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Description

Technical Field

[0001] The present invention relates to a novel transition metal complex, that is a ruthenium phosphine complex or a
rhodium phosphine complex. In particular, the present invention relates to a transition metal complex, wherein a metal
complex having an achiral diphosphine compound as a ligand is coordinated with an optically active diamine derivative,
that is a ruthenium complex or rhodium complex; an asymmetric catalyst comprising the complex; and a process for
producing an optically active alcohol by use of the catalyst.

Background Art

[0002] Hitherto, it has been known to use, as an asymmetric catalyst, a complex comprising a transition metal atom
and an organic ligand as its constituents. It has also been known to select an optically active compound as the organic
ligand, in particular an axially-asymmetric diphosphine ligand compound. However, the axially-asymmetric diphosphine
ligand compound is very expensive in many cases. Thus, the compound is disadvantageous for industrial use.
Consequently, if there is any way an achiral ligand can be used instead of the axially-asymmetric diphosphine ligand
compound, the method can be an advantageous method by which an optically active compound can be obtained at low
costs.
As an example of asymmetric hydrogenation using such an achiral diphosphine ligand, there is a report wherein 2,2’-
bis(diarylphosphino)-1,1’-biphenyl is used (see Non-patent Document 1). This describes an example of asymmetric
hydrogenation using a diphosphine-ruthenium-optically active diamine complex. However, the asymmetric yield of the
diphosphine-ruthenium-optically active diamine complex described therein is not very high in certain kinds of ketone
used as the starting material thereof. The yield does not reach a practical level in some cases.
[0003]

Non-patent Document 1: K. Mikami et al., Angew, Chem. Int. Ed., vol. 38, 495 (1999).

Disclosure of the Invention

[0004] The present invention has been made in light of the above circumstance, and an object thereof is to provide
a novel transition metal complex, that is a ruthenium phosphine complex or rhodium phosphine complex, which can be
effectively used for various asymmetric synthesis and can be more effectively in particular for asymmetric hydrogenation
of various ketone; and a novel process for producing an optically active alcohol, using the same.
[0005] In the middle of eager researches for solving the above-mentioned problems, the inventors have considered
that an achiral diphosphine ligand is made into a ruthenium complex and further the complex is coordinated with an
optically active diamine ligand, thereby fixing the configuration thereof to make up a pseudo asymmetric environment.
In other words, the inventors have considered that if such a configuration can be fixed, this complex can function as an
asymmetric complex catalyst and can be applied to asymmetric hydrogenation, and repeated further researches. As a
result, the inventors have found out the following: a ligand wherein diarylphosphino groups are introduced into 2,2’-
positions of diphenyl ether, benzophenone, benzhydrol or the like is synthesized; this ligand is used to prepare a metal
complex of ruthenium, rhodium or the like; this is coordinated with optically active 1,2-diphenylethylenediamine to form
a complex which is a diphosphine-ruthenium-optically active diamine complex or diphosphine-rhodium-optically active
diamine complex; this is used to hydrogenate ketone compound; consequently, hydrogenation of ketone compound
proceeded as expected so that an optically active alcohol is obtained in a high optical purity and a high yield; and a high
asymmetric yield is attained in the same manner as attained when an optically pure catalyst is used. Thus, the present
invention has been accomplished.
[0006] The present invention include the following constitutions (1) to (13):

(1) A transition metal complex represented by the following formula [1]:

[LMXpZ‘"] [1]

wherein L represents a compound represented by the formula [2]:
[0007]
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[0008] wherein ring A and ring B each independently represent an aromatic ring which may have a substituent, Q1,
Q2, Q3, and Q4 each independently represent an aryl group which may have a substituent or an alicyclic group which
may have a substituent, and Y1 represents a carbonyl group; M represents a transition metal that is ruthenium or rhodium;
X represents a halogen atom or an anion; Z1 represents a compound represented by the formula [3]:
[0009]

[0010] wherein ring C and ring D each independently represent a phenyl group which may have a substituent or an
alicyclic group which may have a substituent, and R21, R22, R23, and R24 each independently represent a hydrogen
atom or an alkyl group; p represents 1 or 2; and n is a natural number.

(2) The transition metal complex according to (1), wherein the compound represented by the formula [3] is an
optically active compound, and the transition metal complex is an asymmetric transition metal complex.
(3) The transition metal complex according to (1) or (2), which is an optically active ruthenium phosphine diamine
complex represented by the following formula [1-la]:

[0011]

[0012] wherein ring A and ring B each independently represent an aromatic ring which may have a substituent, Q1,
Q2, Q3, and Q4 each independently represent an aryl group which may have a substituent or an alicyclic group which
may have a substituent, Y1 represents a carbonyl group, X1 and X2 each independently represent a halogen atom, ring
C and ring D each independently represent a phenyl group which may have a substituent or an alicyclic group which
may have a substituent, R21, R22, R23, and R24 each independently represent a hydrogen atom or an alkyl group, and
* represents asymmetric carbon atom.

(4) The transition metal complex according to (1) or (2), which is a rhodium phosphine complex represented by the
following formula [1-2a]:
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[0013]

[0014] wherein ring A and ring B each independently represent an aromatic ring which may have a substituent, Q1,
Q2, Q3, and Q4 each independently represent an aryl group which may have a substituent or an alicyclic group which
may have a substituent, Y1 represents a carbonyl group, ring C and ring D each independently represent a phenyl group
which may have a substituent or an alicyclic group which may have a substituent, R21, R22, R23, and R24 each inde-
pendently represent a hydrogen atom or an alkyl group, (X3)- represents an anion, and * represents asymmetric carbon
atom.

(5) The transition metal complex according to any one of (2) to (4), which is obtained in situ in a system by reaction
of the formula [4]:

[LMXqZ2
m]r [4]

wherein L represents a compound represented by the following formula [2]:

[0015]

[0016] wherein ring A and ring B each independently represent an aromatic ring which may have a substituent, Q1,
Q2, Q3, and Q4 each independently represent an aryl group which may have a substituent or an alicyclic group which
may have a substituent, and Y1 represents a carbonyl group; M represents a transition metal that is ruthenium or rhodium;
X represents a halogen atom or an anion; Z2 represents a neutral ligand; q represents 1 or 2; r represents 1 or 2; and
m is 0 or a natural number; with the compound represented by the formula [3] which is an optically active compound
represented by the following formula [3a]:
[0017]

[0018] wherein ring C and ring D each independently represent a phenyl group which may have a substituent or an
alicyclic group which may have a substituent, and R21, R22, R23, and R24 each independently represent a hydrogen
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atom or an alkyl group.

(6) An asymmetric catalyst, comprising at least one transition metal complex according to any one of (2) to (5).
(7) An asymmetric catalyst or an asymmetric catalyst composition comprising a transition metal compound repre-
sented by the following formula [4]:

[LMXqZ2
m]r [4]

wherein L represents a compound represented by the following formula [2]:

[0019]

[0020] wherein ring A and ring B each independently represent an aromatic ring which may have a substituent, Q1,
Q2, Q3, and Q4 each independently represent an aryl group which may have a substituent or an alicyclic group which
may have a substituent, and Y1 represents a carbonyl group; M represents a transition metal that is ruthenium or rhodium;
X represents a halogen atom or an anion; Z2 represents a neutral ligand; q represents 1 or 2;r represents 1 or 2; and
m is 0 or a natural number;
and an optically active compound represented by the following formula [3a]:
[0021]

[0022] wherein ring C and ring D each independently represent a phenyl group which may have a substituent or an
alicyclic group which may have a substituent, R21, R22, R23, and R24 each independently represent a hydrogen atom
or an alkyl group, and * represents asymmetric carbon atom.

(8) The asymmetric catalyst according to (6) or (7), which is an asymmetric hydrogenation catalyst.
(9) A compound represented by the following formula [2’]:

[0023]
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[0024] wherein ring A and ring B each independently represent an aromatic ring which may have a substituent, Q1,
Q2, Q3, and Q4 each independently represent an aryl group which may have a substituent or an alicyclic group which
may have a substituent, and Y2 represents a carbonyl group (C=O).

(10) A process for producing an optically active alcohol represented by the following formula [12]:

wherein R1 and R2 each independently represent a hydrocarbon group which may have a substituent, an aliphatic
heterocyclic group which may have a substituent, or an aromatic heterocyclic group which may have a substituent
(provided that a case where R1 and R2 are equal to each other is excluded), and R1 and R2 may be bonded to each
other so as to form a ring together with the adjacent carbon atom, thereby forming a ring which may have a substituent;
* represents asymmetric carbon atom, which comprises reacting with a ketone compound represented by the following
formula [11]:
[0025]

[0026] wherein R1 and R2 have the same meanings as described above, in the presence of the asymmetric catalyst
according to any one of (6) to (8) by asymmetric hydrogenation.
[0027] The transition metal complex of the present invention is described.
Firstly, the ligand represented by L in the transition metal complex of the invention represented by the above-mentioned
formula [1] is described. The ligand L is made of a diphosphine compound represented by the formula [2], and is made
of an achiral compound. The aromatic ring of the aromatic ring which may have a substituent and is represented by the
ring A or ring B in the formula [2] may be monocyclic, polycyclic or condensed cyclic if the aromatic ring is an aromatic
ring which can form a system of π electrons the number of which is 4n + 2 (wherein n is an integer). The aromatic ring,
which is not particularly limited, may be a monocyclic, polycyclic or condensed cyclic aromatic ring which preferably has
6 to 20 carbon atoms and more preferably has 6 to 14 carbon atoms. Examples of such an aromatic ring include benzene,
naphthalene, anthracene, and tetrahydronaphthalene.
In these aromatic rings, at least one of their hydrogen atoms may be substituted with a substituent. Examples of such
a substituent include a hydrocarbon group, an alkoxy group, an aryloxy group, an aralkyloxy group, a halogen atom, an
alkylenedioxy group, an amino group, a substituted amino group, a nitro group, a hydroxy group, a carboxyl group, a
sulfo group and a halogenated alkyl group.
[0028] Examples of the hydrocarbon group include alkyl, alkenyl, alkynyl, aryl and aralkyl.
The alkyl group may be linear, branched or cyclic and may be a lower alkyl group or a cycloalkyl group, and examples
thereof include, for example, an alkyl group having 1 to 10 carbon atoms, preferably 1 to 6 carbon atoms, or a cycloalkyl
group having 3 to 10 carbon atoms, preferably 3 to 6 carbon atoms. Specific examples thereof include methyl, ethyl, n-
propyl, isopropyl, n-butyl, isobutyl, tert-butyl, n-pentyl, 1-methylbutyl, 2-methylbutyl, 3-methylbutyl, 2,2-dimethylpropyl,
n-hexyl, 1-methylpentyl, 2-methylpentyl, 3-methylpentyl, 4-methylpentyl, 2,2-dimethylbutyl, cyclopropyl, cyclobutyl, cy-
clopentyl, and cyclohexyl.
The alkenyl group is, for example, a group wherein the above-mentioned alkyl group having 2 or more carbon atoms
has one or more double bonds. Specific examples thereof include ethenyl, 1-propenyl, 2-propenyl, isopropenyl, 1-butenyl,
2-butenyl, 1,3-butadienyl, 2-pentenyl, and 2-hexenyl.
The alkynyl group is, for example, a group wherein the above-mentioned alkyl group having 2 or more carbon atoms
has one or more triple bonds. Specific examples thereof include ethynyl, 1-propynyl, and 2-propynyl.
The aryl group is a group made of the above-mentioned aromatic ring. Examples thereof include 5- to 7-membered
monocyclic, polycyclic, or condensed cyclic aryl groups having 6 to 20 carbon atoms, preferably 6 to 14 carbon atoms.
Specific examples thereof include phenyl, naphthyl, anthryl, and biphenyl.
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[0029] The aralkyl group may be a group wherein at least one hydrogen atom of the above-mentioned alkyl group is
substituted with the above-mentioned aryl group, for example, an aralkyl group having 7 to 26 carbon atoms, preferably
7 to 12 carbon atoms. Specific examples thereof include benzyl, 2-phenethyl, 1-phenylpropyl, and 3-naphthylpropyl.
The alkoxy group may be a group wherein an oxygen atom is bonded to the above-mentioned hydrocarbon group, for
example, a lower alkoxy group or cycloalkyl group which may be linear, branched or cyclic wherein an oxygen atom is
bonded to the above-mentioned alkyl group. Examples thereof include alkoxy groups having 1 to 6 carbon atoms, and
cycloalkoxy groups having 3 to 6 carbon atoms. Specific examples thereof include methoxy, ethoxy, n-propoxy, 2-
propoxy, n-butoxy, isobutoxy, tert-butoxy, n-pentyloxy, 2-methylbutoxy, 3-methylbutoxy, 2,2-dimethylpropyloxy, n-hex-
yloxy, 2-methylpentyloxy, 3-methylpentyloxy, 4-methylpentyloxy, 5-methylpentyloxy, and cyclohexyloxy.
The aryloxy group may be a group wherein an oxygen atom is bonded to the above-mentioned aryl group, for example,
an aryloxy group having 6 to 14 carbon atoms. Specific examples thereof include phenoxy, naphthyloxy, and anthryloxy.
The aralkyloxy group may be a group wherein an oxygen atom is bonded to the above-mentioned aralkyl group, for
example, an aralkyloxy group having 7 to 12 carbon atoms. Specific examples thereof include benzyloxy, 2-phenethyloxy,
1-phenylpropoxy, 2-phenylpropoxy, 3-phenylpropoxy, 1-phenylbutoxy, 2-phenylbutoxy, 3-phenylbutoxy, 4-phenylbu-
toxy, 1-phenylpentyloxy, 2-phenylpentyloxy, 3-phenylpentyloxy, 4-phenylpentyloxy, 5-phenylpentyloxy, 1-phenylhexy-
loxy, 2-phenylhexyloxy, 3-phenylhexyloxy, 4-phenylhexyloxy, 5-phenylhexyloxy, and 6-phenylhexyloxy.
[0030] Examples of the halogen atoms include fluorine, chlorine, bromine, and iodine.
The substituted amino group may be an amino group wherein one or two hydrogen atoms of an amino group are
substituted with the above-mentioned hydrocarbon group(s), aryl group(s) or aralkyl group(s). Examples of the hydro-
carbon group(s) include alkyl, aryl and aralkyl groups. Definitions of the alkyl, aryl and aralkyl groups, and specific
examples thereof are the same as described above. Specific examples of the amino group substituted with the alkyl
group(s), that is, the alkyl-substituted amino group include mono- or di-alkylamino groups such as N-methylamino, N,
N-dimethylamino, N,N-diethylamino, N,N-diisopropylamino, and N-cyclohexylamino. Specific examples of the amino
group substituted with the aryl group(s), that is, the aryl-substituted amino group include mono- or di-arylamino groups
such as N-phenylamino, N,N-diphenylamino, N-naphthylamino, N-naphthyl-N-phenylamino. Specific examples of the
amino group substituted with the aralkyl group(s), that is, the aralkyl-substituted amino group include mono- or di-
aralkylamino groups such as N-benzylamino, and N,N-dibenzylamino.
[0031] When the substituent is an alkylenedioxy group, two adjacent hydrogen atoms of the above-mentioned aromatic
ring may be substituted with the alkylenedioxy group. The alkylenedioxy group is, for example, an alkylenedioxy group
having 1 to 3 carbon atoms. Specific examples thereof include methylenedioxy, ethylenedioxy, trimethylenedioxy, and
propylenedioxy.
The halogenated alkyl group may be a halogenated alkyl group having 1 to 10 carbon atoms, preferably 1 to 6 carbon
atoms, wherein at least one hydrogen atom, preferably 1 to 3 hydrogen atoms of the above-mentioned alkyl group is
halogenated (for example, fluorinated, chlorinated, brominated or iodinated) with one or more halogen atoms. Specific
examples thereof include chloromethyl, bromomethyl, trifluoromethyl, 2-chloroethyl, 3-bromopropyl, and 3,3,3-trifluor-
opropyl.
[0032] In the formula [2], the aryl group which may have a substituent represented by Q1 to Q4 may be an aryl or
substituted aryl group comprising the above-mentioned aromatic ring.
The alicyclic group which may have a substituent may be an alicyclic group or a substituted alicyclic group.
The aryl group may be the same as the above-mentioned aryl group.
The alicyclic group may be monocyclic, polycyclic or crosslinked, and is, for example, a saturated or unsaturated cyclic
aliphatic hydrocarbon group having 5 to 12 carbon atoms. Specific examples thereof include cyclopentyl, cyclohexyl,
decahydronaphthyl, and norbornyl.
The substituted aryl group may be an aryl group wherein at least one hydrogen atom of the above-mentioned aryl group
is substituted with a substituent.
The substituted alicyclic group may be an alicyclic group wherein at least one hydrogen atom of the above-mentioned
alicyclic group is substituted with a substituent.
[0033] Examples of the substituent in the substituted aryl group and the substituted alicyclic group include a hydro-
carbon group, an alkoxy group, an aryloxy group, an aralkyloxy group, a halogen atom, an alkylenedioxy group, an
amino group, a substituted amino group, a nitro group, a hydroxyl group, a carboxyl group, a sulfo group and a halogenated
alkyl group.
Examples of the hydrocarbon, alkoxy, aryloxy, aralkyloxy, halogen, alkylenedioxy, substituted amino and halogenated
alkylare the same groups as described above.
Specific examples of the substituted aryl group include tolyl, xylyl, and mesityl. Specific examples of the substituted
alicyclic group include a methylcyclohexyl.
[0034] The spacer represented by Y1 in the formula [2] is a carbonyl group, which is capable of linking the ring A and
ring B with each other.
[0035] Preferred examples of the compound represented by the above-mentioned formula [2] include compounds
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represented by the following formula [2-1]:
[0036]

