EP 1752 439 B9

(19)

Européisches
Patentamt

European

Patent Office

Office européen
des brevets

(11) EP 1752 439 B9

(12) CORRECTED EUROPEAN PATENT SPECIFICATION
(15) Correction information: (51) IntCl.:
Corrected versionno 1 (W1 B1) CO7C 47/19 (2006.01) CO7C 45/75(2006.01)
Corrections, see CO07C 45/80 (2006.01) CO07C 45/81(2006.01)
Description Paragraph(s) 5 CO7C 45/82 200507 CO7D 319/06 20>
(48) Corrigendum issued on:
27.06.2012 Bulletin 2012/26
(45) Date of publication and mention
of the grant of the patent:
01.02.2012 Bulletin 2012/05
(21) Application number: 06118168.1
(22) Date of filing: 31.07.2006
(54) Method of producing high-purity hydroxypivalaldehyde and/or dimer thereof
Methode zur Herstellung von hochreinem Hydroxypivalaldehyd und/oder dessen Dimer
Méthode pour la préparation d’hydroxypivalaldéhyde et/ou de son dimére a haute pureté
(84) Designated Contracting States: ¢ Watanabe, Masafumi
DE IT SE Kurashiki-shi,
Okayama (JP)
(30) Priority: 08.08.2005 JP 2005229171 * Kuzuhara, lkutaro
Kurashiki-shi,
(43) Date of publication of application: Okayama (JP)
14.02.2007 Bulletin 2007/07
(74) Representative: Gille Hrabal
(73) Proprietor: MITSUBISHI GAS CHEMICAL Patentanwalte
COMPANY, INC. Brucknerstrasse 20
Chiyoda-ku, 40593 Duisseldorf (DE)
Tokyo (JP)
(56) References cited:
(72) Inventors: JP-A-61018 741 US-A-4 036 888
* Amemiya, Junichi
Kurashiki-shi, * DATABASE WPI Week 197349 Derwent
Okayama (JP) Publications Ltd., London, GB; AN 1973-75605U

XP002406066 & JP 48 040327 B (MITSUBISHIG S
CHEMICAL 1) 30 November 1973 (1973-11-30)

Note: Within nine months of the publication of the mention of the grant of the European patent in the European Patent
Bulletin, any person may give notice to the European Patent Office of opposition to that patent, in accordance with the
Implementing Regulations. Notice of opposition shall not be deemed to have been filed until the opposition fee has been
paid. (Art. 99(1) European Patent Convention).

Printed by Jouve, 75001 PARIS (FR)



10

15

20

25

30

35

40

45

50

55

EP 1752 439 B9
Description

BACKGROUND OF THE INVENTION

1. Field of the Invention

[0001] The present invention relates to a method of producing hydroxypivalaldehyde and/or a dimer thereof by sub-
jecting isobutyl aldehyde to reaction with formaldehyde. More specifically, the present invention relates to a method of
efficiently and simply producing high-purity hydroxypivalaldehyde and/or the dimer thereof by separating the hydrox-
ypivalaldehyde and/or the dimer thereof from a reaction solution by a crystallization process.

2. Description of the Prior Art

[0002] In general, hydroxypivalaldehyde (3-hydroxy-2,2-dimethyl propanal, hereinafter referred to as HPA) is synthe-
sized by an aldol condensation reaction of isobutyl aldehyde with formaldehyde in the presence of a basic catalyst. The
aldol condensation reaction can proceed either in acidic conditions or basic conditions. However, HPA has a carbonyl
group and a hydroxyl group in a single molecule thereof, so the condensation of dimers into tetramers occurs under
acidic conditions. Thus, the aldol condensation reaction is generally carried out under basic conditions as mentioned
above (Japanese Patent Application Laid-Open No. 07-215904 and Japanese Patent Application Laid-Open No.
2000-26356).

[0003] After the reaction is completed, low boiling point components, such as unreacted isobutyl aldehyde and for-
maldehyde, are distilled off to thereby obtain an HPA-containing aqueous solution. HPA has been often used as a
synthetic intermediate of an organic compound such as neopentylglycol or spiroglycol, and such the liquid resulting from
the reaction is often used in subsequent steps without being purified (Japanese Patent Application Laid-Open No.
01-299239 and Japanese Patent Application Laid-Open No. 2005-29563).

[0004] The product 2,2-dimethyl-3-oxy-1-propanal which is obtained after the reaction of isobutyl aldehyde with for-
maldehyde can be purified by the recrystallization of the crude material (JP 48-040327). This recrystallization is made
from a cyclohexane such as cyclohexane, methylcyclohexane or 1,2-dimethylcyclohexane. There is no teaching to the
concentration of the hydroxypivalaldehyde and the dimer thereof, to the concentration of formaldehyde or the pH value
which is achieved.

[0005] AsforHPA, thereis an equilibrium relationship between a monomer and a dimer as represented by the chemical
formula (1) (Journal of the Chemical Society, Perkin Transactions Il, vol. 3, page 189-192, 1978). HPAobtainedas a
crystal by crystallization and purification is a dimer. Japanese Patent Application Laid-Open No. 01-299239 and the like
disclose that the dimer is as reactive as the monomer.

