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Description
TECHNICAL FIELD

[0001] The present invention relates to a process for producing (Z)-11-(3-dimethylaminopropylidene)-6, 11-dihydrod-
ibenz[b,e] oxepin-2-acetic acid or an acid addition salt thereof, which is useful as a medicinal agent.

BACKGROUND ART

[0002] (Z)-11-(3-dimethylaminopropylidene)-6,11-dihydrodibenz[b,e]oxepin-2-acetic acid is a compound represented
by Formula [l1]:

K‘\vu-N {CHg),

i ,
o J\S/D\/\COZH [m
, f ey
A g

and is a useful pharmaceutical compound to be applied to allergic diseases such as hay fever, allergic rhinitis and
urticaria (USP 5,116,863).

[0003] In the production of (Z)-11-(3-dimethylaminopropylidene)-6,11-dihydrodibenz[b,e]Joxepin-2-acetic acid, gener-
ally, an E isomer is produced at the same time, and, therefore, isomerization is necessary to efficiently obtain the Z
isomer of interest.

e N(CH;;)Q {HaCloN
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[0004] WO 2007/105234 discloses heating 11-hydroxy-11-(3-dimethylaminopropyl)-6,11-dihydrodibenz[b,e]oxepin-
2-acetic acid in the presence of hydrochloric acid at 90°C; thereafter, extracting, with methylene chloride, a solution
containing a mixture of E and Zisomers of 11-hydroxy-11-(3-dimethylaminopropylidene)-6,11-dihyclrodibenz[b,e]Joxepin-
2-acetic acid; and adding a poor solvent such as acetone to deposit a precipitate, thereby obtaining the Z isomer, the
E isomer being isolated by column chromatography for recovery thereof. The yields of the Z and E isomers are 25. 4%
and 67%, respectively, and the yield of the Z isomer, olopatadine, is very low. Thus, this process is not suitable for an
industrial production process.

[0005] WO 2008/099900 discloses that (2)-11-(3-dimethylaminopropylidene)-6,11-dihydrodibenz[b,e]oxepin-2-acetic
acid can be efficiently produced by heating an ester of 11-hydroxy-11- (3-dimethylaminopropyl)-6,11-dihydrodibenz [b,
e]oxepin-2-acetic acid in the presence of an acid in a solvent.

DISCLOSURE OF THE INVENTION

[0006] An object of the present invention is to provide a process for producing (Z)-11-(3-ciimethylaminopropylildene)-
6,11-dihydrodibenz[b,e]oxepin-2-acetic acid or an acid addition salt thereof, which is useful as a medicinal agent, in an
efficient and industrially advantageous manner.

[0007] According to the present invention, 11-hydroxy-11-(3-dimethylaminopropyl-)-6,11-dihycirodi,benz[b,e]oxepin-
2-acetic acid or a salt thereof is subjected to a heat treatment and a water removal treatment in a reaction system in the
presence of a specific acid in a solvent, so that the isomerization thereof to a Z isomer proceeds, thereby enabling the
production of (Z)-11-(3-dimethylaminopropylidene)-6,11-dihydrodibenz [b,e]oxepin-2-acetic acid or an acid addition salt
thereof in an efficient and industrially easy manner.

[0008] That s, the present invention is as follows.
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[1] A process for producing (Z)-11-(3-dimethylaminopropylidene)-6,11-dihydrodibenz[b,e]oxepin-2-acetic acid rep-
resented by Formula [l1]:

or an acid addition salt thereof, the process including subjecting 11-hydroxy-11-(3-dimethylaminopropyl)-6,11-dihy-
drodibenz[b,e]oxepin-2-acetic acid represented by Formula [I]:

e NCHY

or a salt thereof to a heat treatment in a solvent and a water removal treatment in a reaction system in the presence
of an acid selected from a group consisting of hydrogen chloride, sulfuric acid, methanesulfonic acid and p-tolue-
nesulfonic acid.

[2] The process according to [1], wherein the water removal treatment in the reaction system is performed by using
a C3-Cq carboxylic acid anhydride.

[3] The process according to [2], wherein the C5-Cg carboxylic acid anhydride is acetic anhydride.