[0037] wherein R3, R4, R5, R6, R7, R8, R9 and R10 each represent the above-mentioned substituent in the ring A and
ring B, and Q1, Q2, Q3, and Q4 and Y1 are the same as described above. Further preferred compounds of formula [2]
include the compounds be represented by the following formula [2’]:
[0038]

[0039] wherein ring A and ring B each independently represent an aromatic ring which may have a substituent, Q1,
Q2, Q3, and Q4 each independently represent an aryl group which may have a substituent, or an alicyclic group which
may have a substituent, Y2 represents a carbonyl group (C=O).
More preferred compounds among the compounds represented by the formula [2’] are compounds represented by the
following formula [2’-1]:
[0040]

[0041] wherein R3, R4, R5, R6, R7, R8, R9, and R10 each represent the above-mentioned substituent in the ring A and
ring B, Y2 represents a carbonyl group (C=O), and Q1, Q2, Q3, and Q4 are the same as described above.
[0042] Preferred examples of the compounds represented by the formula [2] include the following compounds:
[0043]
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[0044] Also, more preferred examples of the compounds represented by the above-mentioned formula [2’] include
the following compounds:



EP 1 661 903 B1

11

5

10

15

20

25

30

35

40

45

50

55

Ar: phenyl group, 4-methylphenyl, 3,5-dimethylphenyl, 4-methoxyphenyl, 1,3,5-trimethylphenyl, 1,3,5-trimethoxyphenyl
etc.
E: -CH2-, -CH2CH2-, - CH2CH2CH2-, - CH2CH(CH3)-R: CH3, C2H5, C3H7, CH(CH3)2 etc
R’, R", R’’’, R"":H, CH3,C2H5,C3H7OCH3,OC2H5 etc
In the formula [1] and the formula [4], the transition metal represented by M is ruthenium or rhodium.
In the formulae [1] and [4], the anion represented by X and (X3)- may be an anion of a halogen atom such as a fluorine,
chlorine, bromine or iodine. Examples other than the halogen atoms include BF4, ClO4, oTf, PF6, SbF6, BPh4, and B
(3,5-(CF3)2C6H3)4.
In the formula [4], the neutral ligand represented by Z2 may be H2O, the above-mentioned neutral aromatic compound,
a neutral olefin compound, or some other neutral compound, and is preferably a neutral organic compound having a π
electron or some other neutral ligand. Examples of the neutral aromatic compound include benzonitrile, benzene, and
alkyl-substituted benzene. Examples of the alkyl-substituted benzene include p-cymene, hexamethylbenzene, and 1,3,5-
trimethylbenzene (mesitylene).
Examples of the neutral olefin compound include ethylene, 1,5-cyclooctadiene, cyclopentadiene, pentamethylcyclopen-
tadiene, and norbornadiene.
Examples of some other neutral ligand include N,N-dimethylformamide (DMF), acetonitrile, acetone, and chloroform.
[0045] Preferred specific examples of the metal compound represented by the formula [4] include compounds de-
scribed below. Provided that the metal compound represented by the formula [4] is not limited to these. L in the following
formulae is the same as described above. Rhodium complexes:

[Rh(L)Cl]2, [Rh(L)Br]2, [Rh(L)I]2, [Rh(cod)(L)]BF4, [Rh(cod)(L)]CIO4, [Rh(cod)(L)]PF6, [Rh(cod)(L)]BPh4,[Rh(cod)
(L)]OTf, [Rh(nbd)(L)]BF4, [Rh(nbd)(L)]CIO4,[Rh(nbd)(L)]PF6, [Rh(nbd)(L)]BPh4, [Rh(nbd)(L)]OTf, and [Rh(cod)(L)]
SbF6;
Ruthenium complexes:

Ru(OAc)2(L), Ru2CI4(L)2NEt3, [RuCI(benzene)(L)]CI, [RuBr(benzene)(L)]Br, [RuI(benzene)(L)]I, [RuCI(p-
cymene)(L)]Cl, [RuBr(p-cymene)(L)]Br, [RuI(p-cymene)(L)]I, [Ru(L)](BF4)2, [Ru(L)I(CIO4)2, [Ru(L)](PF6)2, [Ru
(L)](BPh4)2, and [Ru(L)](OTf)2;

[0046] In the formula [1], Z1 represents a compound represented by the formula [3], and examples thereof include
diamines such as aromatic diamines, and aliphatic diamines.
As the phenyl group represented by the ring C or ring D, the phenyl group which may have a substituent include phenyl
and substituted phenyl.
The substituted phenyl group may be a phenyl group wherein at least one hydrogen atom, preferably 1 to 3 hydrogen
atoms of a phenyl group is substituted with a substituent. Examples of said substituent(s) include the above-mentioned
groups such as alkyl, aryl, alkoxy and aryloxy.
The alicyclic group which may have a substituent include an alicyclic group and a substituted alicyclic group.
Examples of the alicyclic group include the above-mentioned cyclohexyl group and the like.
The substituted alicyclic group may be an alicyclic group wherein at least one hydrogen atom of the above-mentioned
alicyclic group is substituted with a substituent. Examples of the substituent(s) include the above-mentioned groups
such as alkyl, aryl, alkoxy, and aryloxy.
Alkyl, aryl, alkoxy, and aryloxy groups are the same groups as described above.
Specific examples of the substituted phenyl group include tolyl, xylyl, mesityl, methoxyphenyl, and dimethoxyphenyl.
Specific examples of the substituted alicyclic group include a methylcyclohexyl group and the like.



EP 1 661 903 B1

12

5

10

15

20

25

30

35

40

45

50

55

[0047] In the case that the compound represented by the formula [3] is an optically active compound, the compound
include, for example, an optically active compound represented by the formula [3a]. A preferred example of the compound
[3a] include an optically active compound represented by the following formula [3-1a]:
[0048]

[0049] wherein R11, R12, R13, R14, R15, R16, R17, R18, R19, and R20, and R21, R22, R23, and R24 each represent the
above-mentioned substituent of the ring C and ring D, and * is the same as described above.
In the compound represented by the formula [3], examples of the aromatic diamine include diphenylethylenediamine,
and 1,2-bis(4-methoxyphenyl)ethylenediamine. When an optically active aromatic diamine is used as the aromatic
diamine, the resultant transition metal complex, for example, ruthenium phosphine diamine complex becomes an optically
active transition metal complex, for example, an optically active ruthenium phosphine diamine complex.
Examples of the optically active aromatic diamine include optically active substances of the above-mentioned aromatic
diamines, that is, (1R,2R)-diphenylethylenediamine, (1S,2S)-diphenylethylenediamine, (1R,2R)-1,2-bis(4-methoxyphe-
nyl)ethylenediamine, and (1S,2S)-1,2-bis(4-methoxyphenyl)ethylenediamine.
An example of the alicyclic diamine thereof is dicyclohexylethylenediamine and the like.
Examples of the optically active aliphatic diamine thereof include (1R,2R)-dicyclohexylethylenediamine, and (S,2S)-di-
cyclohexylethylenediamine.
[0050] In the compounds represented by the formula [3] and [3a], the alkyl group represented by R21 to R24 may be
a lower alkyl group which may be linear, branched or cyclic, for example, an alkyl group having 1 to 6 carbon atoms,
preferably 1 to 3 carbon atoms. Specific examples thereof include methyl, ethyl, n-propyl, and 2-propyl.
[0051] As the transition metal complex represented by the formula [1], for example, a ruthenium phosphine diamine
complex, wherein the transition metal represented by M is ruthenium, is, for example, a ruthenium phosphine diamine
complex represented by the following formula [1-1]:
[0052]

[0053] wherein ring A, ring B, ring C, and ring D, Q1, Q2, Q3, and Q4, R21, R22, R23, and R14, X1 and X2, and Y1 are
the same as described above.
Also, a rhodium phosphine complex wherein the transition metal represented by M is rhodium is, for example, a rhodium
phosphine diamine complex represented by the following formula [1-2]:
[0054]
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[0055] wherein ring A, ring B, ring C, and ring D, Q1, Q2, Q3, and Q4, R21, R22, R23, R24, and (X3)-, and Y1 are the
same as described above.
[0056] A preferred example of the ruthenium phosphine diamine complex represented by the formula [1-1] is a ruthe-
nium phosphine diamine complex represented by the following formula [1-3]:
[0057]

[0058] wherein R3, R4, R5, R6, R7, R8, R9 and R10 each independently represent hydrogen, hydrocarbon, alkoxy,
aryloxy, aralkyloxy, halogen, alkylenedioxy, amino, substituted amino, nitro, hydroxyl, carboxyl, sulfo or halogenated
alkyl, R11, R12, R13, R14, R15, R16, R17, R18, R19, and R20 each independently represent hydrogen, an alkyl, aryl, alkoxy
or aryloxy, R3 and R4, R4 and R5, R5 and R6, R7 and R8, R8 and R9, or R9 and R10 may be bonded to each other and
combined with a ring to which they are bonded, so as to form a condensed ring, and Q1, Q2, Q3, and Q4, Y1, X1, X2,
R21, R22, R23, and R24 are the same as described above.
Also, a preferred example of the rhodium phosphine diamine complex represented by the formula [1-2] is a rhodium
phosphine diamine complex represented by the following formula [1-4]:
[0059]

[0060] wherein R3 R4, R5, R6, R7, R8, R9 and R10, R11, R12, R13, R14, R15, R16, R17, R18, R19 and R20, Q1, Q2, Q3,
and Q4, Y1, and R21, R22, R23, and R24 are the same as described above, and X3 is identical with X1 or X2.
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[0061] In the above-mentioned formulae [1-3] and [1-4], examples of the hydrocarbon, alkoxy, aryloxy, aralkyloxy,
halogen, alkylenedioxy, substituted amino and halogenated alkyl represented by R3, R4, R5, R6, R7, R8, R9, and R10

are the same as exemplified as the substituent in the ring A and ring B. Examples of the alkyl, aryl, alkoxy and aryloxy
groups represented by R10, R11, R12, R13, R14, R15, R16, R17, R18, R19 and R20 are the same as exemplified as the
substituent in the ring C and ring D. In the case that R3 and R4, R4 and R5, R5 and R6, R7 and R8, R8 and R9, or R9 and
R10 may be bonded to each other and combined with a ring to which they are bonded so as to form a condensed ring,
examples of the condensed ring include the rings exemplified as the aromatic ring in the ring A and ring B, that is,
naphthalene, anthracene, and tetrahydronaphthalene.
[0062] In a production process of the transition metal complex of the present invention which will be described later,
when an optically active diamine is used as the diamine , an optically active transition metal complex can be obtained.
For example, in the ruthenium phosphine diamine complex represented by the above-mentioned formula [1-1], an
optically active ruthenium phosphine diamine complex represented by the following formula [1-1 a] is obtained in the
case that an optically active diamine is used as the diamine when this ruthenium phosphine diamine complex is produced:
[0063]

[0064] wherein * represents an asymmetric carbon atom, and ring A, ring B, ring C, and ring D, Q1, Q2, Q3, and Q4,
Y1, X1, X2, and R21, R22, R23, and R24 are the same as described above.
About the rhodium phosphine diamine complex represented by the formula [1-2], an optically active rhodium phosphine
diamine complex represented by the following formula [1-2a] is obtained in the case that an optically active diamine is
used as the diamine when this rhodium phosphine diamine complex is produced:
[0065]

[0066] wherein ring A, ring B, ring C and ring D, Q1, Q2, Q3, and Q4, Y1, (X3)-, R21,R22, R23, and R24, and * are the
same as described above.
[0067] A more preferred example of the optically active ruthenium phosphine diamine complex represented by the
above-mentioned formula [1-1a] is, for example, an optically active ruthenium phosphine diamine complex represented
by the following formula [1-3a]:
[0068]
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[0069] wherein R3,R4, R5, R6, R7, R8, R9, and R10, R11,R12, R13, R14, R15, R16, R17, R18, R19, and R20, Q1, Q2, Q3,
and Q4 Y1, X1, X2, R21 R22, R23, and R24, and * are the same as described above.
Also, as a more preferred example of the optically active rhodium phosphine diamine complex represented by the above-
mentioned formula [1-2a], for example, an optically active rhodium phosphine diamine complex represented by the
following formula [1-4a] is obtained:
[0070]

[0071] wherein R3, R4, R5, R6, R7, R8, R9, and R10, R11, R12, R13, R14, R15, R16, R17, R18, R19, and R20, Q1, Q2, Q3,
and Q4, Y1, (X3)-, R21, R22, R23, and R24, and * are the same as described above.
[0072] Specific examples of the above-mentioned optically active ruthenium phosphine diamine complex represented
by the formula [1-3a] include the following compounds:
[0073]



EP 1 661 903 B1

16

5

10

15

20

25

30

35

40

45

50

55

[0074]
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[0075]
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[0076] Specific examples of the optically active rhodium diamine complex represented by the above-mentioned formula
[1-4a] include the following compound:
[0077]

[0078] In the present invention, the following more specifically describes a process for producing a transition metal
complex represented by the formula [1], which comprises a compound represented by the above-mentioned formula
[2] and a compound represented by the above-mentioned formula [3] by taking a ruthenium phosphine diamine complex
represented by the above-mentioned formula [1-1] as an example.
For example, the ruthenium phosphine diamine complex represented by the above-mentioned formula [1-1] can be
produced by a process described in, e.g., J. Chem. Soc., Chem. Commun., 1208 (1989); J. Chem. Soc., Perkin. Trans.,
2309 (1994); and JP-A-H10-120692.
[0079] The following describes one example of the process for producing the ruthenium phosphine diamine complex
represented by the formula [1-1].

