E)-3-(2,6-dichloro-4-14-[2-methyloxy-3-(1-
propyloxyperityl)phenyllthiazol-2-ylcarbamcyliphenyli)-2- methylacrylic acid      0-8A
(R)-(E)-3-(2,6-dichiorc- ,dimethyloropy1-1-ethyloxy)- 2-methyloxyphenyilthiazol-2-yicarb amoyi1mhen
yD-2- methylacrylic acid       C - 8B (S)-(E)-3- (2, 6-dichioro-4-[E-(2, 2- dirnethylpropyl -1 -ethyl oxy)
2-methyloxyphenyllfriazoi-2-ylcarbarnov1}ntieny1)-2- methylacrylic acid
0-9P,(8)-(E)-8-(2,6-dich1oro-4-1.4- 1t- (2, 2- dimethyb 1- 1
propyloxypropy1)-2-methythxyphen-y-llthiazol- 2- ylcarbamoyi:rpheny1)-2-methylacryli c acid      



(Ri-(E)-8-(2, 6- ichl o7G-4ethylcxy 8-0 propyloxybu tyr2phe-2-vIcar bam oyflpheny1)- methylacrylic
acid  C- 10E I (S)-(1)-2 -(2,6-dichlorc- t4 -[2-rnethy oxy-;-i -0  prop yloxybutyl) phenyllthiazo1-2-
ylcarbamalie , methylacrylic ac d   :Table 51 Compound NoCompound name C
-1-(4-14-13-(11.-butidoxidiumv1)-2-  methyloxyphenyiei-2-yicarbarnoyl-f.:1,(i-dichlarcriny11)-
ethylacrylic acid 0.118 (S)- (E)-3-(4-11443- 0 -butyiexyli uty1)-2-metmylozyp nenyllthiazol2 -ylcarb
amoy11.- 2,6 -dichiorophenyn -2-m et hylasryli c acid C- 12A
(13)-(13)-3-112,6-clichloro-1-i4-L1-(1-sithyloxy -3- methylbutyp- 2- methyloxyphenyli ihiazol-
2-ylearbamoyflph ensdp -12s methylacrylic acid C-1.213
(S)-(E)-3-(2,6-dichlora-si-i4-13-111-ethyloxy-3-mathylbuty1).2-
methyloxypiterylithiazol-2-yicarbanioyl}pheny0-2- methylacrylic anid C- 13A
(R)-(E)-3-c2,-dichfiormil4-12-methyloxy- s'-(2-methy1-1- propylexynropyl)plienyll
Iazoi-2-ylcarbamoyhiphenyih2- methylacrylic acid (111-1313 (111S)-(E)-3-(2,6-clichloro-1-114-12-meth
yloxy- 3-(2-methy1-1.- propyloxypropy1)phenyilthiazol-2-yizar b amoyliphony7d -2- me thylacrylic acid
C.-14A (R)-(E)-3-(4-11143-11,S-busylexypropy11-2-
me,thyloxyplienyEthiazol-2-ylcarbamoyil6-clichloraphenyl) ethylacryiic acid C- 14B
(E)-(E)-3-(4-11-11:1-(1-butylcmypropy1)-2-
methyloxyphenylithiazoi-2-ylcarbarnoyi}-2,6-dichicronheny11) 2-methylacrylic acid C. I 5A M1
-(E)1-1,12 , 6-dichlorm....-rnotiiylcxy- 3- (1 - ! pentyloxypropyl)phenyfhi irul -2-y
1earbamoy1Upheny1)-2- 1 methyl acrylic acid C- 15B: (S)-(E)-2-(2, 6-dicniormzi-i4-12-ro eth yloxy-
2-(1 - 