[4] The process according to [1], wherein the water removal treatment in the reaction system is performed by
azeotropic distillation.

[5] The process according to [4], wherein the azeotropic distillation is performed under reduced pressure.

[6] The process according to [1], wherein the water removal treatment in the reaction system is performed by using
a C,-Cg carboxylic halide.

[7] The process according to [6], wherein the C,-Cg carboxylic halide is acetyl chloride.

[8] The process according to [1], wherein the water removal treatment in the reaction system is performed by using
an oxyhalide of sulfur or phosphorus.

[9] The process according to [1], wherein the acid is hydrogen chloride.

[10] The process according to [1], wherein the heat treatment is performed at 70 to 120°C.

[11] The process according to [1], which is performed in the presence of a seed crystal of (Z)-11-(3-dimethylami-
nopropylidene)-6,11-dihydrodibenz[b,e]oxepin-2-acetic acid or an acid addition salt thereof.

[12] The process according to [1], wherein the organic solvent is toluene or chlorobenzene.

DISCLOSURE OF THE INVENTION

[0009] The salt of 11-hydroxy-11-(3-dimethylaminopropyl)-6,11-dihydrodibenz[b,e]oxepin-2-acetic acid represented
by Formula [I] (Compound [I]) includes acid addition salts such as a hydrochloride, a hydrobromide, a sulfate, a meth-
anesulfonate and a p-toluenesulfonate.

[0010] The salt of (Z)-11-(3-dimethylaminopropylidene)-6,11-dihydrodibenz [b, €] oxepin--2--acotic acid represented
by Formula [11] (Compound [ll]) includes acid addition salts such as a hydrochloride, a hydrobromide, a sulfate, a meth-
anesulfonate and a p-toluenesulfonate.

[0011] Compound [ll] can be produced by subjecting Compound [I] to a heat treatment and a water removal treatment
in the presence of an acid selected from the group consisting of hydrogen chloride, sulfuric acid, methanesulfonic acid
and p-toluenesulfonic acid in a solvent.

[0012] Hydrogen chloride is a preferable acid. Hydrogen chloride may be in the form of a solution of an organic solvent,
but is preferably used in the form of a gas, and, in that case, is usually blown into a reaction system for use.

[0013] The amount of the acid to be used is preferably a proportion of usually from 2 to 5 mol, and preferably from
2.5 to 3.5 mol with respect to 1 mol of Compound [I] from the viewpoint of reaction rate and suppression of production
of an E isomer and impurities.

[0014] An organic solvent is preferably used. The organic solvent includes, for example, ketone solvents (such as
methyl ethyl ketone, methyl isobutyl ketone, cyclohexanone and cyclopentanone) and aromatic solvents (such as ben-
zene, toluene, xylene, chlorobenzene, dichlorobenzene and nitrobenzene), and is preferably toluene or chlorobenzene,
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and particularly preferably toluene.

[0015] The amount of the solvent to be used is preferably a proportion of usually from 10 L to 20 L, and preferably
from 13 L to 16 L with respect to 1 kg of Compound [I] from the viewpoint of prevention of scaling and economic efficiency.
[0016] Specific examples of a reaction method include: 1) a method including mixing a solvent, Compound [I] and an
acid, and then subjecting the mixture to a heat treatment and a water removal treatment; 2) a method including adding
Compound [I] to a solution containing a mixture of a solvent and an acid while subjecting Compound [I] to a heat treatment,
followed by a water removal treatment; and 3) a method including mixing and heating a solvent and an acid, adding
dropwise Compound [l] dissolved in the solvent, and then performing a water removal treatment. Also, the heat treatment
and the water removal treatment in the reaction system may be performed at the same time.

[0017] The chemical reaction of the present invention proceeds in accordance with the following scheme.

A
N{CH3)2 /%/"\J[C?ﬂhﬁg

;ﬁ\ COaH //\ /\C M
e
\.

\’ Comversion to acid

addition salt
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_ N -
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; .
N JL ra ”‘Q-/\ COgH 2 E(/’"““—a/ COzH

— | ) - Cryl
Defiydration | N /T : Isomerization s

- - (1]

In the scheme, A represents an acid.