(1) Production of the compound represented by the above-mentioned formula [2]
(1-1) First, a compound represented by the formula [6]:
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[0080]

[0081] wherein Tf represents a trifluoromethanesulfonyl group, ring A and ring B, and Y1 are the same as described
above, preferably a compound represented by the formula [6-1]:
[0082]

[0083] wherein R3, R4, R5, R6, R7, R8, R9, and R10, Tf, and Y1 are the same as described above, can be prepared
by triflation to react with trifluoromethanesulfonic acid anhydride or trifluoromethanesulfonyl chloride and a dihydroxy
compound represented by the formula [5]:
[0084] [0117]

[0085] [0118]
wherein ring A and ring B, and Y1 are the same as described above, preferably a dihydroxy compound represented by
the formula [5-1]:
[0086] [0119]
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[0087] [0120]
wherein R3, R4, R5, R6, R7, R8, R9 and R10, and Y1 are the same as described above, in the presence of a base in an
suitable solvent at 0 to 10˚C for 8 to 12 hours.
[0088] The base used in the above-mentioned reaction may be an inorganic base or organic base.
Examples of the organic base include organic amines such as triethylamine, diisopropylethylamine, N,N-dimethylaniline,
piperidine, pyridine, 4-dimethylaminopyridine, 1,5-diazabicyclo[4.3.0]non-5-ene, 1,8-diazabicyclo[5.4.0]undec-7-ene,
tri-n-butylamine, tetramethylethylenediamine, and N-methylmorpholine; alkali or alkaline earth metal salts such as po-
tassium methoxide, sodium methoxide, lithium methoxide, sodium ethoxide, potassium isopropoxide, potassium tert-
butoxide, lithium methoxide, and potassium naphthalenide.
Examples of the inorganic base include potassium carbonate, potassium hydroxide, lithium hydroxide, sodium hydro-
gencarbonate, sodium carbonate, potassium hydrogencarbonate, and sodium hydroxide.
The amount of the base used is appropriately selected usually from the range of 2.3 to 3.5 mols, preferably from the
range of 2.5 to 2.7 mols per mole of the dihydroxy compound.
Examples of the solvent used in the reaction include halogenated hydrocarbons such as dichloromethane, 1,2-dichlo-
roethane, chloroform, carbon tetrachloride, and o-dichlorobenzene; aliphatic hydrocarbons such as pentane, hexane,
heptane, octane, decane, and cyclohexane; aromatic hydrocarbons such as benzene, toluene, and xylene; ethers such
as diethyl ether, diisopropyl ether, tert-butyl methyl ether, dimethoxyethane, ethylene glycol diethyl ether, tetrahydrofuran,
1,4-dioxane, and 1,3-dioxolane; and esters such as methyl acetate, ethyl acetate, n-butyl acetate, and methyl propionate.
These solvents may be used alone or in combination of two or more thereof.
The amount of the solvent used is appropriately selected usually from the range of 3 to 10 mL, preferably from the range
of 5 to 7 mL per 1 mmol of the dihydroxy compound.
[0089] (1-2) Phosphinylation of the compound represented by the formula [6] obtained in the (1-1) is carried out. Said
phosphinylation reaction can be carried out by a method described in, for example, "Jikken Kagaku Kohza (Experimental
Chemistry Lecture)", 4th edition, vol. 25, Chapter 11 (in particular pp. 389-427), edited by the Japanese Chemical Society,
1991, Maruzen Co. Ltd.
That is, the resultant compound represented by the formula [6] is reacted with a phosphine oxide represented by the
formula [7-1]:

P(O)(Q1Q2) [7-1]

or the formula [7-2]:

P(O)(Q3Q4) [7-2]

wherein Q1, Q2, Q3, and Q4 are the same as described above, in the presence of a transition metal compound and a
tertiary phosphine in an appropriate solvent usually at 90 to 120˚C, preferably at 100 to 105˚C usually for 12 to 36 hours,
preferably for 15 to 18 hours, to obtain a compound represented by the formula [8]:
[0090]
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[0091] wherein ring A and ring B, Y1, and Q1, Q2, Q3, and Q4 are the same as described above, preferably a compound
represented by the formula [8-1]:
[0092]

[0093] wherein R3, R4, R5, R6, R7, R8, R9 and R10, Y1, and Q1, Q2, Q3, and Q4 are the same as described above.
At this point, when the phosphine oxide represented by the above-mentioned formula [7-1] is used as the phosphine
oxide, the resultant compound represented by formula [8] is a compound wherein Q1=Q3 and Q2=Q4 in the formula [8].
When a phosphine oxide represented by the above-mentioned formula [7-2] is used, a similar compound can be obtained.
Furthermore, it is allowable to use a phosphine oxide represented by the above-mentioned formula [7-1] to subject one
of the TfO groups to phosfinylation, and subsequently use a phosphine oxide represented by the above-mentioned
formula [7-2] to subject the other to phosfinylation.
[0094] Examples of the transition metal compound used in the above-mentioned reaction include palladium acetate,
palladium chloride, and palladium triphenylphosphine. These transition metal compounds may be used alone or in
combination of two or more thereof.
The amount of the transition metal compound used is appropriately selected usually from the range of 0.08 to 0.20
mmol, preferably from the range of 0.10 to 0.12 mmol per 1 mmol of the triflated compound.
The tertiary phosphine, if necessary, may be used in accordance with the kind of the used transition metal compound.
Examples of the tertiary phosphine include triphenylphosphine, tri-t-butyl phosphine, 1,4-bis(diphenylphosphino)butane,
1,2-bis(diphenylphosphino)ethane, and 1,1-bis(diphenylphosphino)ferrocene.
The amount of the tertiary phosphine used is appropriately selected usually from the range of 2.5 to 3.5 mmol, preferably
from the range of 2.8 to 3.2 mmol per 1 mmol of the triflate compound.
Examples of the used solvent include aliphatic hydrocarbons such as pentane, hexane, heptane, octane, decane, and
cyclohexane; aromatic hydrocarbons such as benzene, toluene, and xylene; halogenated hydrocarbons such as dichlo-
romethane, 1,2-dichloroethane, chloroform, carbon tetrachloride, and o-dichlorobenzene; ethers such as diethyl ether,
diisopropyl ether, tert-butyl methyl ether, dimethoxyethane, ethylene glycol diethyl ether, tetrahydrofuran, 1,4-dioxane,
and 1,3-dioxolane; ketones such as acetone, methyl ethyl ketone, methyl isobutyl ketone, and cyclohexanone; alcohols
such as methanol, ethanol, 2-propanol, n-butanol, 2-ethoxyethanol, and benzyl alcohol; polyhydric alcohols such as
ethylene glycol, propylene glycol, 1,2-propanediol, and glycerin; esters such as methyl acetate, ethyl acetate, n-butyl
acetate, and methyl propionate; amides such as formamide, N,N-dimethylformamide, and N,N-dimethylacetoamide;
sulfoxides such as dimethylsulfoxide; cyano-containing organic compounds such as acetonitrile; N-methylpyrrolidone;
and water. These solvents may be used alone or in combination of two or more thereof.
The amount of the solvent used is appropriately selected usually from the range of 3 to 10 mL, preferably from the range
of 4 to 6 mL per 1 mmol of the triflate compound.
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It is usually preferred to conduct the phosphinylation in the presence of a base. Examples of the base are identical with
the above-mentioned bases.
The amount of the base used is appropriately selected usually from the range of 3.5 to 4.5 mmol, preferably from the
range of 3.8 to 4.2 mmol per 1 mmol of the triflate compound.
[0095] (1-3) The compound represented by the formula [8], preferably the compound represented by the formula [8-1],
which is obtained in the (1-2), is subjected to reductive reaction by action of a reducing agent, thereby making it possible
to obtain the target compound represented by the formula [2], preferably the compound represented by the formula [2-1].
An reducing agent used at this time is, for example, trichlorosilane.
The amount of the reducing agent used is appropriately selected usually from the range of 8 to 15 mmol, preferably
from the range of 10 to 12 mmol per 1 mmol of the compound represented by the formula [8] or [8-1]. It is usually
preferred to conduct the reductive reaction in the presence of a base. Examples of the base are identical with the above-
mentioned bases. The amount of the base used is appropriately selected usually from the range of 35 to 45 mmol,
preferably from the range of 40 to 42 mmol per 1 mmol of the compound represented by the formula [8] or [8-1].
[0096] The reductive reaction may be conducted in the presence of a solvent if necessary. Examples of the solvent
include aliphatic hydrocarbons such as pentane, hexane, heptane, octane, decane, and cyclohexane; aromatic hydro-
carbons such as benzene, toluene, and xylene; halogenated hydrocarbons such as dichloromethane, 1,2-dichloroethane,
chloroform, carbon tetrachloride, and o-dichlorobenzene; ethers such as diethyl ether, diisopropyl ether, tert-butyl methyl
ether, dimethoxyethane, ethylene glycol diethyl ether, tetrahydrofuran, 1,4-dioxane, and 1,3-dioxolane; alcohols such
as methanol, ethanol, 2-propanol, n-butanol, 2-ethoxyethanol, and benzyl alcohol; polyhydric alcohols such as ethylene
glycol, propylene glycol, 1,2-propanediol, and glycerin; esters such as methyl acetate, ethyl acetate, n-butyl acetate,
and methyl propionate; amides such as formamide, N,N-dimethylformamide, and N,N-dimethylacetoamide; sulfoxides
such as dimethylsulfoxide; cyano-containing organic compounds such as acetonitrile; and N-methylpyrrolidone. These
solvents may be used alone or in combination of two or more thereof.
The amount of the solvent used is appropriately selected usually from the range of 8 to 15 mL, preferably from the range
of 10 to 12 mL per 1 mmol of the compound represented by the formula [8] or [8-1].
[0097] Of thus-produced compounds represented by the formula [2] of the present invention, a preferred compound
is a compound represented by the following formula [2’]:
[0098]

[0099] wherein ring A and ring B each independently represent an aromatic ring which may have a substituent, Q1,
Q2, Q3, and Q4 each independently represent an aryl group which may have a substituent or an alicyclic group which
may have a substituent, and Y2 represents a carbonyl group (C=O). A more preferred compound thereof is a compound
represented by the above-mentioned formula [2’-1] wherein the ring A and ring B in the above-mentioned formula [2’]
are each a phenyl group which may have a substituent. Examples of the said substituent in the phenyl group are the
above-mentioned substituents.

(2) Production of the transition metal complex represented by the formula [1], for example, the ruthenium diphosphine
complex represented by the formula [1-1].

[0100] The compound represented by the formula [2] or [2-1] and obtained in the above (1), preferably the compound
represented by the formula [2’] or [2’-1] may be reacted with a transition metal compound represented by the following
formula [9]:

[MXaZ2
b]c [9]

wherein M, X and Z2 are the same as described above, a represents 2 or 3, b represents 0 or 1, and c represents 1 or
2, to produce the compound represented by the formula [4].
For example, it is caused to react with a ruthenium complex represented by the following formula [10] wherein the
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transition metal of M is ruthenium in the above-mentioned formula [10]:

[RuX1X2Z2
m]2 [10]

wherein X1 and X2 each represent a halogen atom, which is the same as described above, Z2 and m are the same as
described above, optionally in an appropriate solvent, thereby making it possible to obtain a transition metal compound
wherein the transition metal M of the transition metal compound represented by the above-mentioned formula [4] is
ruthenium.
Next, the resultant transition metal compound represented by the formula [4] is may be reacted with the compound
represented by the above-mentioned formula [3], optionally in an appropriate solvent to obtained the transition metal
complex of the invention represented by the above-mentioned formula [1].
[0101] Preferred specific examples of the transition metal compound represented by the formula [9] wherein the
transition metal M is ruthenium or rhodium include ruthenium complexes such as [RuCl2(benzene)]2, [RuBr2(benzene)]2,
[RuI2(benzene)]2, [RuCl2(p-cymene)]2, [RuBr2(p-cymene)]2, [RuI2(p-cymene)]2, [RuCl2(hexamethylbenzene)]2, [RuBr2
(hexamethylbenzene)]2, [RuI2(hexamethylbenzene)]2, [RuCl2(mesitylene)]2, [RuBr2(mesitylene)]2, [RuI2(mesitylene)]2,
[RuCI2(pentamethylcyclopentadiene)]2, [RuBr2(pentamethylcyclopentadiene)]2, [Rul2(pentamethylcyclopentadiene)]2,
[RuCl2(cod)]2, [RuBr2(cod)]2, [RuI2(cod)]2, [RuCI2(nbd)]2, [RuBr2(nbd)]2, [RuI2(nbd)]2, RuCl3 hydrate, RuBr3 hydrate,
RuI3 hydrate and [RhCI2(cyclopentadiene)]; rhodium complexes such as [RhBr2(cyclopentadiene)]2, [Rhl2(cyclopenta-
diene)]2, [RhCl2(pentamethylcyclopentadiene)]2, [RhBr2(pentamethylcyclopentadiene)]2, [RhI2(pentamethylcyclopen-
tadiene)]2, [RhCI2(cod)]2, [RhBr2(cod)]2, [RhI2(cod)]2, [RhCl2(nbd)]2, [RhBr2(nbd)]2, [RhI2(nbd)]2, RhCl3 hydrate, RhBr3
hydrate, and RhI3 hydrate.
In the formulae, cod represents 1,S-cyclooctadiene, and nbd represents norbornadiene.
[0102] In the case that an aromatic diamine is used as the compound represented by the above-mentioned formula
[3] for producing the transition metal complex represented by the formula [1] of the present invention, the ruthenium
phosphine diamine complex represented by the above-mentioned formula [1-1], the rhodium phosphine diamine complex
represented by the above-mentioned formula [1-2] is obtained.
Also, when an optically active aromatic diamine is used as the aromatic diamine, an optically active transition metal
complex corresponding to the transition metal complex of the above-mentioned formula [1], for example, an optically
active ruthenium phosphine diamine complex represented by the above-mentioned formula [1-1a] or an optically active
rhodium phosphine diamine complex represented by the above-mentioned formula [1-2a] is obtained.
[0103] The amounts of the compound represented by the formula [2] and the metal compound represented by the
formula [4] used are appropriately selected from such a range that the amount of the metal compound represented by
the formula [4] is usually from 1.0 t o 1.1 mmol, preferably from 1.0 to 1.05 mmol per 1 mmol of the compound represented
by the formula [2].
The amount of the compound represented by the above-mentioned formula [3] used is appropriately selected usually
from the range of 1.0 to 1.1 mmol, preferably from the range of 1.0 to 1.05 mmol per 1 mmol of the transition metal
compound represented by the formula [4].
[0104] Also, when the ligand is the aromatic diamine, the amount of the aromatic diamine used is appropriately selected
usually from the range of 1.0 to 1.1 mmol, preferably from the range of 1.0 to 1.5 mmol per 1 mmol of the transition
metal compound represented by the formula [4].
The present reaction is preferably conducted in the presence of a solvent. Examples of the used solvent include aromatic
hydrocarbons such as benzene, toluene, and xylene; halogenated hydrocarbons such as dichloromethane, 1,2-dichlo-
roethane, chloroform, carbon tetrachloride, and o-dichlorobenzene; and alcohols such as methanol, ethanol, 2-propanol,
n-butanol, 2-ethoxyethanol, and benzyl alcohol. These solvents may be used alone or in combination of two or more
thereof.
The amount of the solvent used is appropriately selected usually from the range of 0.8 to 1.5 mmol, preferably from the
range of 1.0 to 1.1 mmol for 0.1 mmol of the compound represented by the formula [2].
The reaction temperature is not particularly limited since the temperature is varied in accordance with the kind of the
compound represented by the formula [2] or the transition metal compound represented by the formula [4], or others.
The temperature is appropriately selected usually from 90 to 105˚C, preferably from 95 to 100˚C.
The reaction time is not particularly limited since the time is varied in accordance with the kind of the compound repre-
sented by the formula [2] or the transition metal compound represented by the formula [4], or others. The time is
appropriately selected usually from 15 to 60 minutes, preferably from 30 to 40 minutes.
[0105] When the ligand is the aromatic diamine, the reaction which is conducted in an inert gas atmosphere is also
a preferred embodiment. Examples of the inert gas include nitrogen gas, and argon gas.
The reaction temperature in the case that the ligand is the aromatic diamine is not particularly limited since the temperature
is varied in accordance with the kind of the used ruthenium complex or aromatic diamine, or others. The temperature
is appropriately selected usually from 90 to 110˚C, preferably from 95 to 105˚C.
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The reaction time is not particularly limited since the time is varied in accordance with the kind of the used ruthenium
complex or aromatic diamine, or others. The time is appropriately selected usually from 15 to 60 minutes, preferably
from 30 to 40 minutes.
[0106] Thus obtained transition metal complex represented by the formula [1] of the present invention is useful as a
catalyst, for example, hydrogenation, or the like. Among the transition metal complexes represented by the formula [1]
of the present invention, the optically active transition metal complex produced by use of the optical active diamine is
useful as a catalyst for asymmetric synthesis, for example, asymmetric hydrogenation. For example, the optically active
ruthenium phosphine diamine complex represented by the above-mentioned formula [1-1a] or the optically active rhodium
phosphine diamine complex represented by the above-mentioned formula [1-2a] is, in particular, useful as an asymmetric
catalyst such as an asymmetric hydrogenation catalyst and the like.
Also, in the transition metal compound represented by the formula [4], for example, the ruthenium phosphine compound
wherein the transition metal M is ruthenium, the ligand represented by Z2 is a neutral ligand. Such compound is used
in combination with the aromatic diamine, preferably the optically active aromatic diamine, whereby the combination
can be effectively used as an asymmetric catalyst composition such as an asymmetric hydrogenation catalyst composition
and the like. This would be because the transition metal complex of the invention represented by the formula [1] is
produced in situ in a reaction system where both of the transition metal compound of the formula [4] and the diamine
compound of the formula [3] are present.
Similarly, in the case of the transition metal compound represented by the formula [4], for example, the ruthenium
phosphine compound represented thereby, which is obtained by reacting the compound represented by the above-
mentioned formula [2] with the transition metal compound represented by the formula [9], for example, the ruthenium
complex represented by the formula [10] wherein transition metal M is ruthenium, and a compound which can become
a ligand of the transition metal such as ruthenium and the like, the present compound which is used in combination with
the aromatic diamine, preferably the optically active aromatic diamine, can be effectively used as a hydrogenation
catalyst, preferably an asymmetric catalyst composition such as an asymmetric hydrogenation catalyst composition and
the like.
[0107] The process for producing the metal complex of the present invention has been described about ruthenium
complexes. However, metal complexes of metals other than ruthenium can also be produced in conformity with the case
of ruthenium.
For example, in the case of rhodium complexes, an appropriate rhodium as described above is used instead of the
above-mentioned ruthenium as the metal complex of the above-mentioned formula [4], whereby a corresponding rhodium
phosphine diamine complex can be produced in the same way.
[0108] The following describes a process for producing an optically active alcohol according to the present invention.
In the formula [11], the hydrocarbon group of the hydrocarbon group which may have a substituent and is represented
by R1 and R2 include, for example, alkyl, alkenyl, alkynyl, aryl or aralkyl.
The alkyl group may be linear, branched or cyclic and examples thereof include, for example, an alkyl group having 1
to 15 carbon atoms, preferably 1 to 10 carbon atoms, or a cycloalkyl group having 3 to 15 carbon atoms, preferably 3
to 10 carbon atoms. Specific examples thereof include methyl, ethyl, n-propyl, isopropyl, n-butyl, 1-methylpropyl, isobutyl,
tert-butyl, n-pentyl, 1-methylbutyl, tert-pentyl, 2-methylbutyl, 3-methylbutyl, 2,2-dimethylpropyl, n-hexyl, 1-methylpentyl,
1-ethylbutyl, tert-hexyl, 2-methylpentyl, 3-methylpentyl, 4-methylpentyl, 2-methylpentane-3-yl, heptyl, octyl, nonyl, decyl,
cyclopropyl, cyclobutyl, cyclopentyl, and cyclohexyl.
The alkenyl group is, for example, a group wherein the above-mentioned alkyl group having 2 or more carbon atoms
has one or more double bonds. More specific examples thereof include ethenyl, 1-propenyl, 2-propenyl, isopropenyl,
1-butenyl, 2-butenyl, 1,3-butadienyl, 2-pentenyl, and 2-hexenyl.
The alkynyl group is, for example, a group wherein the above-mentioned alkyl group having 2 or more carbon atoms
has one or more triple bonds. More specific examples thereof include ethynyl, 1-propynyl, and 2-propynyl.
The aryl group includes, for example, 5- to 7-membered monocyclic, polycyclic, or condensed cyclic aryl groups having
6 to 14 carbon atoms. Specific examples thereof include phenyl, naphthyl, anthryl, and biphenyl.
The aralkyl group may be a group wherein at least one hydrogen atom of the above-mentioned alkyl group is substituted
with the above-mentioned aryl group, for example, an aralkyl group having 7 to 12 carbon atoms. Specific examples
thereof include benzyl, 2-phenylethyl, 1-phenylpropyl, and 3-naphthylpropyl.
[0109] The aliphatic heterocyclic group of the aliphatic heterocyclic group which may have a substituent is, for example,
a 5- to 8-membered, preferably 5- or 6-membered, monocyclic aliphatic heterocyclic group, or polycyclic or condensed-
ring aliphatic heterocyclic group which has 2 to 14 carbon atoms and contains at least one heteroatom, preferably 1 to
3 heteroatoms, such as nitrogen, oxygen or sulfur atoms, as heteroatoms. Specific examples of the aliphatic heterocyclic
group include pyrrolidyl-2-one, piperidino, piperazinyl, morpholino, tetrahydrofuryl, and tetrahydropyranyl.
The aromatic heterocyclic group of the aromatic heterocyclic group which may have a substituent is, for example, a 5-
to 8-membered, preferably 5- or 6-membered, monocyclic heteroaryl group, or polycyclic or condensed-ring heteroaryl
group which has 2 to 15 carbon atoms and contains at least one heteroatom, preferably 1 to 3 heteroatoms, such as
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nitrogen, oxygen or sulfur atoms, as heteroatoms. Specific examples thereof include furyl, thienyl, pyridyl, pyrimidyl,
pyrazyl, pyridazyl, pyrazolyl, imidazolyl, oxazolyl, thiazolyl, benzofuryl, benzothienyl, quinolyl, isoquinolyl, quinoxalyl,
phthalazyl, quinazolyl, naphthyrizyl, cinnolyl, benzoimidazolyl, benzooxazolyl, and benzothiazolyl.
[0110] The substituent in the hydrocarbon group, the aliphatic heterocyclic group and the aromatic heterocyclic group
include, for example, alkyl, aryl, alkoxy, aryloxy, aralkyloxy, alkoxycarbonyl, aryloxycarbonyl, aralkyloxycarbonyl, acyloxy,
alkylthio, arylthio, aralkylthio, halogen, amino, substituted amino, cyano, nitro, hydroxyl, carboxyl, sulfo and alkylenedioxy.
Definitions of alkyl and aryl, and specific examples thereof are the same as described above.
The alkoxy group may be linear, branched or cyclic, and is, for example, an alkoxy group having 1 to 6 carbon atoms
or a cycloalkyl group having 3 to 6 carbon atoms.
Specific examples thereof include methoxy, ethoxy, n-propoxy, 2-propoxy, n-butoxy, 1-methylpropoxy, isobutoxy, tert-
butoxy, n-pentyloxy, 2-methylbutoxy, 3-methylbutoxy, 2,2-dimethylpropyloxy, n-hexyloxy, 2-methylpentyloxy, 3-methyl-
pentyloxy, 4-methylpentyloxy, 5-methylpentyloxy, and cyclohexyloxy.
The aryloxy group is, for example, an aryloxy group having 6 to 14 carbon atoms. Specific examples thereof include
phenoxy, naphthyloxy, and anthryloxy.
The aralkyloxy group is, for example, an aralkyloxy group having 7 to 12 carbon atoms. Specific examples thereof include
benzyloxy, 2-phenylethoxy, 1-phenylpropoxy, 2-phenylpropoxy, 3-phenylpropoxy, 1-phenylbutoxy, 2-phenylbutoxy, 3-
phenylbutoxy, 4-phenylbutoxy, 1-phenylpentyloxy, 2-phenylpentyloxy, 3-phenylpentyloxy, 4-phenylpentyloxy, 5-phe-
nylpentyloxy, 1-phenylhexyloxy, 2-phenylhexyloxy, 3-phenylhexyloxy, 4-phenylhexyloxy, 5-phenylhexyloxy, and 6-phe-
nylhexyloxy.
[0111] The alkoxycarbonyl group may be linear, branched or cyclic, and is, for example, an alkoxycarbonyl group
having 2 to 19 carbon atoms, or a cycloalkoxycarbonyl group having 3 to 19 carbon atoms, preferably 3 to 10 carbon
atoms. Specific examples thereof include methoxycarbonyl, ethoxycarbonyl, n-propoxycarbonyl, 2-propoxycarbonyl, n-
butoxycarbonyl, tert-butoxycarbonyl, pentyloxycarbonyl, hexyloxycarbonyl, 2-ethylhexyloxycarbonyl, lauroyloxycarbo-
nyl, stearoyloxycarbonyl, and cyclohexyloxycarbonyl.
The aryloxycarbonyl group is, for example, an aryloxycarbonyl group having 7 to 20 carbon atoms. Specific examples
thereof include phenoxycarbonyl, and naphthyloxycarbonyl.
The aralkyloxycarbonyl group is, for example, an aralkyloxycarbonyl group having 8 to 15 carbon atoms. Specific ex-
amples thereof include benzyloxycarbonyl, phenylethoxycarbonyl, and 9-fluorenylmethyloxycarbonyl.
[0112] The acyloxy group is, for example, an aliphatic or aromatic acyloxy group which is derived from a carboxylic
acid and has 2 to 18 carbon atoms. Specific examples thereof include acetoxy, propionyloxy, butyryloxy, pivaroyloxy,
pentanoyloxy, hexanoyloxy, lauroyloxy, stearoyloxy, and benzoyloxy.
The alkylthio group may be linear, branched or cyclic, and is, for example, an alkylthio group having 1 to 6 carbon atoms
or a cycloalkylthio group having 3 to 6 carbon atoms. Specific examples thereof include methylthio, ethylthio, n-propylthio,
2-propylthio, n-butylthio, 1-methylpropyl, isobutylthio, tert-butylthio, pentylthio, hexylthio, and cyclohexylthio.
The arylthio group is, for example, an arylthio group having 6 to 14 carbon atoms. Specific examples thereof include
phenylthio and naphthylthio.
The aralkylthio group is, for example, an aralkylthio group having 7 to 12 carbon atoms. Specific examples thereof
include benzylthio, and 2-phenethylthio.
The halogen atoms include fluorine, chlorine, bromine, and iodine.
When the substituent is an alkylenedioxy group, adjacent two hydrogen atoms in the above-mentioned aryl group moiety
are substituted with the alkylenedioxy. The alkylenedioxy group is, for example, a linear or branched alkylenedioxy group
having 1 to 3 carbon atoms. Specific examples thereof include methylenedioxy, ethylenedioxy, and trimethylenedioxy.
[0113] The substituted amino group may be an amino group wherein one or two hydrogen atoms of the amino group
is/are substituted with substituents such as a protective group.
The protective group is not particularly limited if the group is used as the amino-protective group, and examples thereof
include groups described as amino-protective groups in "PROTECTIVE GROUPS IN ORGANIC SYNTHESIS Second
Edition (JOHN WILEY & SONS, INC.)". Specific examples of the amino-protective group include, for example, alkyl,
aryl, aralkyl, acyl, alkoxycarbonyl, aryloxycarbonyl, and aralkyloxycarbonyl .
Definitions of alkyl, aryl, aralkyl, alkoxycarbonyl, aryloxycarbonyl, and aralkyloxycarbonyl, and specific examples thereof
are the same as described above.
The acyl group may be linear or branched, and is, for example, an acyl group which is derived from a carboxylic acid
such as an aliphatic carboxylic acid and aromatic carboxylic acid and has 1 to 18 carbon atoms. Specific examples
thereof include formyl, acetyl, propionyl, butyryl, pivaroyl, pentanoyl, hexanoyl, lauroyl, stearoyl, and benzoyl.
[0114] Specific examples of the amino group substituted with the alkyl group, that is, the alkyl-substituted amino group
include mono- or di-alkylamino groups such as N-methylamino, N,N-dimethylamino, N,N-diethylamino, N,N-diisopro-
pylamino, and N-cyclohexylamino.
Specific examples of the amino group substituted with the aryl group, that is, the aryl-substituted amino group include
mono- or di-arylamino groups such as N-phenylamino, N,N-diphenylamino, N-naphthylamino, and N-naphthyl-N-phe-
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nylamino.
Specific examples of the amino group substituted with the aralkyl group, that is, the aralkyl-substituted amino group
include mono- or di-aralkyl substituted amino groups such as N-benzylamino, and N,N-dibenzylamino.
Specific examples of the amino group substituted with the acyl group, that is, the acylamino group include formylamino,
acetylamino, propionylamino, pivaroylamino, pentanoylamino, hexanoylamino, and benzoylamino.
Specific examples of the amino group substituted with the alkoxycarbonyl group, that is, the alkoxycarbonylamino group
include methoxycarbonylamino, ethoxycarbonylamino, n-propoxycarbonylamino, n-butoxycarbonylamino, tert-butoxy-
carbonylamino, pentyloxycarbonylamino, and hexyloxycarbonylamino.
The amino group substituted with the aryloxycarbonyl group, that is, the aryloxycarbonylamino group may be specifically
the amino group wherein one hydrogen atom of an amino group is substituted with the above-mentioned aryloxycarbonyl
group. Specific examples thereof include phenoxycarbonylamino, and naphthyloxycarbonylamino.
[0115] Specific examples of the amino group substituted with the aralkyloxycarbonyl group, that is, the aralkyloxycar-
bonylamino group include a benzyloxycarbonylamino.
The alkyl group substituted with the halogen atom, that is, the halogenated alkyl group may be a halogenated alkyl group
having 1 to 15 carbon atoms, preferably 1 to 10 carbon atoms, more preferably 1 to 6 carbon atoms, wherein at least
one hydrogen atom, preferably 1 to 3 hydrogen atoms of the above-mentioned alkyl group is halogenated (such as
fluorinated, chlorinated, brominated and iodinated) with the halogen atom. Specific examples thereof include chlorome-
thyl, bromomethyl, trifluoromethyl, 2-chloroethyl, 3-bromopropyl, and 3,3,3-trifluoropropyl.
The substituted aryl group may be an aryl group wherein at least one hydrogen atom of the above-mentioned aryl group
is substituted with the above-mentioned substituent(s).
Specific examples of the aryl group substituted with the alkyl group include tolyl, and xylyl.
The substituted aralkyl group may be an aralkyl group wherein at least one hydrogen atom of the above-mentioned
aralkyl group is substituted with the above-mentioned substituent(s).
[0116] The α,β-unsaturated alkyl group represented by R1 include alkenyl or alkynyl.
The alkenyl group may be linear or branched, and is, for example, an alkenyl group having 2 to 15 carbon atoms,
preferably 2 to 10 carbon atoms, more preferably 2 to 6 carbon atoms. Specific examples thereof include, for example,
ethenyl, 1-propenyl, 2-propenyl, isopropenyl, 1-butenyl, 2-butenyl, 1,3-butadienyl, 2-pentenyl, and 2-hexenyl.
The alkynyl group may be linear or branched, and is, for example, an alkynyl group having 2 to 15 carbon atoms,
preferably 2 to 10 carbon atoms, more preferably 2 to 6 carbon atoms. Specific examples thereof include, for example,
ethynyl, 1-propynyl, 1-butynyl, 1-pentynyl, and 1-hexynyl.
Specific examples of the ketone represented by the formula [11] include, for example, methyl ethyl ketone, acetophenone,
benzalacetone, 1-indanone, 3,4-dihydro-(2H)-naphthalenone ferrocenyl methyl ketone, and compounds represented
by the following:
[0117]
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[0118]
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[0119] The optically active alcohol represented by the above-mentioned formula [12] which is obtained by the pro-
duction process of the present invention is an optically active secondary alcohol, and specific examples thereof include
optically active alcohols derived from the compounds exemplified as the specific examples of the ketone represented
by the above-mentioned formula [11], 2-butanol, and phenethyl alcohol.
[0120] In the process for producing the optically active alcohol of the present invention as described above, the
transition metal complex represented by the formula [1], preferably the optically active transition metal complex repre-
sented by the formula [1] is used as a catalyst. Also, the asymmetric catalyst composition containing such as the transition
metal compound represented by the above-mentioned formula [4] and the optically active compound represented by
the formula [3] as described above can be used as a catalyst. The asymmetric hydrogenation using the latter asymmetric
catalyst composition is a reaction which is performed in the reaction system therefor (in situ).
[0121] The process for producing the optically active alcohol of the present invention may be performed in a solvent,
if necessary. The solvent wherein the ketone compound represented by the above-mentioned formula [11] and the
asymmetric hydrogenation catalyst are dissolved is preferred.
Examples of the solvent include, for example, aliphatic hydrocarbons such as pentane, hexane, heptane, octane, decane,
and cyclohexane; aromatic hydrocarbons such as benzene, toluene, and xylene; halogenated hydrocarbons such as
dichloromethane, 1,2-dichloroethane, chloroform, carbon tetrachloride, and o-dichlorobenzene; ethers such as diethyl
ether, diisopropyl ether, tert-butyl methyl ether, dimethoxyethane, ethylene glycol diethyl ether, tetrahydrofuran, 1,4-
dioxane, and 1,3-dioxolane; alcohols such as methanol, ethanol, 2-propanol, n-butanol, 2-ethoxyethanol, and benzyl
alcohol; polyhydric alcohols such as ethylene glycol, propylene glycol, 1,2-propanediol, and glycerin; amides such as
N,N-dimethylformamide, and N,N-dimethylacetoamide; sulfoxides such as dimethylsulfoxide; cyano-containing organic
compounds such as acetonitrile; and N-methylpyrrolidone. These solvents may be used alone or in combination of two
or more thereof.
The amount of the solvent used is decided in accordance with the solubility of the ketone compound represented by the
formula [11], which is a used reaction substrate, or economical efficiency. The amount of the solvent used is appropriately
selected usually from the range of 5 to 50 weight%, preferably from the range of 10 to 40 weight%.
[0122] The process for producing the optically active alcohol of the present invention is preferably performed in the
presence of a base. The base include an inorganic base and an organic base. Examples of the organic base include,
for example, organic amines such as triethylamine, diisopropylethylamine, N,N-dimethylaniline, piperidine, pyridine, 4-
dimethylaminopyridine, 1,5-diazabicyclo[4.3.0]non-5-ene, 1,8-diazabicyclo[5.4.0]undec-7-ene, tri-n-butylamine, tetram-
ethylethylenediamine, and N-methylmorpholino; and alkali or alkaline earth metal salts such as potassium methoxide,
sodium methoxide, lithium methoxide, sodium ethoxide, potassium isopropoxide, potassium tert-butoxide, lithium meth-
oxide, and potassium naphthalenide. Examples of the inorganic base include, for example, potassium carbonate, po-
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tassium hydroxide, lithium hydroxide, sodium hydrogencarbonate, sodium carbonate, potassium hydrogencarbonate,
and sodium hydroxide.
The amount of the base used is appropriately selected usually from the range of 2 to 5 mmol, preferably from the range
of 2 to 3 mmol per 1 mmol of the ruthenium complex.
[0123] The pressure of hydrogen used in the process for producing the optically active alcohol of the present invention
is desirably at least 0.1 MPa, and is appropriately selected usually from the range of 0.5 to 10 MPa, preferably from the
range of 1 to 5 MPa, considering economical efficiency or the like.
The reaction temperature is appropriately selected usually from the range of 15 to 100˚C, preferably from the range of
20 to 80˚C, considering economical efficiency or the like. The reaction can be conducted even if the reaction temperature
is a low temperature of-30 to 0˚C or a high temperature of 100 to 250˚C.
The reaction time is varied in accordance with the kind and the amount of the used asymmetric hydrogenation catalyst,
the kind and the concentration of the used ketone compound, reaction conditions such as the reaction temperature and
the pressure of hydrogen, and others. Usually, the reaction is completed usually in a time from several minutes to several
tens of hours. The time is selected usually from the range of 1 minute to 48 hours, preferably from the range of 10
minutes to 24 hours.
[0124] A preferred example of the process for producing the optically active alcohol of the present invention is a
process based on transfer hydrogenation.
It is preferred that a hydrogen donating material is present in situ.for an asymmetric hydrogenation by transfer hydro-
genation. The hydrogen donating material is an organic compound and/or an inorganic compound and can be used any
compound which is capable of donating hydrogen by, for example, thermal action or catalytic action in situ.
Examples of the hydrogen donating material include, for example, formic acid or salts thereof, a combination of formic
acid with a base, hydroquinone, phosphorous acid, and alcohols. Of these, formic acid or salts thereof, a combination
of formic acid with a base, and alcohols are particularly preferred.
Example of the salts of formic acid in formic acid or the salt thereof include metal salts of formic acid such as alkali metal
salts and alkaline earth metal salts of formic acid, ammonium salts thereof, and substituted amine salts thereof.
Also, the combination of formic acid with the base may be a combination which turns into the form of a formic acid salt
in situ, or a combination which substantially turns into the form of a formic acid salt.
The alkali metal, which forms a salt with formic acid include lithium, sodium, potassium, rubidium, and caesium. Also,
the alkaline earth metal include magnesium, calcium, strontium, and barium.
The base which forms the metal salts of formic acid, such as the alkali metal salts of formic acid and the alkaline earth
metal salts thereof, or which forms ammonium salts, substituted amine salts or the like, and the base in the combination
of formic acid with the base include ammonia, an inorganic base, and an organic base.
The inorganic base include, for example, alkali or alkaline earth metal salts such as potassium carbonate, potassium
hydroxide, lithium hydroxide, sodium hydrogencarbonate, sodium carbonate, potassium hydrogencarbonate, sodium
hydroxide, magnesium carbonate, and calcium carbonate; and metal hydrides such as sodium hydride, sodium boro-
hydride, and lithium aluminum hydride.
The organic base include, for example, alkali metal alkoxides such as potassium methoxide, sodium methoxide, lithium
methoxide, sodium ethoxide, potassium isopropoxide, potassium tert-butoxide, and potassium naphthalenide; acetic
acid salts of an alkali or alkaline earth metal such as sodium acetate, potassium acetate, magnesium acetate, and
calcium acetate; organic amines such as triethylamine, diisopropylethylamine, N,N-dimethylaniline, piperidine, pyridine,
4-dimethylaminopyridine, 1,5-diazabicyclo[4.3.0]non-5-ene, 1,8-diazabicyclo[5.4.0]undec-7-ene, tri-n-butylamine, and
N-methylmorpholine; organic metal compounds such as magnesium methylbromide, magnesium ethylbromide, mag-
nesium propylbromide, methylithium, ethyllithium, propyllithium, n-butyllithium, and tert-butyllithium; and quaternary
ammonium salts.
The alcohol as the hydrogen donating material is preferably a lower alcohol having a hydrogen atom at its α-position.
Specific examples thereof include, for example, methanol, ethanol, n-propanol, isopropanol, n-butanol, and sec-butanol.
Of these, isopropanol is preferred.
The amount of the hydrogen donating material used is appropriately selected usually from the range of 2 to 20 equivalents,
preferably from the range of 4 to 10 equivalents of the ketone compound.
[0125] These processes for producing the optically active alcohol of the present invention can be carried out whether
the reaction system therefor is of a batch type or of a continuous type.