CHy 4 CHs  o—cH,
Hq | 4 I / \ /CH3
2 G—C—CH ===== H,C—C—CH c_ (1)
wo” | /| N/ “CHy
CH; HO CH, O—CH
OH

[0006] Inaddition, methods of obtaining high-purity HPAare disclosed in Japanese Patent Application Laid-Open No.
51-68514 and Japanese Patent Publication No. 06-29206, in which the HPA-containing aqueous solution is diluted with
the addition of water and then purified by crystallization, followed by solid-liquid separation to thereby obtain the high-
purity HPA.

In other words, Japanese Patent Application Laid-Open No. 51-68514 discloses that the crystallization process is carried
out such that water is added to a reaction solution for aldol condensation to keep the total content of the HPA and/or
the dimer thereof within the range of 23 to 30% by mass after distilling isobutyl aldehyde off from the reaction solution.
However, when crystallization was carried out at such high concentrations after the reaction solution was cooled down
to 15 to 20°C, it produces a slurry product with an extremely high viscosity or one without fluidity. Therefore, there arises
a disadvantage that it is very difficult to be handled industrially. Further, Japanese Patent Application Laid-Open No.
51-68514 discloses that a large amount of the HPA and/or the dimer thereof remain/remains in a liquid obtained by the
solid-liquid separation of the slurry, so the HPA and/or the dimer thereof can be recovered by extracting with isobutyl
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aldehyde and circulating an organic phase in the step of low-boiling distillation, while isobutyl aldehyde dissolved in an
aqueous phase is also recovered by distillation. However, because of a large amount of isobutyl aldehyde distilled in a
distillation column, it is energetically disadvantageous.

[0007] Further, Japanese Patent Publication No. 06-29206 discloses that part of filtrate and wash solutions obtained
in the steps of solid-liquid separation and washing is circulated into an aldol condensation reactor and the distillation
column, while the remaining part is subjected to a deamination processing to utilize it as addition water and rinse water
in the crystallization process. In this case, however, formic acid, which is a by-product from the aldol condensation, is
accumulated by circulation, causing a decrease in a pH level of the solution to be subjected to the crystallization.
Therefore, there is a disadvantage in that the HPAand/or the dimer thereof are/is not easily crystallized. Further, even
in the method of Japanese Patent Publication No. 06-29206, because a large amount of the liquid is circulated in the
step of distillation, there are disadvantages in that the distillation step is highly loaded, it is energetically disadvantageous,
and the steps are complicated since regeneration of the ion exchange resin used in a deamination processing is necessary

SUMMARY OF THE INVENTION

[0008] An object of the present invention is to solve the problems described above, which are caused when an HPA-
containing aqueous solution is diluted by addition of water and purified by crystallization, and to provide a method of
efficiently and simply producing high-purity HPA and/or a dimer thereof in an industrially advantageous manner.
[0009] The presentinventors have intensively studied to solve the above problems and attained the present invention
by finally finding out a fact that high-purity HPA and/or the dimer thereof in high yield with facilitation of industrial-handling
can be obtained via crystallization by adjusting a pH value of an aqueous solution, which contains the HPA and/or the
dimer thereof obtained by distilling low boiling point components from a reaction mixture of isobutyl aldehyde and
formaldehyde, and keeping the concentration (s) of the HPA and/or the dimer thereof and the concentration of the
formaldehyde within an appropriate range.

[0010] In other words, the present invention provides a method of producing high-purity hydroxypivalaldehyde and/or
a dimer thereof as described below.

1. A method of producing high-purity hydroxypivalaldehyde and/or dimer thereof, comprising: reacting isobutyl al-
dehyde with formaldehyde in the presence of a basic catalyst; distilling off a low boiling point component including
unreacted isobutyl aldehyde to obtain an aqueous solution; adding a diluent to the aqueous solution; cooling the
aqueous solution to crystallize at least one of the hydroxyl-pivalaldehyde and the dimer thereof; and subjecting the
aqueous solution to a solid-liquid separation, followed by washing with an organic solvent and/or water to obtain at
least one of the high-purity hydroxypivalaldehyde and the dimer thereof, wherein the aqueous solution containing
atleastone of the hydroxypivalaldehyde and the dimer thereof obtained by distilling off the low boiling point component
is diluted by adding a diluent and a basic compound, which diluent is at least one of the separation liquid from the
solid-liquid separation and the wash solution; so that the concentration of at least one of the hydroxypivalaldehyde
and the dimer thereof becomes 5 to 23% by mass, the concentration of formaldehyde becomes 0.2 to 2.5% by
mass, and the pH value becomes 5.0 or more, then the solution is crystallized at a temperature of 20 to 45°C,
consequently the crystal of at least one of the hydroxypivalaldehyde and the dimer thereof is subjected to the solid-
liquid separation and washed.

2. The method of producing high-purity hydroxypivalaldehyde and/or dimer thereof according to the above item 1,
wherein the separation liquid from the solid-liquid separation is repeatedly used as the diluent two or more times.
3. The method of producing high-purity hydroxyl-pivalaldehyde and/or dimer thereof according to the above item 1
or 2, wherein the crystal slurry obtained by the crystallization has a viscosity of 500 mPa-s or less.

[0011] In the production method of the present invention, handling of a high-viscosity slurry and carrying out any
complicated operation such as regeneration of an ion exchange resin are not necessary, so the high-purity HPA and/or
the dimer thereof can be obtained in high yield in an energetically advantageous manner. In addition, favorably, it can
be industrially used as a synthetic intermediate of organic compounds such as neopentyl glycol, 2,2-dimethyl-1,3-pro-
panediol hydroxypivalic acid monoester, hydroxypivalic acid, and spiroglycol.