[0018] First, Compound [I] is converted, by an acid, into the corresponding acid addition salt. Dehydration (propylide-
nation at 11 position) proceeds due to heating, whereby water is generated. This generated water is removed from the
reaction system so that dehydration is promoted and isomerization of Compound [lI] to a Z isomer proceeds.

[0019] The heat treatment is performed usually at 50°C to 150°C, preferably at 70°C to 120°C, and more preferably
at 90°C to 110°C from the viewpoint of reaction rate and suppression of production of impurities.

[0020] Examples of the method for water removal treatment in the reaction system include a method adding, for
example, a C5-Cq carboxylic acid anhydride, a C,-Cg carboxylic halide or an oxyhalide of sulfur or phosphorus; a method
by azeotropic distillation; and the like.

[0021] C;-Cg carboxylic acid anhydride means a carboxylic acid anhydride wherein the number of carbon atoms in
the entire acid anhydride ranges from C to Cg, and includes, for example, acetic anhydride, propionic anhydride, butyric
anhydride, formic-acetic mixed acid anhydride, acetic-propionic mixed acid anhydride, succinic anhydride and maleic
anhydride, and is preferably acetic anhydride.

[0022] The amount of C4-Cq carboxylic acid anhydride to be used is a proportion of usually from 1 mol to 2 mol, and
preferably from 1 to 1.5 mol with respect to 1 mol of Compound [I] from the viewpoint of prevention of scaling and
economic efficiency.

[0023] C,-Cg carboxylic halide includes, for example, C,-Cq4 carboxylic chlorides such as acetyl chloride, propionyl
chloride, oxalyl chloride and benzoyl chloride; C,-Cg carboxylic bromides such as acetyl bromide, propionyl bromide,
oxalyl bromide and benzoyl bromide, and is preferably a C,-Cq4 carboxylic chloride, particularly acetyl chloride.

[0024] The amount of C,-Cg carboxylic halide to be used is a proportion of usually from 1 mol to 2 mol, and preferably
from 1 to 1.5 mol with respect to 1 mol of Compound [] from the viewpoint of prevention of scaling and economic efficiency.
[0025] Examples of the oxyhalide of sulfur or phosphorus include thionyl chloride and phosphorus oxychloride.
[0026] The amount of the oxyhalide of sulfur or phosphorus to be used is a proportion of usually from 0.5 mol to 2
mol, and preferably from 1 to 1.5 mol with respect to 1 mol of Compound [I] from the viewpoint of prevention of scaling
and economic efficiency.

[0027] The azeotropic distillation can be performed, for example, by a method using a Dean-Stark apparatus. Addi-
tionally, the azeotropic distillation is preferably performed under reduced pressure. When the azeotropic distillation is
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employed, it is necessary to select an organic solvent which can cause azeotropy with water.

[0028] The order of azeotropic distillation includes, for example, 1) a method of performing azeotropic distillation
simultaneously with a heat treatment and 2) a method of performing azeotropic distillation after a heat treatment. However,
it is preferred, in the present invention, that azeotropic distillation be performed after a heat treatment, followed by an
additional heat treatment.

[0029] A preferred water removal treatment method is a method for water removal treatment by adding a C3-Cq
carboxylic acid anhydride, by adding a C,-Cg carboxylic halide, or by azeotropic distillation.

[0030] The reaction time usually ranges from 1 hour to 12 hours, and preferably 1 hour to 6 hours, depending on the
reaction temperature, amounts of raw materials to be used and the like. This reaction is preferably carried out under
stirring. While the reaction time depends on the reaction temperature, amounts of raw materials to be used and the like,
the reaction is preferably carried out under stirring.

[0031] The reaction may be carried out in the presence of a seed crystal of Compound [ll]. Due to this, the reaction
easily proceeds, thereby enabling the suppression of scaling to a reaction container and the reduction in dropping time.
The amount of the seed crystal to be used is a proportion of preferably from 0.1 to 2 parts by weight, and more preferably
from 0.5 to 1.5 parts by weight with respect to 100 parts by weight of Compound [l]. In the meantime, the seed crystal
is preferably added into the system during feeding of raw materials from the viewpoint of operability.