1 pentyloxypropyDphenylithiazol-2-yloarbamoyilpho 70-2- 1 methylacrylic acid 0-1613 1
(110-M-2-(2,6-dichloro-4-14-[2-methy1oxy-13-(1-meihy1exy-5-
methylhexy1)phenyi]thiazoe2-ylcarbamoy1/-pheriy11-2- 1 1 methylacrylio acid C- 16B1
(S)-(E)-3-(2,6-dichlors. 4-i2-methyloxy-15-0.-mothvioxy-5-
methylhexyDphenislithiazol-2.-571carbarnoyij-pheny11-2- methylacrylic acid 100211 Test Examples
Test Example X isolntion and purification of thrombopoietin (TP0) Human and mouse TPOs were
purchased from R&D Systems. Test Example. 2: TEE) receptor responsiveness Trele receptor
responsiveness of the compound represented by the formula (I) 41  was measured using
TPO-dependent cell strain BariIfTPOR made by introducing a human TPO receptor gene into a
BaF-1303 cell according to the method described. in Collins et al., J. Cell. Physiol., 137: 293-298
(1982). A nucleotide sequence of a gene encoding thrombopoietin receptor is described in Vigon at al.,
Proc. Natl.. Aced Sci. 89:5640-5644 (1992). TPO does not respond CO a BaS-B03 ce17 which is a
parent strain. A BA.P/hTPOR cell proliferated in a HP.1?11 medium with 10% WEEIT-1-1 culture
solution added thereto was washed with PBS once, suspended in a RPMI medium with no WHEB11-3
culture solution added thereto, arid cells were seeded on a 96-well microhlate at a 5 a. 101/well, and
the present compound or TPO was added thereto. After cultured at 37'e for 20 hours under 5% CO-2
atmosphere, a WST-1 reagent (manufactured by Takara Shuzo, Cc., Ltd) being a cell proliferation
determination reagent was added, and absorption at 450 nm was measured after 1 hours. An Ens-,
value was defined as a concentration of a compound exhibiting half-maximum responsiveness of
human TPO, and an ED50 value of each compound is shown in 6. 100221 [Table c] I Compound NI
E1)50 (11N6Compound  NElk0 (INA) Compound NE1)5nin N/I) -A' C 9 1. i 0 -i1) 00 9j   I1    



100231 Test Example 31 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 (C-1A), a
compound (C-1B), a compound (C-3A), compound (C-3B), or a compound (C.-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. [/3024] Preparation Example Preparation Example I A granule containing the
icllowtngempenents is nrepared. Component Optically active compound represented by the formula (I)
10 mg Lactose700 mg Corn starch274 mc.  l-iPCL 10 ma  1000 mg The compound represented by CM
formulalactose are passed through a 60 mesh sieve. Corn starch is passed. tarough a 120 mesh
sieve. These are mixed      a -0.7-type mixing machine. To a mixed powder is adde,d a HP C-1., (low
viscosity hydroxypropylcelluiose) aqueous solution, this is kneaded, granulated (extrusion granulation,
pore diameter 0.5 to 1mm) 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 containdn.g the
following components is prepared. Component Optically active compound represented by the formula
in 10 mg Lactose70 mg Corn starch10 mg Magnesium stearate:1  ran, 100 mg      The compound
represented by the formula CU and lactose are passed through a 60 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      A. capsule
filing granule containing -the following components is prepared.  Component Optically active
compound represented by the formula (I) 10 mg Lactose.90 rag Corn starch42 mg HPC-La mg 150 mg
The compound represented by the formulaand lactose are passed through a 60 mesh sieve. Corn
starch is passed through a 1.20 mesh sieve These are mixed, a FIPC-L 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 Example 4 A tablet
containing the following components is prepared. Component Onticallit active compound represented
by the formula10 mg Lactose90 mg 40 