Further, in the production method of the present invention, a repetitive use of the separation liquid from the solid-liquid
separation improves the yield of the HPA and/or the dimer thereof while reducing the burden of wastewater treatment,
so it can be further advantageous in terms of industrial use.

DETAILED DESCRIPTION OF THE INVENTION

[0012] The present invention relates to an improvement in the process of crystallization from an aqueous solution
containing HPA and/or a dimer thereof (hereinafter, referred as "crude HPA aqueous solution") obtained by distilling off
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low boiling point components from a liquid produced by a reaction of isobutyl aldehyde with formaldehyde.

In the present invention, the crude HPA aqueous solution to be provided as a raw material for crystallization can be
obtained by carrying out an aldol condensation of isobutyl aldehyde with formaldehyde in the presence of a basic catalyst,
and then distilling off low boiling point components, such as unreacted isobutyl aldehyde and formaldehyde, from a liquid
produced by the aldol condensation.

Formaldehyde used in the production of the crude HPA aqueous solution may be formaldehyde or an aqueous formal-
dehyde solution (formalin). However, the aldol condensation reaction of isobutyl aldehyde with formaldehyde, to which
the basic catalyst is added, tends to be influenced extensively by the water concentration of a reaction system. When
the concentration of isobutyl aldehyde or formaldehyde is low, the reaction rate becomes slow and a certain yield cannot
be attained. Therefore, the formaldehyde concentration of formalin is preferred to be as high as possible. The raw
material formalin is preferred to have a formaldehyde concentration of 37% by mass or more and contain no methanol
or the least amount of methanol as possible.

For the isobutyl aldehyde used in the production of the crude HPA aqueous solution, any of those commercially available
in the marketmaybeused. Amongthose, preferableisonecontainingn-butyl aldehyde and the like as little as possible while
the purity of an organic material is 99% or more.

[0013] In the present invention, the aldol condensation reaction of isobutyl aldehyde with formaldehyde may be of
either a batch-wise type or a continuous type and may be preferably carried out under normal pressure or pressurized
conditions and under airtight conditions or in a stream of nitrogen gas. In the case of the batch-wise type, there is no
particular restriction to the procedures of supplying the isobutyl aldehyde, the formaldehyde (formalin), and the catalyst.
In this case, however, when isobutyl aldehyde or formaldehyde (formalin) is previously brought into contact with a basic
catalyst, the aldol condensation reaction or the Cannizzaro reaction of isobutyl aldehyde or formaldehyde by itself may
occur and the yield of HPA and/or a dimer thereof may decrease. Thus, the method of supplying a basic catalyst into a
mixture of isobutyl aldehyde and formaldehyde (formalin) is preferable. Further, in the case of the continuous type, there
is no particular restriction to the procedures of supplying the isobutyl aldehyde, the formaldehyde (formalin), and the
catalyst, but it is preferable to be carried out in a multistage process of about 2 to 4 stages to improve the efficiency of
the reaction.

The molar equivalent of isobutyl aldehyde fed with respect to formaldehyde is typically in the range of 0.8 to 1.6, preferably
0.9 to 1.4. In the case of the batch-wise type, the reaction is heterogeneous for several minutes from the initiation of the
reaction. Subsequently, the reaction turns to be homogeneous while producing HPA and/or a dimer thereof. Under
normal pressure, the reaction temperature is typically 40 to 98°C, preferably 80 to 95°C. Under normal pressure, the
reaction stops briefly at about 62 to 65°C, which is the reflux temperature of isobutyl aldehyde. Subsequently, as HPA
and/or a dimer thereof are/is generated (consumption of isobutyl aldehyde), the reaction temperature gradually rises,
and is finally controlled at 80°C or above in general. The reaction can be completed when the temperature is kept at
about 80 to 95°C for about 0.05 to 2 hours. In the case of the continuous type, the reaction proceeds in a homogenous
system. In general the reaction temperature is 50 to 98°C, preferably 70 to 95°C, and the retention time may be about
0.1 to 5 hours, preferably 0.3 to 3 hours. The reaction temperatures can be controlled by heating/cooling with a jacket,
coil, or the like attached to a reactor, cooling by circulation of a reaction solution in an external heat exchanger, and
removing heat by reflux of low boiling point components.

[0014] Examples of the basic catalyst used in the aldol condensation reaction include inorganic bases such as sodium
hydroxide, potassium hydroxide, sodium carbonate, and potassium carbonate, and organic bases such as tertiary amine
and pyridine. Among those, tertiary amine is preferably used because the yield may decrease due to the Cannizzaro
reaction of HPA and/or a dimer thereof with unreacted formaldehyde, which occurs concurrently when the basicity is
too strong, and the reaction becomes slow when the basicity is too weak. Examples of the tertiary amine include tri-
methylamine, triethylamine, tripropylamine, triisopropylamine, tributylamine, triisobutylamine, N-methyl piperidine, N-
ethyl piperidine, N-methyl morpholine, N-ethyl morpholine, N-methyl pyrrolidine, and N-ethyl pyrrolidine. Among those,
trimethylamine, triethylamine, and a mixture thereof are preferable because each of them is available with low cost, and
triethylamine is more preferable. A preferable addition amount of the basic catalyst may vary depending on the kind
thereof, but typically is set at 0.001 to 0.5, preferably 0.01 to 0.2, in molar equivalent with respect to isobutyl aldehyde.
[0015] After such the aldol condensation reaction, low boiling point components such as unreacted isobutyl aldehyde,
formaldehyde, or methanol which is contained in formalin as impurity, can be distilled off, thereby obtaining an aqueous
solution containing HPA and/or a dimer thereof and water (crude HPA aqueous solution). A rise in temperature causes
the HPA and/or the dimer thereof to denature quickly, so distillation of low boiling point components is preferably carried
out at head temperatures of about 40 to 80°C under reduced pressures of about 25 to 95 kPa, which do not affect the
recovery of unreacted isobutyl aldehyde or the like. Further, the distillation process may be of a batch-wise type or a
continuous type. For accelerating the removal of low boiling point components, the distillation may be carried out after
the addition of water.