[0032] The raw material, Compound [l], to be used in the production process according to the present invention can
be produced by reacting 11-oxo0-6,11-dihydrodibenz[b,e]oxepin-2-acetic acid represented by Formula [lll]] (Compound
[Il]) and a Grignard reagent represented by Formula [IV] in accordance with the method described in WO 2008/099900.

o P _-N{CH3}:
= OEH H3C HO,_\? s
L) + C/\N—(CHg)gMgX —— O -‘\i/ § Eal
; N e
]

iy (i

In the formula, X represents a chlorine atom or a bromine atom.

[0033] Additionally, Compound [lll] can be produced by the method described in J. Med. Chem., 19, 941 (1976) or
20, 1499 (1977), or USP 4,282,365.

[0034] In this way, dehydration of Compound [I] and isomerization thereof to at Z isomer proceed. While a small
quantity of E isomer and Compound [Il] as a Z isomer deposited as crystals are present in the reaction system wherein
the reaction has almost proceeded, Compound [lI] can be acquired as an acid addition salt of the acid used in the
reaction, by cooling (preferably, gradually cooling) the reaction mixture to room temperature, thereafter, filtering the
reaction mixture to separate crystals therefrom, and then washing the crystals with an appropriate solvent such as
acetone.

[0035] While Compound [ll] is obtained as an acid addition salt through the above reaction, the acid addition salt can
be led to free Compound [l] by an alkaline treatment which is a conventional method.

[0036] The thus-obtained Compound [ll] is a high-purity crystal having a Z isomer/E isomer ratio (area ratio by HPLC
measurement) of usually 98/2 or higher, and a high-purity crystal having the ratio of 99/1 or higher can also be obtained.

Examples

[0037] Hereinafter, the present invention will be described by way of Examples, but is not limited thereto. The ratio
between an E isomerand a Z isomer of the compound produced was obtained from values measured by high-performance
liquid chromatography (HPLC).

Production Example
Production of 11-hydroxy-11- (3-dimethylaminopropyl)-6, 11-dihydrodibenz[b,e]oxepin-2-acetic acid

[0038] To a tetrahydrofuran (47 mL) solution in which 10 g (37.3 mmol) of 11-0x0-6,11-dihydrodibenz[b,e]oxepin-2-
acetic acid was dissolved, 160 mL (corresponding to 117 mmol) of a THF/toluene solution of 3-dimethylaminopropyl
magnesium chloride was added dropwise at 5 to 18°C for 65 minutes. THF (94 mL) was added during dropping. The
solution was stirred at 14 to 18°C for 1 hour, and acetic acid (15 mL) was added dropwise to the reaction liquid. Further,
water (40 mL) was poured into the reaction liquid. The reaction liquid was stood still to separate an organic layer therefrom.
An aqueous layer (lower layer) was stood still over one night so that crystals were deposited. The crystals were filtered,
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washed with cool water (30 mL) having a temperature of about 5°C, and dried under reduced pressure to obtain 10.56
g of a title compound. The yield of the compound was 79.7%.

Melting Point: 203.5°C

TH NMR (400 MHz, CDCl3) § 1.51-1.60 (m, 2H), 2.07-2.11 (m, 1H), 2.49-2.53 (m, 1H), 2.72 (s, 6H), 2.81-2.88 (m, 1H),
2.93-2.99 (m, 1H), 3.50 (s, 2H), 3.73-3.77 (m, 1H), 5.04 (d, J= 15.6 Hz, 1H), 5.46 (d, J=15.6Hz, 1H), 7.09 (d, J=8.0Hz,
2H), 7.24-7.38 (m, 3H), 7.61 (d, J= 2.0 Hz, 1H), 7.89 (dd, J= 8.0, 0.8 Hz, 1H)

(HPLC conditions)

[0039] Column: CAPCELL PACK C18 MGIII (4.6 mmi.d. x 15 cm, 5 pm)
Mobile phase A: 0.1% trifluoroacetic acid water

Mobile phase B: Methanol/acetonitrile = 1/1

A/B = 8/2 — 1/9 (30 minutes)

Flow rate: 1.0 mL/min.