Microc.ry talline cc lIP lose CMC-Na Maanesium stearate  30 mg 15 mg inr     150 mg      The
compound renresented by the formula (1.), lactose., mi.crecrystalli.no cellulose and CMC-Na
(carboxyrnothylcellulese sodiurn salt) are passed through a 00 mesh sieve, and mixee. Magnesium
stearate is mixed into a mixed powder to obtain a. preparation mine( powder. The present mixed
powder is directly compressed to obtain 150 mg of a tablet. P rota at ati n Example5 An intravenous
prenaratron is prepared as folio s: Optically active compound represented by the formula (i.) 100 mg
Saturated fatty acid glyceride1000 ml A solution of the above components is intravenously
adrumnistered to a patient. at a rate of 1 ml per minute. [industrial 100251 It has been found out that
the optically active 4-phenylthiazole derivative has the excellent thromfoopolotin. 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 bass high stability, and they are useful in preparation of a
4-phenyithiazole derivative and/or preparation of a pharmaceutical composition. [Brief description of I
drawings) 1.0026i powder X-raf, diffraction pattern and a pearr value thereof of the compound (12)
crystal obtained in the fourth step of Example 3. An ordinate axis indicates an intensity and an
abscissa axis indicates a diffraction angle (20, unit: degree). ing. 21 A powder X-ray diffraction pattern
and 8 peak value thereof of the compound (0-1E) crystal obtained in the sixth step of Example 3. An
ordinate axis indicates an intensity (unit: cps) and an abscissa axis indicates a ditfracton angle (20,
unit: degr ee) [Fig. 31 A powderdiffraction nattera and a peal value thereof of nc. compound  3) crysta.l
obtained in the sevolith step of Example 3An ordinate axis indicates an inand an abscissa axis
indicates a diffraction angle (29: unit; degree). [Fig. 41 A powder X-ray diffraction pattern and a peak
value thereof of the compound (20) crystal obtained in the fourth step of Example 4. An ordinate axis
indicates an in rensity and an abscissa axis indicates a diffraction angle (20, unit: degree). [Fig. 51 A
powder X-ray diffraction pattern and a peak value thereof of the compound (0-3-3) crystal obtained in
the sixth step of Example 4An ordinate axis indicates an intensity (unit: cps) and an abscissa axis
indicates a diffraction angle (20 unit: degree). {Fig. 61 A powder X-ray diffraction pattern and a peak
value. thereof of the compound (C-9B) crystal obtained in the sixth step of Example 5. An ordinate axis
indicates an intensity (unit.: cps) and an abscissa axis indicates a diffraction angle (26, unit: degree). 



rVi CS Li. P Claims [Claim 1] A pharmaceutical composition containing, as an active ingredient, a
compound, wherein the compound is: [Chemical formula 1] r,--S       il:,..--NH 11--c:. --' 'Nfl 0 _-------,
OMe (5) Ja0\ Me   C-3B \--Me a pharmaceutically acceptable salt thereof, or a solvate thereof. [Claim
2] The pharmaceutical composition accoro claim 1, wherein the composition is a thrombopoietin
receptor agonist. [Claim 3] The pharmaceutical composition according to claim 1, wherein the
composition LS a platelet production regulating agent. [Claim 4] A crystal of
()(E)-3(2,6-dichloro-4-14-13-0.-hexyloxyethyp-2-
methyloxyphenynthiazol-2-ylcarbamoyllphony1)-2-1ethylacrylic acid having a diffraction angle 20 of a
main peak of powder X-ray diffraction of 17.8, 21,1, 22.5, 23.8, 24.1, and 24.4 degrees. [Claim 5] A
pharmaceutical composition containing, as an active ingredient, the crystal as defined in claim 4.
[Claim 6] The pharmaceutical composition according to claim 5, which is a thromhopoietin receptor
agonist. [Claim 7] The pharmaceutical composition according to claim 5, which is the platelet
production regulating agent. [Claim Si 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] 91o _-s,,----'''>---- <-----y- 'OH NH d ,--- ,Me
o1----CI .--1C------0Me (S) ";,,....0, Me- 1H \---\\ 



C-3E3\--Me a pharmaceutically acceptable salt thereof, or a solvate thereof for producing a
medicament for regulating a platelet production. Lela n 10] Use of the crystal as defined in claim 4 for
producing a medicament for regulating a platelet production.      2/6 Hit/ 21    [Fig 41 IL      5/6 [Fig. 5]  )
? CDCI CI in, 1+0 C1- CD CD CO CD 04  ?-?  0  ct r-cr CV I: CD OD- c1+  c- - CN1  Cl+ CO CO CO
CD CO LCD Co 0 LID V1" 00 CO CO   