[0016] The resulting agueous solution containing the HPA and/or the dimer thereof (crude HPA aqueous solution) is
diluted with the addition of a diluent. This diluent is a separation liquid produced by the solid-liquid separation, a wash
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solution obtained by washing crystals of the HPA and/or the dimer thereof with water, or an appropriate combination
thereof. The total concentration of the HPA and/or the dimer thereof in the aqueous solution after the dilution is adjusted
to 5 to 23% by mass. It is preferably adjusted to 15 to 22% by mass. By adjusting to such a range, the HPA and/or the
dimer thereof can be industrially produced in a stable manner with high production efficiency. It is industrially preferable
to adjust the total concentration of the HPA and/or the dimer thereof in the solution after the dilution to 5% by mass or
more because the HPA and/or the dimer thereof are/is not precipitated at all, or even when the HPA and/or the dimer
thereof arel/is precipitated, a significant decrease in amount of production with respect to the capacity of a crystallization
vessel does not occur.

Further, the liquid obtained from the solid-liquid separation and the wash solution contain a large amount of the HPA
and/or the dimer thereof, so it is preferable to use the separation liquid used in the solid-liquid separation or the wash
solution obtained when the high-purity HPA and/or a dimer thereof are/is prepared instead of dilution water.

The separation liquid used in the solid-liquid separation may be repeatedly used as diluent two or more times. The more
repeatedly the separation liquid is used, the higher recovery rate of HPA and/or a dimer thereof and the lower burden
of wastewater treatment are maintained. Further, the separation liquid used in the solid-liquid separation may be used
as dilution water repeatedly, so the amount of a basic compound to be used as described below can be reduced and
the burden of wastewater treatment can be thus reduced. Therefore, the repetitive use of the separation liquid is industrially
advantageous.

[0017] In the present invention, a basic compound is added to a crude HPA aqueous solution added with a diluent to
adjust the pH value of the crude HPA aqueous solution. The basic compound is not particularly limited, but is preferably
the same basic catalyst as one used in an aldol condensation reaction, more preferably, any of organic amines which
can be used as a basic catalyst, and most preferably, tertiary amine. The pH value is adjusted to 5.0 or more, preferably
6.0 or more. Itis industrially advantageous to adjust the pH value to 5.0 or more because the crystallization rate of HPA
and/or a dimer thereof can be prevented from being significantly lowered. As described above, when a separation liquid
produced by a solid-liquid separation or a wash solution is used as a diluent, it becomes possible to reduce the usage
amount of the basic compound to be added since the basic compound is contained in the separation liquid or the wash
solution.

[0018] Further, inthe presentinvention, the concentration of formaldehyde in a crude HPA aqueous solution is adjusted
to 0.2 to 2.5% by mass by the addition of a diluent. The formaldehyde has a characteristic of inhibiting the crystallization
of HPA and/or a dimer thereof, and an extensive increase in the amount of formaldehyde causes an extensive decrease
in crystallization rate of the HPA and/or the dimer thereof. Thus, the concentration of formaldehyde is adjusted to 0.2 to
2.5% by mass, preferably 0.2 to 2% by mass. It is industrially advantageous to adjust the concentration of formaldehyde
to 2.5% by mass or less because there is no drastic decrease in both the crystallization amount and the crystallization
rate of the HPA and/or the dimer even when the pH is adjusted to 5.0 or more. When a separation liquid, which is obtained
in a solid-liquid separation using a crude HPA aqueous solution having a high formaldehyde concentration, is repeatedly
used instead of dilution water, the unreacted formaldehyde is kept at a concentration of not more than 2.5% by mass.
If the formaldehyde concentration is lower than 0.2% by mass, no particular inconvenience in the crystallization of HPA
and/or a dimer thereof occurs. However, as a method of lowering the concentration of formaldehyde to less than 0.2%
by mass, there is a method of increasing the conversion rate of formaldehyde using an excess amount of isobutyl
aldehyde at the time of the aldol condensation reaction. In this case, however, it is disadvantageous in terms of industrial
operation because the condensation of isobutyl aldehyde itself occurs, thereby causing a decrease in yield of HPA and/or
a dimer thereof. In addition, as another method of lowering the concentration of formaldehyde to less than 0.2% by
mass, there is a method of increasing the removal rate of formaldehyde by raising the temperature of distillation while
distilling low boiling point components off after an aldol condensation reaction. In this case, however, it is also industrially
disadvantageous in that HPA and/or a dimer thereof aref/is denatured to generate hydroxypivalate neopentylglycol
monoester, thereby causing a decrease in yield of HPA and/or a dimer thereof.