Column temperature: 30°C

Wavelength detected: UV 254 nm

Example 1
(2)-11-(3-dimethylaminopropylidene)-6,1-1-dihydrodibenz[b,e] oxepin-2-acetic aCid « hydrochloride

[0040] To a pressure-resistant container equipped with a 100-mL) teflon inner cylinder, 25.37 g of a toluene solution
in which 3 g (8.44 mmol) of 11-hydroxy-11-(3-dimethylaminopropyl)-6,11-dihydrodibenz[b,eloxepin-2-acetic acid, 0.95
g (9.3 mmol) of acetic anhydride and 0.62 g (16.9 mmol) of hydrogen chloride were dissolved was added, and then the
container was hermetically sealed. This container was heated up to 100°C, and the solution was stirred for 6 hours. The
container was cooled to room temperature, and, thereafter, crystals were filtered, washed with 15 mL of acetone, and
then dried under reduced pressure to obtain 2.51 g of (Z)-11-(3-dimethylaminopropylidene)-6,11-dihycirodibenz[b,e]
oxepin-2-acetic acid « hydrochloride. The yield was 79.5%. When measured by HPLC, the proportions of the Z isomer
and the E isomer were 99.40% and 0.60%, respectively.

Example 2
(2)-11-(3-dimethylaminopropylidene)-6,11-dihydrodibenz[b,e] oxepin-2-acetic acid « hydrochloride

[0041] To aflask, 2 g (5.63 mmol) of 11-hydroxy-11-(3-dimethylaminopropyl)-6,11-dihydrodibenz[b,e]oxepin-2-acetic
acid and 25.37 g (11.26 mmol) of a 2.42% hydrogen chloride-toluene solution were added, and the mixture was stirred
at 90°C for 7 hours. The E isomer/Z isomer ratio of the reaction mixture, when measured by HPLC, was 61.28 : 38.82.
Toluene (8 mL) was distilled off at an inner pressure of 430 to 500 hPa and a temperature of 90 to 95°C, and then water
was distilled off. The concentrated viscous reaction mixture was transferred to a pressure-resistant container equipped
with a 100-mL teflon inner cylinder, and 5.03 g (3.38 mmol) of a 2.42% hydrogen chloride-toluene solution was added
thereto. The mixture was stirred at 90°C for 5 hours. The E isomer/Z isomer ratio of the reaction mixture, when measured
by HPLC, was 3.24 : 96.76. The reaction mixture was cooled to room temperature, and crystals were filtered and washed
with acetone (20 mL). The crystals were dried under reduced pressure to obtain 1.46 g of (Z)-11-(3-dimethylaminopro-
pylidene)-6,11-dihydrodibenz[b,e] oxepin-2-acetic acid * hydrochloride. The yield was 69.4%. The proportions of the Z
isomer and the E isomer, when measured by HPLC, were 99.13% and 0.87%, respectively.

TH NMR (400 MHz, DMSO-dg) § 2.73 (s, 6H), 2.77 (td, J = 7.6, 7.2 Hz, 2H), 3.25 (t, J = 7.6 Hz, 2H) , 3.55 (s, 2H), 5.21
(brs, 1H), 5.65 (t, J = 7.2 Hz, 1H), 6.79 (d, J = 8.4 Hz, 1H), 7.07 (d, J = 2.0 Hz, 1H), 7.10 (dd, J = 8.0, 2.0 Hz, 1H),
7.28-7.40 (m, 4H), 10.28 (brs, 1H), 12.31 (brs, 1H)

Industrial Applicability
[0042] The presentinvention enables the production of olopatadine, namely, (Z)-11-(3-dimethylaminopropylidene)-6,

11-dihydrodibenz[b,e] oxepin-2-acetic acid, which is useful as a medicinal agent, in a high yield and in an industrially
advantageous manner.
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Claims

1.

10.

1.