Effects of the Invention

[0126] The present invention provides a novel transition metal complex which can be effectively used for various
asymmetric synthesis and in particular which can be more effectively used for asymmetric hydrogenation of various
ketones; and a novel process for producing an optically active alcohol by using thereof. When the ruthenium phosphine
complex of the present invention, in particular, the optically active ruthenium phosphine diamine complex thereof or the



EP 1 661 903 B1

30

5

10

15

20

25

30

35

40

45

50

55

optically active rhodium phosphine diamine complex thereof is used to conduct hydrogenation of a ketone compound,
an optically active alcohol can be obtained in a high optical purity and a high yield. Thus, the present invention is attained
to a high asymmetric yield in the same manner as when an optically pure catalyst is used.
Furthermore, the transition metal complex which is useful as an asymmetric catalyst of the present invention can be
produced by using an achiral phosphine, and the present invention provides a process which is very profitable for industry.

Best Mode for Carrying Out the Invention

[0127] The present invention will be more specifically described by way of the following examples. However, the
invention is not limited to these examples at all. In Examples and Reference Examples which will be described below,
devices used to measure physical properties or the like are as follows:

1H nuclear magnetic resonance spectra (hereinafter abbreviated to 1H-NMR): GEMINI 300 model (300 MHz) (man-
ufactured by Varian Co.)
13C nuclear magnetic resonance spectra (hereinafter abbreviated to 13C-NMR): GEMINI 300 model (75 MHz) (man-
ufactured by Varian Co.)
Infrared absorption spectra (hereinafter abbreviated to IR): FT/IR-5000 (manufactured by JASCO Corp.)
Optical rotation meter: DIP-140 model (manufactured by JASCO Corp.)
High-performance liquid chromatography (hereinafter abbreviated to HPLC): LC-6A, and SPD-6A (manufactured
by Shimadzu Corp.)
Symbols and abbreviations used in Examples and Reference Examples are as follows:

DMF: dimethylformamide
Ph: phenyl group
Ar: 3,5-dimethylphenyl group
DPEN (dpen): diphenylethylenediamine

[0128]

(Example 1)

Synthesis of RuCI2{2,2’-bis(diphenylphosphinyl)benzophenone} {(S,S)-DPEN}

(1) Synthesis of 2,2’-bisfluorobenzhydrol

[0129] A mixed solution of 455 ml (4.2 mmol) of 2-bromofluorobenzene and 15 ml of tetrahydrofuran was cooled to
-70˚C. Thereto was added 2.8 ml (4.4 mmol) of n-butyllithium, and the resultant was stirred for 30 minutes while the
temperature thereof was kept at -70˚C. Thereafter, thereto was added 165 mL (2.0 mmol) of ethyl formate and the
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resultant was stirred at room temperature for 15 hours. To the reaction mixture was added 10 mL of water, and then the
resultant mixture was extracted with methylene chloride 3 times. The organic phases were collected and washed with
water, and then dried over magnesium sulfate. The resultant was concentrated to collect the solvent, and then the
concentrate was purified by column chromatography on silica gel (ethyl acetate : hexane = 1 : 5) to give 375 mg (yield:
85%) of the title compound in the form of a yellow solution. 1H NMR (CDCI3) δ ppm; 7.00-7.48 (8H, m), 6.42 (1H, s).