[0019] The temperature of crystallization is preferably set in the range of 20 to 45°C, more preferably in the range of
28 t0 43°C. Such a temperature range allows HPA and/or a dimer thereof to be stably crystallized at a high recover rate.
It is advantageous in terms of industrial operation to adjust the temperature of crystallization to 20°C or more so that
viscosity of slurry becomes high or the slurry loses its fluidity, and an excess amount of a solution required for cooling
becomes unnecessary. It is extensively advantageous in terms of industrial operation to adjust the temperature of
crystallization to 45 °C or less because HPA and/or a dimer thereof can be crystallized in an appropriate amount.
[0020] For carrying out the crystallization while retaining the fluidity of slurry, it is preferable to complete the crystalli-
zation at a slurry viscosity of 500 mPa-s or less, more preferably 300 mPa-s or less at the aforementioned slurry tem-
peratures. Therefore, it is advantageous in terms of operation for the solid-liquid separation to keep the slurry viscosity
to 500 mPa-s or less. A device used for the solid-liquid separation is not particularly limited, but a basket-type centrifuge
that can efficiently wash crystals can be preferably used.

The crystals of HPA and/or a dimer thereof thus separated are washed with an organic solvent and/or water, resulting
in high-purity HPA and/or a dimer thereof. The organic solvent and/or water may be preferably used at about 0.2 to 5
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parts by mass with respect to the crystal of the separated HPA and/or the dimer thereof.

For washing, the organic solvent and/or water may be used, but water is preferable. When water is used, a wash solution
used for washing the crystals may be employed as a diluent for a crude HPA aqueous solution as described above.
When the organic solvent is used, the kinds of the organic solvent are not particularly limited, but are preferably alcohols
and ketones, which are polar solvents, because of their high washing effects. Among those, methanol, ethanol, propanol,
and acetone, which can be miscible with water are preferable. The mixing ratio between the organic solvent and water
is not particularly limited.

Examples

[0021] Hereinafter, the present invention will be described in more detail with reference to examples. However, the
invention is not particularly limited to such examples. Further, in the following examples, the composition of a crude HPA
aqueous solution was analyzed using gas chromatography.

[Method of measuring the viscosity of slurry]

[0022] The viscosity of slurry was determined at a temperature of crystallization using a B-type viscometer (Type: BM,
manufactured by Tokyo Keiki Seizosho Co., Ltd.).

[Method for measurement by gas chromatography]

[0023] In a gas chromatographic analysis on HPA and/or a dimer thereof, a sample was prepared in an acetone
solution using a capillary column (corresponding to DB-1 of Agilent Technologies). The HPA and/or the dimer thereof
arefis evaluated as HPA in total.

Reference Example 1

[0024] An aldol condensation reaction was carried out by adding 9. 9 parts by mass of triethylamine (highest quality,
manufactured by Wako Pure Chemical Industries, Ltd.) as a catalyst to a mixture of 199.5 parts of isobutyl aldehyde
(first grade, manufactured by Wako Pure Chemical Industries, Ltd.) and 225 parts by mass of 40-mass% formalin
(manufactured by Mitsubishi Gas Chemical Company, Ltd.) while the mixture was stirred. The low boiling point compo-
nents such as unreacted isobutyl aldehyde and triethylamine were distilled off from the reaction solution at 70 to 80°C
under a pressure of 40 kPa, thereby 425 parts by mass of a crude HPA aqueous solution was obtained. As a result of
analyzing the composition of the crude HPA aqueous solution, the contents of the respective components were 62.1%
by mass of HPA, 1.53% by mass of neopentyl glycol, 1.60% by mass of formaldehyde, 1.30% by mass of triethylamine,
0.41% by mass of formic acid, 0.95% by mass of hydroxypivalate neopentylglycol monoester, 28.5% by mass of water,
and 3.65% by mass of other components.

Comparative Example 1

[0025] 210 parts by mass of the crude HPA aqueous solution obtained in Reference Example 1 was added with 623
parts by mass of dilution water to adjust the concentration of HPA and/or a dimer thereof to 16.5% by mass. Further,
0.5partsbymass of triethylamine serving as a pH regulator was added to the resulting mixture, attaining a pH value of
6.2. At this time, the concentration of formaldehyde was 0.40% by mass. This solution was stirred and cooled down to
40°C, and then crystallized at 39 to 40°C. After 90 minutes, the crystallization was completed. At this time, the viscosity
of slurry was 85 mPa-s. Subsequently, a solid-liquid separation was carried out using a centrifugal separator and the
resulting crystal (HPA and a dimer thereof) was then washed with 80 parts by mass of a wash solution. As a result, 780
parts by mass of a separation liquid was recovered and 75 parts by mass of a wet crystal was then obtained. The wet
crystal was dried at 30°C under a nitrogen stream, thereby obtaining 58.2 parts by mass of HPA and/or a dimer thereof
(dried crystal). The recovery rate of the HPA and/or the dimer thereof was 44.1% by mass with respect to those in the
crude HPA aqueous solution. The dried crystal was analyzed by gas chromatography, and as a result, the purity of the
HPA and/or the dimer thereof was 98.8% (see Table 1). It should be noted that HPA in the table represents "HPA and/or
a dimer thereof".