12,

A process for producing (2)-11-(3-dimethyiaminopropylidene)"6,11-dihydrodibenz[b,e]oxepin-2-acetic acid repre-
sented by Formula [lI]:

[,/\.\/N(CHE)Q
|
N /( \f\( CO.H 1]
\\ Tt

)

or an acid addition salt thereof, the process comprising subjecting 11-hydroxy-11-(3-dimethylaminopropyl)-6,11-
dihydrodibenz [b, e] oxepin-2-acetic acid represented by Formula [l]:

N{CHaz),

e
\\/ \\—WO/ B

or a salt thereof to a heat treatment in a solvent and a water removal treatment in a reaction system in the presence
of an acid selected from a group consisting of hydrogen chloride, sulfuric acid, methanesulfonic acid and p-tolue-
nesulfonic acid.

The process according to clam 1, wherein the water removal treatment in the reaction system is performed by using
a C3-C4 carboxylic acid anhydride.

The process according to claim 2, wherein the C3-Cg carboxylic acid anhydride is acetic anhydride.

The process according to claim 1, wherein the water removal treatment in the reaction system is performed by
azeotropic distillation.

The process according to claim 4, wherein the azeotropic distillation is performed under reduced pressure.

The process according to claim 1, wherein the water removal treatment in the reaction system is performed by using
a C,-Cgq carboxylic halide.

The process according to claim 6, wherein the C,-Cq4 carboxylic halide is acetyl chloride.

The process according to claim 1, wherein the water removal treatment in the reaction system is performed by using
an oxyhalide of sulfur or phosphorus.

The process according to claim 1, wherein the acid is hydrogen chloride.
The process according to claim 1, wherein the heat treatment is performed at 70 to 120°C.

The process according to claim 1, which is performed in the presence of a seed crystal of (Z)-11-(3-dimethylami-
nopropylidene)-6,11-dihydrodibenz[b,e] oxepin-2-acetic acid or an acid addition salt thereof.

The process according to claim 1, wherein the organic solvent is toluene or chlorobenzene.
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14 January 1997 (14.01.1997),
paragraph [0059]

& EP 696582 Al & AU 9528368 A
& US 5631382 A

Y JP 10-226656 A (CIBA SPECIALITY CHEM HOLDING 2-3
Inc.),

25 August 1998 (25.08.1998),
paragraph [0022]

& GB 2320495 A & EP 849246 A2
& US 5902909 A & KR 98064331 A
Y JP 02-028124 A (CONSORTIUM ELEKTROCHEM), 2-3

30 January 1990 (30.01.1990),

page 3, upper right column, lines 13 to 17
& EP 278384 A & DE 3703585 A

& US 4948780 A

Y JP 2004-524316 A (BAYER AG.), 6-8
12 August 2004 (12.08.2004),
paragraphs [0024] to [0025]

& DE 10108752 Al & WO 2002/068423 Al
& EP 1363912 Al & AU 2002238545 Al
& US 2005/009822 Al
Y JP 2002-302485 A (Takeda Chemical Industries, 11
Ltd.),

18 October 2002 (18.10.2002),
claim 11; paragraph [0004]; examples
(Family: none)

Y JP 11-349524 A (Nippon Shokubai Co., Ltd.), 11
21 December 1999 (21.12.1999),

claim 2; paragraph [0004]; example 1

& EP 963973 Al & NO 9902797 A
& CA 2273451 Al & US 6294693 Bl
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Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L. I:l Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. I:I Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. I:l Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:
The inventions in claims 1, 4 - 5, 9 - 10, 12 do not have a special technical
feature, since the inventions are described in the document 1 and cannot be
considered to be novel.

Document 1: WO 2008/099900 Al (Sumitomo Chemical Co., Ltd.), 21 August 2008
(21.08.2008)

: D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.
2. As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.
3. I:] As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. D No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest I:I The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

I:I The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

I:I No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)
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This list of references cited by the applicant is for the reader’s convenience only. It does not form part of the European
patent document. Even though great care has been taken in compiling the references, errors or omissions cannot be
excluded and the EPO disclaims all liability in this regard.
Patent documents cited in the description
« US P5116863 A [0002] WO 2008099900 A [0005] [0032]
e WO 2007105234 A [0004] e US P4282365 A[0033]
Non-patent literature cited in the description

* J. Med. Chem., 1976, vol. 19, 941 [0033] e J MED. CHEM., 1977, vol. 20, 1499 [0033]
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