(2) Synthesis of 2,2’-bisfluorobenzophenone

[0130] To a mixture of 440.4 mg (2.0 mmol) of 2,2’-bisfluorobenzhydrol and 1.04 g (12.0 mmol) of activated manganese
oxide was added 10 ml of benzene. The resultant was refluxed for 2 hours. The reaction mixture was cooled to room
temperature, and filtrated with celite. The filtrate was concentrated and purified by column chromatography on silica gel
(ethyl acetate : hexane = 1 : 5) to give 360 mg (yield: 82%) of the title compound in the form of a yellow solution.
1H NMR (CDCl3) δ ppm; 7.07-7.37 (8H, m).
19F NMR (CDCl3) δ ppm; -112.70 (s).

(3) Synthesis of 2,2’-bis(diphenylphosphinyl)benzophenone

[0131] A mixed solution of 98.2 mg (0.45 mmol) of 2,2’-bisfluorobenzophenone and 5 ml of tetrahydrofuran was heated
to 70˚C. Thereafter, thereto was added 2.8 ml (1.4 mmol) of potassium diphenylphosphine, and the resultant was refluxed
for 2.5 hours. Thereafter, the reaction mixed solution was cooled to 0˚C, and several drops of IN hydrochloric acid were
added to the mixture. After the resultant solution was stirred for 1 to 2 minutes, magnesium sulfate was added thereto.
The resultant was filtrated with celite. The filtrate was concentrated and then purified by column chromatography on
silica gel (ethyl acetate: hexane = 1 : 6) and column chromatography on alumina (ethyl acetate : hexane = 1 : 6) to give
34 mg (yield: 13%) of the title compound in the form of a white solid.
1H NMR (CDCI3) δ ppm; 6.99-7.30 (28H, m).
31P NMR (CDCI3) δ ppm; -17.31 (s).

(4) Synthesis of RuCl2{2,2’-bis(diphenylphosphinyl)benzophenone}(DMF)n

[0132] After 6.6 mg (0.012 mmol) of 2,2’-bis(diphenylphosphinyl)benzophenone, 3.0 mg (0.006 mmol) of benzene
ruthenium chloride dimer, and 1 ml of DMF were stirred at 100˚C for 45 minutes, the solvent therein was distilled off
under reduced pressure to give the tiltle compound.

(5) Synthesis of RuCl2{2,2’-bis(diphenylphosphinyl)benzophenone} {(S,S)-DPEN}

[0133] Into RuCI2{2,2’-bis(diphenylphosphinyl)benzophenone}(DMF)n obtained in the (4) after the distillation under
reduced pressure were added 2.6 mg (0.012 mmol) of (S,S)-DPEN and 0.8 ml of methylene chloride. The resultant was
stirred for 30 minutes. The solvent therein was distilled off under reduced pressure and then the residue was dried to
give 11.2 mg (yield: > 99%) of the title compound which was brownish-red. 31P NMR (CDCl3) δ ppm; -48.79 (d, 0.036
Hz), -49.45 (d, 0.036 Hz)

Preparation (Example 2)

Synthesis of RuCl2{2-diphenylphosphinobenzhydrol} {(S,S)-DPEN}

(1) Synthesis of 2,2’-bis(trifluoromethanesulfonyloxy)benzophenone

[0134] Into 15 ml of methylene chloride were dissolved 856.9 mg (4.0 mmol) of 2,2’-dihydroxybenzophenone and 97.7
mg (0.8 mmol) of dimethylaminopyridine, and the solution was cooled to 0˚C. Thereto was added 1.2 ml (10 mmol) of
2,6-lutidine, and then 1.7 mL (10 mmol) of trifluoromethanesulfonic acid anhydride was added dropwise thereto. There-
after, the solution was stirred at room temperature for 18 hours. The reaction mixture was washed with water and brine,
and then dried over magnesium sulfate. The solvent was distilled off under reduced pressure, and then the resultant
was purified by column chromatography on alumina (ethyl acetate : hexane = 1 : 4) to give 1.42 g (yield: 75%) of the
title compound in the form of an orange liquid.
1H NMR (CDCl3) δ ppm; 7.39-7.70 (8H, m).
19F NMR (CDCl3) δ ppm; -73.75 (s).
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(2) Synthesis of 2,2’-bis{diphenylphosphinyl}benzophenone

[0135] Into 5 ml of dimethylsulfoxide were dissolved 191.3 mg (0.4 mmol) of 2,2’-bis(trifluoromethanesulfonyloxy)
benzophenone, 9.0 mg (0.04 mmol) of palladium acetate, 17.0 mg (0.04 mmol) of 1,4-bis(diphenylphosphino)butane,
and 310 mg (1.2 mmol) of diphenylphosphine oxide, and further thereto was added 191.3 mg (0.4 mmol) of N,N-
diisopropylethylamine. The resultant solution was stirred at 100˚C for 18 hours. The reaction mixture was cooled to room
temperature, and 10 ml of methylene chloride was added thereto. This solution was washed with 1 N hydrochloric acid,
water and brine in sequence, and then dried over magnesium sulfate. The solvent was distilled off under reduced
pressure, and then the resultant was purified by column chromatography on silica gel (ethyl acetate-methylene chloride :
methanol = 10: 1 to give 252 mg (yield: 90%) of the title compound in the form of a brownish-red solid.
1H NMR (CDCI3) δ ppm; 7.06-7.70 (28H, m).
31P NMR (CDCI3) δ ppm; 32.07 (s).

(3) Synthesis of 2-diphenylphosphinobenzhydrol

[0136] Into 10 ml of toluene was dissolved 252 mg (0.36 mmol) of 2,2’-bis{diphenylphosphinyl}benzophenone, and
further 2.0 ml (14.4 mmol) of triethylamine was added thereto. The resultant solution was cooled to 0˚C. Thereto was
added 360ml (3.6 mmol) of trichlorosilane, and then the resultant solution was stirred for 30 minutes while the temperature
thereof was kept at 0˚C. Thereafter, the temperature thereof was slowly raised to a temperature at which the solution
was allowed to be refluxed. The solution was then refluxed for 4 hours. The reaction mixture was cooled, and thereto
was added dropwise 10 ml of 25% aqueous sodium hydroxide slowly. The aqueous phase was extracted with 10 ml of
methylene chloride. The organic phases were combined, and the resultant was washed with 1N hydrochloric acid two
times and then dried over magnesium sulfate. The resultant was concentrated under reduced pressure to distill off the
solvent, and then purified by column chromatography on silica gel (ethyl acetate : hexane = 1 : 6 to give 47.7 mg (yield:
20%) of the title compound in the form of a yellow solid.
1H NMR (CDCI3) δ ppm; 6.91-7.39 (28H, m).
31P NMR (CDCI3) δ ppm; -17.41 (s).

(4) Synthesis of RuCI2{2-diphenylphosphinobenzhydrol}(DMF)o

[0137] At 100˚C, 6.6 mg (0.012 mmol) of 2-diphenylphosphinobenzhydrol, 3.0 mg (0.006 mmol) of benzene ruthenium
chloride dimer, and 1 ml of DMF were stirred for 45 minutes, and then the solvent was distilled off under reduced pressure
to give the title compound.

(5) Synthesis of RuCI2{2-diphenylphosphinobenzhydrol} {(S,S)-DPEN}

[0138] Into RuCl2{2-diphenylphosphinobenzhydrol}(DMF)n obtained in the (4) after the distillation under reduced pres-
sure were added 2.6 mg (0.012 mmol) of (S,S)-DPEN and 0.8 ml of methylene chloride, and then the resultant was
stirred for 30 minutes. The solvent was distilled off under reduced pressure and then the residue was dried to give 11.2
mg (yield: > 99%) of the title compound.
31P NMR (CDCl3) δ ppm; 48.62, 49.25 (2d, Jp-p = 32.07 Hz).

(Example 3)

Synthesis of 2,2’-bis{di-(3,5-xylyl)phosphino}benzophenone

(1) Synthesis of 2,2’-bis(trifluoromethanesulfonyloxy)benzophenone

[0139] Into 15 ml of methylene chloride were dissolved 856.9 mg (4.0 mmol) of 2,2’-dihydroxybenzophenone and 97.7
mg (0.8 mmol) of dimethylaminopyridine, and the solution was cooled to 0˚C. After thereto was added 1.2 ml (10 mmol)
of 2,6-lutidine, 1.7 ml (10 mmol) of trifluoromethanesulfonic acid anhydride was added dropwise thereto. Thereafter, the
solution was stirred at room temperature for 18 hours. The reaction mixture was washed with water and brine, and then
dried over magnesium sulfate. The solvent was distilled off under reduced pressure, and then the resultant was purified
by column chromatography on alumina (ethyl acetate : hexane = 1 : 4) to give 1.42 g (yield: 75%) of the title compound
in the form of an orange liquid.
1H NMR (CDCl3) δ ppm; 7.39-7.70 (8H, m).
19F NMR (CDCl3) δ ppm; -73.75 (s).
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(2) Synthesis of 2,2’-bis{di-(3,5-xylyl)phosphino}benzophenone

[0140] Into 5 ml of dimethylsulfoxide were dissolved 191.3 mg (0.4 mmol) of 2,2’-bis(trifluoromethanesulfonyloxy)
benzophenone, 9.0 mg (0.04 mmol) of palladium acetate, 17.0 mg (0.04 mmol) of 1,4-bis(diphenylphosphino)butane,
and 310 mg (1.2 mmol) of di-(3,5-xylyl)phosphine oxide, and further thereto was added 191.3 mg (0.4 mmol) of N,N-
diisopropylethylamine. The resultant solution was stirred at 100˚C for 18 hours. The reaction mixture was cooled to room
temperature, and 10 ml of methylene chloride was added thereto. This solution was washed with IN hydrochloric acid,
water and brine in sequence, and then dried over magnesium sulfate. The solvent was distilled off under reduced
pressure, and then the resultant was purified by column chromatography on silica gel (ethyl acetate-methylene chloride :
methanol = 10: 1 to give 252 mg (yield: 90%) of the title compound in the form of a brownish-red solid.
1H NMR (CDCI3) δ ppm; 2.22 (24H, s), 7.03-7.78 (20H, m).
31P NMR (CDCl3) δ ppm; 32.08 (s).

(3) Synthesis of 2,2’-bis{di-(3,5-xylyl)phosphino}benzophenone

[0141] Into 10 ml of toluene was dissolved 252 mg (0.36 mmol) of 2,2’-bis{di-(3,5-xylyl)phosphinyl}benzophenone,
and further 2.0 ml (14.4 mmol) of triethylamine was added thereto, and the resultant solution was cooled to 0˚C. Thereto
was added 360 ml (3.6 mmol) of trichlorosilane, and then the resultant solution was stirred for 30 minutes while the
temperature thereof was kept at 0˚C. Thereafter, the temperature thereof was slowly raised to a temperature at which
the solution was allowed to be refluxed. The solution was then refluxed for 4 hours. The reaction mixture was cooled,
and thereto was dropwise added 10 ml of 25% aqueous sodium hydroxide slowly. The aqueous phase was extracted
with 10 ml of methylene chloride. The organic phases were combined, washed with IN hydrochloric acid two times and
then dried over magnesium sulfate. The resultant was concentrated under reduced pressure to distill off the solvent,
and then purified by column chromatography on silica gel (ethyl acetate : hexane = 1 : 6) to give 47.7 mg (yield: 20%)
of the title compound in the form of a yellow solid.
1H NMR (CDCI3) δ ppm; 2.15 (12H, s), 2.23 (12H, s), 6.73-7.41 (20H, m).
31P NMR (CDCI3) δ ppm; -18.02 (s).

Preparation (Example 4)

Synthesis of RuCI2{bis(2-diphenylphosphinophenyl)ether} {(S,S)-DPEN}

(1) Synthesis of RuCI2(bis(2-diphenylphosphinophenyl)ether)(DMF)n

[0142] At 100˚C, 6.4 mg (0.012 mmol) of bis(2-diphenylphosphinophenyl)ether, 3.0 mg (0.006 mmol) of benzene
ruthenium chloride dimer, and 1 ml of DMF were stirred for 30 minutes, and then the solvent was distilled off under
reduced pressure to give the title compound.

(2) Synthesis of RuCI2{bis(2-diphenylphosphinophenyl)ether} {(S,S)-DPEN}

[0143] Into RuCI2(bis(2-diphenylphosphinophenyl)ether)(DMF)n obtained in the (1) after the distillation under reduced
pressure were added 2.6 mg (0.012 mmol) of (S,S)-DPEN and 0.8 ml of methylene chloride, and then the resultant was
stirred for 30 minutes. The solvent was distilled off under reduced pressure and then the residue was dried to give 11.1
mg (yield: > 99%) of the title compound which was brownish-red.
31P NMR (CDCl3) δ ppm; 43.09 (s).
Meanwhile, the bis(2-diphenylphosphinophenyl)ether as the starting material was purchased from STREM CHEMICALS
Co. and used.

(Preparation Example 5)

Asymmetric hydrogenation of 2’-methylacetophenone

[0144] Under a nitrogen atmosphere, RuCl2(DPBOL)(DMF)n (0.4% by mol) obtained in the (4) of Preparation Example
2, (S,S)-DPEN (0.4% by mol), 402.5 g (3.0 mmol) of 2’-methylacetophenone, 1.3 mg (0.8% by mol) of potassium
hydroxide, and 3.3 mL of 2-propanol were placed in an autoclave made of stainless steel, and the mixture were caused
to react by stirring at room temperature under hydrogen pressure of 0.8 MPa (8 atm) for 4 hoursto give (1R)-1-(2-
methylphenyl)-ethanol. GC yield: not less than 99%. Optical purity: 96%ee.
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(Preparation Example 6)

Asymmetric hydrogenation of 2’-methylacetophenone ,

[0145] The reaction was carried out in the same way as Preparation Example 5 except that RuCl2(DM-BIPHEP)(DMF)n
was used instead of RuCl2(DPBOL)(DMF)n and the reaction temperature was set to 0˚C in Preparation Example 5 to
give (1R)-1-(2-methylphenyl)-ethanol. GC yield: not less than 99%. Optical purity: 88%ee.

(Preparation Example 7)

Asymmetric hydrogenation of 2’-methylacetophenone

[0146] The reaction was carried out in the same way as in Preparation Example 5 except that RuCl2(DM-BINAP)
(DMF)n was used instead of RuCl2(DPBOL)(DMF)n and the reaction temperature was set to 0˚C in Preparation Example
5 to give (1R)-1-(2-methylphenyl)-ethanol. GC yield: not less than 99%. Optical purity: 86%ee.