Example 1

[0026] Both 110 parts by mass of the crude HPA aqueous solution obtained in Reference Example 1 and 740 parts
by mass of the separation liquid obtained in the solid-liquid separation of Comparative Example 1 as diluent were fed
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to make a concentration of HPA and/or a dimer thereof 17.8% by mass. Further, 0.2 parts by mass of triethylamine was
added, resulting in a pH value of 6.2. At this time, the concentration of formaldehyde was 0.58% by mass. A crystallization
process was carried out in a similar manner as in Comparative Example 1 and then completed after 80 minutes. The
viscosity of slurry at this time was 125 mPa-s. As in the case of Comparative Example 1, solid-liquid separation by using
a centrifugal separator, washing, and drying were carried out, thereby obtaining 57.5 parts by mass of a dry crystal (HPA
and/or a dimer thereof) and 783 parts by mass of the separation liquid. The recovery rate of HPA and/or a dimer thereof
in the additional crude HPA aqueous solution was 83.2% by mass. Then, HPA and/or a dimer thereof were/was analyzed
using gas chromatography. As a result, a purity of the HPA and/or the dimer thereof was 98.8% (see Table 1).

Examples 2 to 18

[0027] An aqueous solution containing HPA and/or a dimer thereof was obtained as in the case of Example 1, using
110 parts by mass of the crude HPA aqueous solution obtained in Reference Example 1 and the separation liquid
obtained in the solid-liquid separation of Example 1, thereby carrying out the same crystallization with a pH value of 6.2.
Subsequently, the separation liquid obtained in the solid-liquid separation was used, and similarly, an aqueous solution
containing HPA and/or a dimer thereof was obtained, followed by an adjustment of the pH value thereof to 6.2 to 6.3.
The same crystallization operation was repeated 17 times. Table 1 shows the pH, the concentration of HPAand/or a
dimer thereof, the concentration of formaldehyde, a time period of crystallization, the viscosity of slurry, and the recovery
rate and purity of HPA and/or a dimer thereof in a new additional crude HPA aqueous solution, at each time of the
operations.

[0028] [0029]

Table 1
Numb.elr of bH Concentration (% by Crystgllization $Iurr¥ Recovery Purity
repetitive mass) time viscosity rate
use of
separation HPA Formaldehyd (min.) (mPas) (% by (% by
liquid e mass) mass)

comparative 0 6.2 16.5 0.40 90 85 441 98.8
Example 1
Example 1 1 6.2 | 17.8 0.58 80 125 83.2 98.8
Example 2 2 6.2 | 17.6 0.73 79 120 79.0 98.3
Example 3 3 6.0 | 17.5 0.78 75 125 79.7 98.3
Example 4 4 6.3 | 17.9 0.85 92 140 775 98.3
Example 5 5 6.3 | 18.6 0.93 113 125 75.9 98.2
Example 6 6 6.2 | 19.6 0.89 88 140 79.7 98.5
Example 7 7 6.2 | 18.4 0.94 107 130 82.2 98.6
Example 8 8 6.2 | 18.8 0.84 90 140 84.0 98.8
Example 9 9 6.3 | 18.8 0.98 81 135 83.7 99.8
Example 10 10 6.2 | 19.9 1.02 92 145 83.0 99.8
Example 11 11 6.2 | 19.8 1.12 93 140 79.9 99.8
Example 12 12 6.2 | 20.0 1.20 96 145 79.6 99.5
Example 13 13 6.2 | 20.0 1.17 94 145 82.6 99.1
Example 14 14 6.2 | 19.6 1.19 111 145 74.1 99.3
Example 15 15 6.2 | 19.8 1.29 91 145 745 99.2
Example 16 16 6.3 | 20.5 1.25 95 145 84.2 99.4
Example 17 17 6.2 | 20.5 1.33 91 145 82.5 99.6
Example 18 18 6.2 | 20.5 1.33 90 145 79.4 99.2
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Comparative Example 2

[0029] A crystallization process was carried out in the same way as in Comparative Example 1, except that no triethyl-
amine was added and no pH adjustment was made. The pH value was 4.5. After 90 minutes, the crystallization was
completed. The viscosity of slurry was 100 mPa-s. Subsequently, the reaction product was subjected to a solid-liquid
separation and then dried, thereby obtaining 804 parts by mass of a filtrate and 40.8 parts by mass of HPA and/or a
dimer thereof. The recovery rate of the HPA and/or the dimer thereof was 31.8% by mass, and the HPA and/or the dimer
thereof was analyzed then using gas chromatography, resulting in a purity of 98.8% (see Table 2).

Comparative Example 3

[0030] The concentration of HPAwas adjusted to 17.7% bymass by feeding 110 parts by mass of the crude HPA
aqueous solution obtained in Reference Example 1 and 740 parts by mass of the filtrate recovered in Comparative
Example 2. Triethylamine was not added and the pH value of the mixture was 4.4, and then the crystallization process
was carried out in a similar manner. After 90 minutes, the crystallization was completed. The viscosity of slurry was 98
mPa-s. Subsequently, the resulting product was subjected to a solid-liquid separation and then dried, thereby obtaining
36.2 parts by mass of HPA and/or a dimer thereof. A recovery rate of HPA and/or a dimer thereof was 53.0% by mass.
As a result of analysis using gas chromatography, the purity was 98.8%.

[0031] Comparative Examples4 to 13 The same crystallization process as that of Comparative Example 3 was repeated
11 times using 110 parts by mass of the crude HPA aqueous solution obtained in Reference Example 1 and the recovered
filtrate. Table 2 shows the pH, the concentration of HPA and/or a dimer thereof, the concentration of formaldehyde, a
time period of crystallization, the viscosity of slurry, and the recovery rate and purity of the HPA and/or the dimer thereof
in a new additional crude HPA aqueous solution, at each time of the operations.