000 OD CD ID j+ LSDQD CIs LCD CV CO I-(.) N- 0)20 CO 0 in C 0 0 c).5 0 0  CO 01 0 01 CD 0 0 in
CO CO CM 0 1+-+ +a VI- 0) 01 CO  M M CV'  I ?,+, La CO LC) 0 al us in 00 CO CO 0 0 d d 6 6 0 cr,
CCD CD 01 0 CO +0+r- Cr, CO  CC/ Cej 4. 4 4 01 01 CV CVI  0 0 cc 0 6 0 co a) in CO - d 6 6 6 0 CI 0
CD CD QO +DC CI CO 0 +d- .. LCD CO co r--  010_i 01 C'S)    -Th 00 co 0 0  OD ct U)04 NJ 040404



0 01 01 +.0 CD in CD CD COQ)  01-.-+-4-a-      IS) CA 0 -t O) "D1' (0 90    CV' 0 in 10 CO CID CO
+14' sc- 01 1- CD CO Oss+ LID a) 0+,       0.4 +0+ +- CO (DI CC) CO 0 c- CO 01 0 10 ... OD cc ODr--
tr) a)a- 0 0 CO c'sscss.s.- t Ca 0 0 0 0 0 0 0 CD CI CD 01 0 CO 1- LC) Ca 0:css.  V) CO in CO 0.? C)
0 CO Ca CD CO CO OD LID CO ct r-2 6 6 cd In 10 CO CO CO CO CO OD 'Ist Oa s-- d 6 6 d 0 0 0
CD) 0 0 4 to)c))) 0 0 cri 0 6 - CD N-.00 0  4 0 '`DY 00 CO 0 Of) 41- +-- CO 1.0  0) Ct 00 04 La 



s- OD CO CO +a CY CO CO  - "-- Ca Ca d d 0 0 0 CY C0 0 0.1 00 0 OD 04 CO 0 0 9    - - .  N- r,-. .0 0
.,-- ..--- ...-. 0 0 0 1-- 0 CO Ct in  6/G [Fig 61 r ',..0 ID DI CD CC CDCs, Lc) itcpC-. I . lop cot, co op co
op op rs, L.cp Pct c-st4    0 0) LD  010 DI 0 I--     to 0 CD CD C) 0 DI Ittnt-- 00 cc cc cc cc cs.i est  0 0 0
CD 0- CD 0- 0 0- D 0) 0 0-  cc> Cc: co cc) Cs?  0000  CO CS Co 0 



CD CD CD    t-stco ca  Cf :`=", cr?, (7. V:,  CD I-- CO CD DI DI DJ DJ    y c'tt  LC> CC,  CI 0 =3 0 D 0
CD L-CD 0 CD - US CO   0) 1?) tscs cc-) CC) co -- est cc-t-t ,.-- CU ID OD 01-0 CO CO DI ID CO I-- 0
CO  CO LO 0 ID 0 DI 01' OD CD ...-- CD DI CD 0 Os 0/ CUCi) (-0    c", r Lo =11) =ce    COI- -Ds DJ 03
CO Cs 0 CO 03 0 



0: '1' 0 CD ,-  LO 0. CD DI Iss- 0 ':-10 DI CO 0) 0 CO - CD CO to  cs.,t- CO    I HLC:2; t?C21 I CV DI
DI C?J 0 0 0 G  0 CD In In CD-1 LID LDDJ CO DI DI CO 0 DI  0 DI DI 0 CD ess as cn ccti 1.0 cs..t CU
03 0') O. 0 CP G    C, C., 0 G (0 C0 0 DsJ 00 - CO es  0 0 0 0 Cs 0 0 0 0 0 CO DJ 0 OD 0 0: 0 (0 '0
CC CO CO 0 OD 10 DI DI CO " . CO CD c-Icc 0 0 0- C(I Dt s- est cc 0 DI    CU 0 '0 LC) 



0 0 CD  - (.1 (PP -ttscs 