(Preparation Example 8)

Asymmetric hydrogenation of acetophenone

[0147] The reaction was carried out in the same way as in Preparation Example 5 except that acetophenone was
used instead of 2’-methylacetophenone in Preparation Example 5 to give (1R)-1-phenylethanol. GC yield: not less than
99%. Optical purity: 91%ee,

(Preparation Example 9)

Asymmetric hydrogenation of acetophenone

[0148] The reaction was carried out in the same way as in Preparation Example 8 except that RuCl2((S)-BINAP)
(DMF)n was used instead of RuCl2(DPBOL)(DMF)n in Preparation Example 8 to give (1R)-1-phenylethanol. GC yield:
not less than 99%. Optical purity: 87%ee.

(Preparation Example 10)

Asymmetric hydrogenation of 3’-methylacetophenone

[0149] The reaction was carried out in the same way as in Preparation Example 5 except that 3’-methylacetophenone
was used instead of 2’-methylacetophenone in Preparation Example 5 to give (1R)-(3-methylphenyl)ethanol. GC yield:
34%. Optical purity: 93%ee.

Table 1

Preparation
Example

Diphosphine Ketones Products GC Yield /%
Optical Purity

/%ee

5 DPBOL >99 96 (R)

6 DM-BIPHEP >99 88 (R)

7 DM-BINAP >99 86 (R)

8 DPBOL >99 91 (R)

9 (S)-BINAP >99 87 (R)
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(Preparation Example 11)

Asymmetric hydrogenation of methyl 2’-naphthyl ketone

[0150] The reaction was carried out in the same way as in Preparation Example 5 except that methyl 2’-naphthyl
ketone was used instead of 2’-methylacetophenone in Preparation Example 5 to give (R)-1-(2-methylphenyl)ethanol.
GC yield: not less than 99%. Optical purity: 82%ee.

(Preparation Example 12)

Asymmetric hydrogenation of 2’-methylacetophenone

[0151] The reaction was carried out in the same way as in Preparation Example 5 except that RuCl2(DPEphos)(DMF)n
was used instead of RuCl2(DPBOL)(DMF)n in Preparation Example 5 to give (1R)-1-(2-methylphenyl)ethanol. GC yield:
not less than 99%. Optical purity: 41%ee.

(Preparation Example 13)

Asymmetric hydrogenation of acetophenone

[0152] Into a pressure-resistant vessel was placed 11.1 mg (0.012 mmol) of RuCl2(DPEphos){(S,S)-DPEN} synthe-
sized in Preparation Example 4, and then thereto were added 48 ml (0.024 mmol) of a 0.5M solution of potassium
hydroxide in 2-propanol and 3.3 ml of 2-propanol. Under an argon atmosphere, the solution was stirred for 30 minutes.
Thereafter, 350 ml (3.0 mmol) of acetophenone was added thereto, and then the solution was stirred under hydrogen
atmosphere of 0.8 MPa (8 atm) for 4 hours to give (1R)-1-phenylethanol, which is an alcohol reductant of acetophenone,
in a GC yield of not less than 99% and an asymmetric yield of 91%ee.

(Example 14)

Asymmetric hydrogenation

[0153] The reaction was carried out in the same way as in Preparation Example 6 except that RuCl2(DPBP)(DMF)n
was used instead of RuCl2(DPBOL)(DMF)n in Preparation Example 8 to give (1R)-1-phenylethanol. GC yield: 96%.
Optical purity: 90%ee.

(Examples 15 to 19)

Asymmetric hydrogenation

[0154] The reaction was carried out in the same way as in Example 14 except that each ketone shown in the following
Table 2 was used instead of acetophenone in Example 14. The results are shown in Table 2.
[0155]

Table 2

Example Ketones Products GC Yield /% Optical Purity /%ee

14 96 90 (R)

15 >99 98 (R)
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(Examples 20 to 23)

Asymmetric hydrogenation

[0156] The reaction was carried out in the same way as in Example 14 except that each ketone shown in the following
Table 3 was used instead of 2’-methylacetophenone and the hydrogen pressure was changed in Example 14 to give
an alcohol described in the column of "Products" in Table 3. The results are shown in Table 3.
[0157]

(continued)

Example Ketones Products GC Yield /% Optical Purity /%ee

16 61 89 (R)

17 68 90 (R)

18 85 98 (R)

19 43 67 (R)

Table 3

Example Ketones Products
H2 pressure
/MPa (atm)

GC Yield /%
Optical Purity

/%ee

20 1.5(15) >99 91 (R)

21 2.0(20) >99 99 (R)

22 1. 5 (15) >99 82 (R)
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(Example 24)

Synthesis of Rh+{2,2’-bis(diphenylphosphinyl)benzophenone}{(S,S)-DPEN}(SbF6
-)

(1) Synthesis of [Rh+{2,2’-bis(diphenylphosphinyl)benzophenone}(cod)](SbF6
-)

[0158] Into 3 ml of methylene chloride were dissolved 55.0 mg (0.1 mmol) of 2,2’-bis(diphenylphosphinyl)benzophe-
none, and 52.3 mg (0.1 mmol) of [Rh(cod)2]SbF6, and then the solution was stirred at 25˚C for 3 hours. Thereafter, the
solvent was distilled off under reduced pressure to give the title compound.

(2) Synthesis of Rh+{2,2’-bis(diphenylphosphinyl)benzophenone} {(S,S)-DPEN}(SbF6
-)

[0159] Into [Rh+{2,2’-bis(diphenylphosphinyl)benzophenone}(cod)](SbF6
-) obtained in the (1) after the distillation un-

der reduced pressure were added 21.2 mg (0.1 mmol) of (S,S)-DPEN and 2 ml of methylene chloride, and then the
solution was stirred under hydrogen atmosphere for 1 hour. The solvent was distilled off under reduced pressure and
then the residue was dried to give 110 mg (yield: > 99%) of the title compound.
31P NMR (CDCl3) δ ppm; 48.28, 57.04 (2dd, JP-P = 40.5 Hzo, JP-Rh = 157.9 Hzo).

(Example 25)

Asymmetric reduction based on transfer hydrogenation

[0160] Under a nitrogen atmosphere, Rh+(DPBP){(S,S)-DPEN}(SbF6
-) (3% by mol) obtained in Example 18, 36.6 mg

(0.3 mmol) of acetophenone, 6.7 mg (18% by mol) of potassium tert-butoxide, 3.6 mL of 2-propanol, and two or three
drops of methylene chloride were placed in an autoclave made of stainless steel, and the mixture were caused to react
by stirring at 60˚C for 24 hours to give (1R)-phenethyl alcohol. GC yield: not less than 99%. Optical purity: 68%ee.

(Example 26 to 29)

Asymmetric reduction based on transfer hydrogenation

[0161] The reaction was carried out in the same way as in Example 25 except that each ketone shown in the following
Table 4 was used instead of acetophenone in Example 25. The results are shown in Table 4.
[0162]

(continued)

Example Ketones Products
H2 pressure
/MPa (atm)

GC Yield /%
Optical Purity

/%ee

23 1. 5 (15) 99 92 (R)

Table 4

Example Ketones Products GC Yield /% Optical Purity /%ee

25 99 68 (R)
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(Example 30)

Asymmetric reduction based on transfer hydrogenation

[0163] Under a nitrogen atmosphere, Rh+(DPBP){(S,S)-DPEN}(SbF6
-) (3% by mol) obtained in Example 18, 36.6 mg

(0.3 mmol) of acetophenone, 6.7 mg (18% by mol) of potassium tert-butoxide, 3.6 mL of 2-propanol, and 0.4 mL of
dichloroethane were placed in an autoclave made of stainless steel, and the mixture were caused to react by stirring at
60˚C for 24 hours to give (1R)-phenethyl alcohol. GC yield: not less than 87%. Optical purity: 87%ee.

(Example 31 to 34)

Asymmetric reduction based on transfer hydrogenation

[0164] The reaction was carried out in the same way as in Example 30 except that each ketone shown in the following
Table 5 was used instead of acetophenone in Example 30. The results are shown in Table 5.
[0165]

(continued)

Example Ketones Products GC Yield /% Optical Purity /%ee

26 >99 95 (R)

27 97 73 (R)

28 95 62 (R)

29 >99 95 (R)

Table 5

Example Ketones Products GC Yield /% Optical Purity /%ee

30 95 87 (R)
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Industrially Applicability

[0166] The present invention provides a novel transition metal complex, preferably an optically active transition metal
complex, more preferably a ruthenium complex or rhodium complex which is useful as an asymmetric catalyst giving
an excellent optical yield. The complex is used as a catalyst to make it possible to produce an industrially useful alcohol
stereoselectively at a high yield.
[0167] Accordingly, the metal complex of the present invention and an asymmetric catalyst made thereof are each
very useful for producing a stereoselective organic compound, and each have industrial applicability.

Claims

1. A transition metal complex represented by the following formula [1]:

[LMXpZ1
n] [1]

wherein L represents a compound represented by the following formula [2]

(continued)

Example Ketones Products GC Yield /% Optical Purity /%ee

31 51 96 (R)

32 70 90 (R)

33 77 82 (R)

34 75 96 (R)
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wherein ring A and B each independently represent an aromatic ring which may have a substituent, Q1, Q2, Q3,
and Q4 each independently represent an aryl group which may have a substituent or an alicyclic group which may
have a substituent, and Y1 represents a carbonyl group; M represents ruthenium or rhodium; X represents a halogen
atom or an anion; Z1 represents a compound represented by
the formula [3]

wherein ring C and ring D each independently represent a phenyl group which may have a substituent or an alicyclic
group which may have a substituent,
and R21, R22, R23, and R24 each independently represent a hydrogen atom or an alkyl group; p represents 1 or 2;
and n is a natural number.

2. The transition metal complex according to claim 1,
wherein the compound represented by the formula [3] is an optically active compound, and the transition metal
complex is an asymmetric transition metal complex.

3. The transition metal complex according to claim 1 or 2, wherein the complex is an optically active ruthenium phosphine
diamine complex represented by the following formula [1-1a]:

wherein ring A and ring B each independently represent an aromatic ring which may have a substituent, Q1, Q2,
Q3, and Q4 each independently represent an aryl group which may have a substituent, or an alicyclic group which
may have a substitutent, Y1 represents a carbonyl group, X1 and X2 each independently represent a halogen atom,
ring C and ring D each independently represent a phenyl group which may have a substituent or an alicyclic group
which may have a substituent, R21, R22, R23, and R24 each independently represent a hydrogen atom or an alkyl
group, and * represents asymmetric carbon atom.

4. The transition metal complex according to claim 1 or 2, wherein the complex is a rhodium phosphine complex
represented by the following formula [1-2a]:
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wherein ring A and ring B each independently represent an aromatic ring which may have a substituent, Q1, Q2,
Q3, and Q4 each independently represent an aryl group which may have a substituent, or an alicyclic group which
may have a substituent, Y1 represents a carbonyl group, ring C and ring D each independently represent a phenyl
group which may have a substituent or an alicyclic group which may have a substituent, R21, R22, R23, and R24

each independently represent a hydrogen atom or an alkyl group, (X3)- represents an anion, and * represents
asymmetric carbon atom.

5. The transition metal complex according to any one of claims 2 to 4, which is obtained in situ in a system by reaction
of the formula [4]:

[LMXqZ2
m]r [4]

wherein L represents a compound represented by the formula [2]:

wherein ring A and B each independently represent an aromatic ring which may have a substituent, Q1, Q2, Q3,
and Q4 each independently represent an aryl group which may have a substituent or an alicyclic group which may
have a substituent, and Y1 represent a carbonyl group; M represents ruthenium or rhodium; X represents a halogen
atom or an anion; Z2 represents a neutral ligand; q represents 1 or 2; r represents 1 or 2; and m is 0 or a natural
number with the compound represented by the formula [3] which is optically active compound represented by the
following formula [3a]:
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wherein ring C and ring D each independently represent a phenyl group which may have a substituent or an alicyclic
group which may have a substituent, and R21, R22, R23, and R24 each independently represent a hydrogen atom
or an alkyl group.

6. An asymmetric catalyst comprising at least one transition metal complex according to any one of claims 2 to 5.

7. An asymmetric catalyst comprising a transition metal compound represented by the formula [4]:

[LMXqZ2
m]r [4]

wherein L represents a compound represented by the formula [2]:

wherein ring A and ring B each independently represent an aromatic ring which may have a substituent, Q1, Q2,
Q3, and Q4 each independently represent an aryl group which may have a substituent or an alicyclic group which
may have a substituent, and Y1 represents a carbonyl group; M represents ruthenium or rhodium; X represents a
halogen atom or an anion; Z2 represents a neutral ligand; q represents 1 or 2; r represents 1 or 2; and m is 0 or a
natural number;
and an optically active compound represented by the following formula [3a]:



EP 1 661 903 B1

43

5

10

15

20

25

30

35

40

45

50

55

wherein ring C and ring D each independently represent a phenyl group which may have a substituent or an alicyclic
group which may have a substituent, R21, R22, R23, and R24 each independently represent a hydrogen atom or an
alkyl group, and * represents asymmetric carbon atom.

8. The asymmetric catalyst according to claim 6 or 7, wherein the asymmetric catalyst is an asymmetric hydrogenation
catalyst.

9. A compound represented by the following formula [2’]:

wherein ring A and ring B each independently represent an aromatic ring which may have a substituent, Q1, Q2,
Q3, and Q4 each independently represent an aryl group which may have a substituent or an alicyclic group which
may have a substituent, and Y2 represents a carbonyl group (C=O).

10. A process for producing an optically active alcohol represented by the following formula [12]:

wherein R1 and R2 each independently represent a hydrocarbon group which may have a substituent, an aliphatic
heterocyclic group which may have a substituent, or an aromatic heterocyclic group which a substituent (provided
that a case where R1 and R2 are equal to each other is excluded), and R1 and R2 may be bonded to each other so
as to form a ring together with the adjacent carbon atom, thereby forming a ring which may have a substituent, and
* represents asymmetric carbon atom,
which comprises reacting subjecting a ketone compound represented by the following formula [11]:

wherein R1 and R2 have the same meanings a described above, to asymmetric hydrogenation in the presence of
the asymmetric catalyst according to any one of claims 6 to 8.

Patentansprüche

1. Übergangsmetallkomplex, dargestellt durch die folgende Formel [1]:

[LMXpZ1
n] [1]
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worin L für eine Verbindung steht, dargestellt durch die folgende Formel [2]:

worin Ring A und B jeweils unabhängig einen aromatischen Ring darstellen, welcher einen Substituenten aufweisen
kann, Q1, Q2, Q3 und Q4 jeweils unabhängig für eine Arylgruppe stehen, die einen Substituenten aufweisen kann,
oder eine alicyclische Gruppe, die einen Substituenten aufweisen kann, und Y1 für eine Carbonylgruppe steht; M
für Ruthenium oder Rhodium steht; X für ein Halogenatom oder ein Anion steht; Z1 für eine Verbindung steht, wie
dargestellt durch die Formel [3]:

worin Ring C und D jeweils unabhängig eine Phenylgruppe darstellen, die einen Substituenten aufweisen kann,
oder eine alicyclische Gruppe, die einen Substituenten aufweisen kann, und R21, R22, R23 und R24 jeweils unab-
hängig für ein Wasserstoffatom oder eine Alkylgruppe stehen; p für 1 oder 2 steht; und n eine natürliche Zahl ist.