[0032] [0028]

Table 2
Number of Concentration (% by Crystallization Slurry Recovery .
e pH . : . Purity
repetitive mass) time viscosity rate
use of 0 0
separation HPA Formaldehyd (min.) (mPa-s) (% by (% by
liquid e mass) mass)
Comparative 0 4.5 16.5 0.40 90 100 31.8 98.8
Example 2
Comparative 1 4.4 177 0.42 920 98 53.0 98.8
Example 3
Comparative 5 43 184 0.45 920 70 49.2 99.1
Example 4
Comparative 3 42 | 174 0.55 90 45 47.3 991
Example 5
Comparative 4 4.2 17.9 0.60 90 55 48.2 98.6
Example 6
Comparative 5 4.1 18.0 0.59 90 50 46.9 98.9
Example 7
Comparative 6 41 | 180 0.62 90 50 45.4 98.3
Example 8
Comparative 7 4.1 18.9 0.64 90 55 46.1 98.8
Example 9
Comparative 8 4.0 184 0.72 90 55 49.2 98.3
Example 10
Comparative 9 4.0 18.1 0.70 90 50 44 .4 98.3
Example 11
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(continued)

Number of Concentration (% by Crystallization Slurry Recovery .
e pH . . . Purity
repetitive mass) time viscosity rate
use of . .
separation HPA Formaldehyd (min.) (mPa-s) (% by (% by
liquid e mass) mass)
Comparative 10 40 | 17.9 0.72 90 50 45.9 97.7
Example 12
Comparative 11 39 | 1841 0.79 90 65 44.1 97.7
Example 13

[0033] In Table 2, when the crystallization was repeated without adjusting the pH, the pH value gradually decreased.
In addition, the recovery rate of HPA and/or a dimer thereof and the purity decreased along with the decrease in pH
value. In contrast, shown in Table 1, the crystallization carried out after the pH adjustment according to the present
invention allows the purity and recovery rate to be kept at high levels even when the crystallization is repeated.

Comparative Example 14

[0034] A crystallization process was carried out in the same way as in Comparative Example 1, except that 312 parts
by mass of water was added to 210 parts by mass of the crude HPA aqueous solution obtained in Reference Example
1 to adjust the concentration of HPA and/or a dimer thereof to 25.0% by mass. After 70 minutes from the initiation of
crystallization, the viscosity of slurry increased to 1, 000 mPa-s or more, thereby resulting in a loss of fluidity. Thus, the
crystallization process was not able to proceed anymore.

Comparative Example 15

[0035] A crystallization process was carried out in the same way as in Comparative Example 1, except that a crystal-
lization temperature was set to 50°C. After 180 minutes from the initiation of crystallization, no slurry was obtained and
the solution stayed clear.

Reference Example 2

[0036] An aldol condensation reaction was carried out by adding 9. 9 parts by mass of triethylamine as a catalyst to
a mixture of 199.5 parts by mass of isobutyl aldehyde and 300 parts by mass of 40-mass% formalin while the mixture
was stirred. From a reaction solution thus obtained, low boiling point components such as unreacted isobutyl aldehyde
and triethylamine were distilled off at 70°C under a pressure of 40 kPa, thereby obtaining 480 parts by mass of a crude
HPA aqueous solution. As a result of analyzing the composition of the crude HPA aqueous solution, the contents of the
respective components were 56.0% by mass of HPA, 1.50% by mass of neopentyl glycol, 7.50% by mass of formaldehyde,
0.95% by mass of triethylamine, 2.05% by mass of formic acid, 0.85% by mass of hydroxypivalate neopentylglycol
monoester, 28.0% by mass of water, and 3.15% by mass of other components.

Comparative Example 16

[0037] 210 parts by mass of the crude HPA aqueous solution obtained in Reference Example 2 was added with 503
parts by mass of water to adjust the concentration of HPA and/or a dimer thereof to 16.5% by mass. Further, 1.5 parts
by mass of triethylamine serving as a pH regulator was added to the resulting mixture, attaining a pH value of 6.1. At
this time, the concentration of formaldehyde was 2.21% by mass. This solution was stirred and cooled down to 40°C,
and then crystallized at 39 to 40°C. After 90 minutes, the crystallization was completed. At thistime,the viscosity ofslurry
was 140 mPa-s. Subsequently, a solid-liquid separation was carried out using a centrifugal separator. At this time, 80
parts of water was used for washing a cake. As a result, 748 parts by mass of a filtrate was recovered and 61 parts by
mass of the cake was then obtained. The cake was dried at 30°C under a nitrogen stream, thereby obtaining 47 parts
by mass of HPA and/or a dimer thereof. The recovery rate of HPA and/or a dimer thereof was 40.0% by mass, and the
HPA and/or the dimer thereof were/was then analyzed by gas chromatography. As a result, the purity thereof was 98.6%.
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Comparative Example 17

[0038] The concentration of HPA was adjusted to 18.0% by mass by feeding 110 parts by mass of the crude HPA
aqueous solution obtained in Reference Example 2 and 740 parts by mass of the filtrate recovered in Comparative
Example 16. The mixture was added with 1.5 parts by mass of triethylamine as a pH regulator to adjust the pH value to
6.1. At this time, the concentration of formaldehyde was 2.89% by mass. Subsequently, a crystallization process was
carried out in the same way as in Comparative Example 16. The viscosity of slurry was 70 mPa's. Subsequently, the
resulting product was subjected to a solid-liquid separation and then dried, thereby obtaining 25 parts by mass of HPA
and/or a dimer thereof. A recovery rate of HPA and/or a dimer thereof was 40.5% by mass. As a result of analysis using
gas chromatography, the purity was 97.8%.