2. Übergangsmetallkomplex nach Anspruch 1, worin die durch die Formel [3] dargestellte Verbindung eine optisch
aktive Verbindung ist, und der Übergangsmetallkomplex ein asymmetrischer Übergangsmetallkomplex ist.

3. Übergangsmetallkomplex nach Anspruch 1 oder 2, wobei der Komplex ein optisch aktiver Ruthenium-Phosphin-
Diamin-Komplex ist, wie dargestellt durch die folgende Formel [1-1a]:

worin Ring A und Ring B jeweils unabhängig einen aromatischen Ring darstellen, welcher einen Substituenten
aufweisen kann, Q1, Q2, Q3 und Q4 jeweils unabhängig für eine Arylgruppe stehen, die einen Substituenten aufweisen
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kann, oder eine alicyclische Gruppe, die einen Substituenten aufweisen kann, Y1 für eine Carbonylgruppe steht,
X1 und X2 jeweils unabhängig für ein Halogenatom stehen, Ring C und Ring D jeweils unabhängig eine Phenylgruppe
darstellen, die einen Substituenten aufweisen kann, oder eine alicyclische Gruppe, die einen Substituenten aufwei-
sen kann, R21, R22, R23 und R24 jeweils unabhängig für ein Wasserstoffatom oder eine Alkylgruppe stehen, und *
für ein asymmetrisches Kohlenstoffatom steht.

4. Übergangsmetallkomplex nach Anspruch 1 oder 2, wobei der Komplex ein Rhodium-Phosphin-Komplex ist, wie
dargestellt durch die folgende Formel [1-2a]:

worin Ring A und Ring B jeweils unabhängig einen aromatischen Ring darstellen, welcher einen Substituenten
aufweisen kann, Q1, Q2, Q3 und Q4 jeweils unabhängig für eine Arylgruppe stehen, die einen Substituenten aufweisen
kann, oder eine alicyclische Gruppe, die einen Substituenten aufweisen kann, Y1 für eine Carbonylgruppe steht,
Ring C und Ring D jeweils unabhängig für eine Phenylgruppe stehen, die einen Substituenten aufweisen kann,
oder eine alicyclische Gruppe, die einen Substituenten aufweisen kann, R21, R22, R23 und R24 jeweils unabhängig
für ein Wasserstoffatom oder eine Alkylgruppe stehen, (X3)- für ein Anion steht, und * für ein asymmetrisches
Kohlenstoffatom steht.

5. Übergangsmetallkomplex nach jedem der Ansprüche 2 bis 4, welcher in situ in einem System durch Reaktion
erhalten wird, der folgenden Formel [4]:

[LMXqZ2
m]r [4]

worin L für eine Verbindung steht, dargestellt durch die folgende Formel [2]:

worin Ring A und Ring B jeweils unabhängig einen aromatischen Ring darstellen, welcher einen Substituenten
aufweisen kann, Q1, Q2, Q3 und Q4 jeweils unabhängig für eine Arylgruppe stehen, die einen Substituenten aufweisen
kann, oder eine alicyclische Gruppe, die einen Substituenten aufweisen kann, und Y1 für eine Carbonylgruppe steht;
M für Ruthenium oder Rhodium steht, X für ein Halogenatom oder ein Anion steht; Z2 für einen neutralen Liganden
steht; q für 1 oder 2 steht; r für 1 oder 2 steht; und m 0 oder eine natürliche Zahl ist, wobei die Verbindung, die durch
die Formel [3] dargestellt ist, eine optisch aktive Verbindung ist, dargestellt durch die folgende Formel [3a]:
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worin Ring C und Ring D jeweils unabhängig eine Phenylgruppe darstellen, die einen Substituenten aufweisen
kann, oder eine alicyclische Gruppe, die einen Substituenten aufweisen kann, und R21, R22, R23 und R24 jeweils
unabhängig für ein Wasserstoffatom oder eine Alkylgruppe stehen.

6. Asymmetrischer Katalysator, umfassend wenigstens einen Übergangsmetallkomplex nach jedem der Ansprüche
2 bis 5.

7. Asymmetrischer Katalysator, umfassend eine Übergangsmetall-Verbindung, dargestellt durch die Formel [4]:

[LMXqZ2
m]r [4]

worin L für eine Verbindung steht, dargestellt durch die folgende Formel [2]:

worin Ring A und Ring B jeweils unabhängig einen aromatischen Ring darstellen, welcher einen Substituenten
aufweisen kann, Q1, Q2, Q3 und Q4 jeweils unabhängig für eine Arylgruppe stehen, die einen Substituenten aufweisen
kann, oder eine alicyclische Gruppe, die einen Substituenten aufweisen kann, und Y1 für eine Carbonylgruppe steht;
M für Ruthenium oder Rhodium steht; X für ein Halogenatom oder ein Anion steht; Z2 für einen neutralen Liganden
steht; q für 1 oder 2 steht; r für 1 oder 2 steht; und m 0 oder eine natürliche Zahl ist;
und eine optisch aktive Verbindung, dargestellt durch die folgende Formel [3a]:



EP 1 661 903 B1

47

5

10

15

20

25

30

35

40

45

50

55

worin Ring C und Ring D jeweils unabhängig eine Phenylgruppe darstellen, die einen Substituenten aufweisen
kann, oder eine alicyclische Gruppe, die einen Substituenten aufweisen kann, R21, R22, R23 und R24 jeweils unab-
hängig für ein
Wasserstoffatom oder eine Alkylgruppe stehen, und * für ein asymmetrisches Kohlenstoffatom steht.

8. Asymmetrischer Katalysator nach Anspruch 6 oder 7, wobei der asymmetrische Katalysator ein asymmetrischer
Hydrierungskatalysator ist.

9. Verbindung, dargestellt durch die folgende Formel [2’]:

worin Ring A und Ring B jeweils unabhängig einen aromatischen Ring darstellen, welcher einen Substituenten
aufweisen kann, Q1, Q2, Q3 und Q4 jeweils unabhängig für eine Arylgruppe stehen, die einen Substituenten aufweisen
kann, oder eine alicyclische Gruppe, die einen Substituenten aufweisen kann, und Y2 für eine Carbonylgruppe steht
(C=O).

10. Verfahren zur Herstellung eines optisch aktiven Alkohols, wie dargestellt durch die folgende Formel [12]:

worin R1 und R2 jeweils unabhängig für eine Kohlenwasserstoffgruppe stehen, die einen Substituenten aufweisen
kann, eine aliphatische heterocyclische Gruppe, die einen Substituenten aufweisen kann, oder eine aromatische
heterocyclische Gruppe, die einen Substituenten aufweisen kann (unter der Voraussetzung, dass der Fall, dass R1

und R2 gleich zueinander sind,
ausgeschlossen ist), und R1 und R2 aneinander gebunden sein können, um einen Ring zusammen mit dem an-
grenzenden Kohlenstoffatom zu bilden, wodurch sie einen Ring bilden, welcher einen Substituenten aufweisen
kann, und * für ein asymmetrisches Kohlenstoffatom steht,
welches das Aussetzen einer Keton-Verbindung, wie dargestellt durch die folgende Formel [11]:

worin R1 und R2 dieselben Bedeutungen wie oben beschrieben besitzen, einer asymmetrischen Hydrierung in der
Gegenwart des asymmetrischen Katalysators nach jedem der Ansprüche 6 bis 8 umfasst.
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Revendications

1. Complexe de métal de transition représenté par la formule [1] suivante :

[LMXpZ1
n] [1]

dans laquelle L représente un composé représenté par la formule [2] suivante

dans laquelle les cycles A et B représentent indépendamment l’un de l’autre un cycle aromatique éventuellement
substitué, Q1, Q2, Q3 et Q4 représentent indépendamment l’un de l’autre un groupe aryle éventuellement substitué
ou un groupe alicyclique éventuellement substitué, et Y1 représente un groupe carbonyle ; M représente un ruthé-
nium ou un rhodium ; X représente un atome d’halogène ou un anion ; Z1 représente un composé représenté par
la formule [3]

dans laquelle le cycle C et le cycle D représentent indépendamment l’un de l’autre un groupe phényle éventuellement
substitué ou un groupe alicyclique éventuellement substitué, et R21, R22, R23 et R24 représentent indépendamment
l’un de l’autre un atome d’hydrogène ou un groupe alkyle ; p représente 1 ou 2 ; et n est un nombre naturel.

2. Complexe de métal de transition selon la revendication 1, dans lequel le composé représenté par la formule [3] est
un composé optiquement actif, et le complexe de métal de transition est un complexe de métal de transition asy-
métrique.

3. Complexe de métal de transition selon la revendication 1 ou 2, lequel complexe est un complexe de ruthénium
phosphine diamine optiquement actif représenté par la formule [1-1a] suivante :
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dans laquelle le cycle A et le cycle B représentent indépendamment l’un de l’autre un cycle aromatique éventuel-
lement substitué, Q1, Q2, Q3 et Q4 représentent indépendamment l’un de l’autre un groupe aryle éventuellement
substitué, ou un groupe alicyclique éventuellement substitué, Y1 représente un groupe carbonyle, X1 et X2 repré-
sentent indépendamment l’un de l’autre un atome d’halogène, le cycle C et le cycle D représentent indépendamment
l’un de l’autre un groupe phényle éventuellement substitué ou un groupe alicyclique éventuellement substitué, R21,
R22, R23 et R24 représentent indépendamment l’un de l’autre un atome d’hydrogène ou un groupe alkyle, et *
représente un atome de carbone asymétrique.

4. Complexe de métal de transition selon la revendication 1 ou 2, lequel complexe est un complexe de rhodium
phosphine représenté par la formule [1-2a] suivante :

dans laquelle le cycle A et le cycle B représentent indépendamment l’un de l’autre un cycle aromatique éventuel-
lement substitué, Q1, Q2, Q3 et Q4 représentent indépendamment l’un de l’autre un groupe aryle éventuellement
substitué, ou un groupe alicyclique éventuellement substitué, Y1 représente un groupe carbonyle, le cycle C et le
cycle D représentent indépendamment l’un de l’autre un groupe phényle éventuellement substitué ou un groupe
alicyclique éventuellement substitué, R21, R22, R23 et R24 représentent indépendamment l’un de l’autre un atome
d’hydrogène ou un groupe alkyle, (X3)- représente un anion, et * représente un atome de carbone asymétrique.

5. Complexe de métal de transition selon l’une quelconque des revendications 2 à 4, qui est obtenu in situ dans un
système par réaction de la formule [4] :

[LMXqZ2
m]r [4]

dans laquelle L représente un composé représenté par la formule [2] :

dans laquelle les cycles A et B représentent indépendamment l’un de l’autre un cycle aromatique éventuellement
substitué, Q1, Q2, Q3 et Q4 représentent indépendamment l’un de l’autre un groupe aryle éventuellement substitué
ou un groupe alicyclique éventuellement substitué, et Y1 représente un groupe carbonyle ; M représente un ruthé-
nium ou un rhodium ; X représente un atome d’halogène ou un anion ; Z2 représente un ligand neutre ; q représente
1 ou 2 ; r représente 1 ou 2 ; et m est 0 ou un nombre naturel, avec le composé représenté par la formule [3] qui
est un composé optiquement actif représenté par la formule [3a] suivante :
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dans laquelle le cycle C et le cycle D représentent indépendamment l’un de l’autre un groupe phényle éventuellement
substitué ou un groupe alicyclique éventuellement substitué, et R21, R22, R23 et R24 représentent indépendamment
l’un de l’autre un atome d’hydrogène ou un groupe alkyle.

6. Catalyseur asymétrique comprenant au moins un complexe de métal de transition selon l’une quelconque des
revendications 2 à 5.

7. Catalyseur asymétrique comprenant un composé de métal de transition représenté par la formule [4] :

[LMXqZ2
m] r [4]

dans laquelle L représente un composé représenté par la formule [2] :

dans laquelle le cycle A et le cycle B représentent indépendamment l’un de l’autre un cycle aromatique éventuel-
lement substitué, Q1, Q2, Q3 et Q4 représentent indépendamment l’un de l’autre un groupe aryle éventuellement
substitué ou un groupe alicyclique éventuellement substitué, et Y1 représente un groupe carbonyle ; M représente
un ruthénium ou un rhodium ; X représente un atome d’halogène ou un anion ; Z2 représente un ligand neutre ; q
représente 1 ou 2 ; r représente 1 ou 2 ; et m est 0 ou un nombre naturel ;
et un composé optiquement actif représenté par la formule [3a] suivante :

dans laquelle le cycle C et le cycle D représentent indépendamment l’un de l’autre un groupe phényle éventuellement
substitué ou un groupe alicyclique éventuellement substitué, R21, R22, R23 et R24 représentent indépendamment
l’un de l’autre un atome d’hydrogène ou un groupe alkyle, et * représente un atome de carbone asymétrique.

8. Catalyseur asymétrique selon la revendication 6 ou 7, lequel catalyseur asymétrique est un catalyseur d’hydrogé-
nation asymétrique.
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9. Composé représenté par la formule [2’] suivante :

dans laquelle le cycle A et le cycle B représentent indépendamment l’un de l’autre un cycle aromatique éventuel-
lement substitué, Q1, Q2, Q3 et Q4 représentent indépendamment l’un de l’autre un groupe aryle éventuellement
substitué ou un groupe alicyclique éventuellement substitué, et Y2 représente un groupe carbonyle (C=O).

10. Procédé pour fabriquer un alcool optiquement actif représenté par la formule [12] suivante :

dans laquelle R1 et R2 représentent indépendamment l’un de l’autre un groupe hydrocarboné éventuellement subs-
titué, un groupe hétérocyclique aliphatique éventuellement substitué, ou un groupe hétérocyclique aromatique qui
un substituant (étant entendu qu’un cas où R1 et R2 sont égaux l’un à l’autre est exclu), et R1 et R2 peuvent être
liés entre eux de façon à former un cycle conjointement avec l’atome de carbone adjacent, formant ainsi un cycle
éventuellement substitué, et * représente un atome de carbone asymétrique,
qui comprend la réaction soumettant un composé cétone représenté par la formule [11] suivante :

dans laquelle R1 et R2 ont les mêmes significations que ci-dessus, à une hydrogénation asymétrique en présence
du catalyseur asymétrique selon l’une quelconque des revendications 6 à 8.
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