[0039] Reference Example 3

An aldol condensation reaction was carried out in the same way as in Reference Example 1. Subsequently, the resulting
reaction solution was subjected to distillation to distill off low boiling point components, such as unreacted isobutyl
aldehyde and triethylamine, at 100 to 105°C under normal pressure, thereby obtaining 425 parts of the crude HPA
aqueous solution. From the analysis of the composition of the crude HPA aqueous solution, the contents of the respective
components were 50.1% by mass of HPA, 6.53% by mass of neopentyl glycol, 0.37% by mass of formaldehyde, 1.54%
by mass of triethylamine, 1.81% by mass of formic acid, 7.50% by mass of hydroxypivalate neopentylglycol monoester,
28.5% by mass of water, and 3.77% by mass of other components.

Comparative Example 18

[0040] 210 parts by mass of the crude HPA aqueous solution obtained in Reference Example 3 was added with 428
parts by mass of water to adjust the concentration of HPA and/or a dimer thereof to 16.5% by mass. Further, 1.3 parts
by mass of triethylamine was added as a pH regulator to the mixture to adjust the pH value to 6.1. At this time, the
concentration of formaldehyde was 0.12% by mass. The resulting solution was stirred while being cooled down to 40°C.
Subsequently, the crystallization was carried out at 39 to 40°C. After 90 minutes, the crystallization was completed. At
this time, the viscosity of slurry was 50 mPa-s. Subsequently, a solid-liquid separation was carried out using a centrifugal
separator. At this time, 80 parts by mass of water was used for washing a cake. As a result, 763 parts by mass of a
filtrate was recovered and 45 parts by mass of the cake was then obtained. The cake was dried at 30°C under a nitrogen
stream, thereby obtaining 33.3 parts by mass of HPA and/or a dimer thereof. The recovery rate of HPA and/or a dimer
thereof was 31.7% by mass.

Claims
1. A method of producing high-purity hydroxypivalaldehyde and/or dimer thereof, comprising:

reacting isobutyl aldehyde with formaldehyde in the presence of a basic catalyst;

distilling off a low boiling point component including unreacted isobutyl aldehyde to obtain an aqueous solution;
adding a diluent to the aqueous solution;

cooling the aqueous solution to crystallize at least one of the hydroxypivalaldehyde and the dimer thereof; and
subjecting the aqueous solution to a solid-liquid separation, followed by washing with an organic solvent and/or
water to obtain at least one of the high-purity hydroxypivalaldehyde and the dimer thereof, wherein

the aqueous solution containing at least one of the hydroxypivalaldehyde and the dimer thereof obtained by
distilling off the low boiling point component is diluted by adding a diluent and a basic compound,

which diluent is at least one of the separation liquid from the solid-liquid separation and the wash solution;

so that the concentration of at least one of the hydroxypivalaldehyde and the dimer thereof becomes 5 to 23%
by mass, the concentration of formaldehyde becomes 0.2 to 2.5% by mass, and the pH value becomes 5.0 or
more, then the solution is crystallized at a temperature of 20 to 45°C, consequently the crystal of at least one
of the hydroxypivalaldehyde and the dimer thereof is subjected to the solid-liquid separation and washed.

2. The method of producing high-purity hydroxypivalaldehyde and/or dimer thereof according to claim 1, wherein the
separation liquid from the solid-liquid separation is repeatedly used as the diluent two or more times.

3. The method of producing high-purity hydroxypivalaldehyde and/or dimer thereof according to claim 1 or 2, wherein
the crystal slurry obtained by the crystallization has a viscosity of 500 mPa-s or less.
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Patentanspriiche

1.

Verfahren zur Herstellung von hochreinem Hydroxypivalaldehyd und/oder einem Dimer davon, umfassend:

Umsetzung von Isobutylaldehyd mit Formaldehyd in Gegenwart eines basischen Katalysators;

Abdestillieren einer Komponente mit niedrigem Siedepunkt einschliellich unreagiertem Isobutylaldehyd zur
Herstellung einer wassrigen Lésung;

Zugabe eines Verdinners zu der wassrigen Lésung;

Kihlen der wassrigen Losung zum Kristallisieren mindestens eines von Hydroxypivalaldehyd und dem Dimer
davon; und

Durchflihrung einer Fest-Fllssig-Trennung mit der wassrigen Lésung,

gefolgt von Waschen mit einem organischen Losungsmittel und/oder Wasser, um mindestens eines von hoch-
reinem Hydroxypivalaldehyd und dem Dimer davon zu erhalten, wobei die wassrige Lsung, die mindestens
eines von Hydroxypivalaldehyd und dem Dimer davon erhalt und durch Abdestillieren der niedrig siedenden
Komponente erhalten wird, verdiinnt wird durch Zugabe eines Verdinners und

einer basischen Verbindung, wobei der Verdiinner mindestens einer der Trennflissigkeit aus der Fest-Flissig-
Trennung und der Waschldsung ist;

so dass die Konzentration von mindestens einem von Hydroxypivalaldehyd und dem Dimer davon 5 bis 23
Gew,-% wird,

die Konzentration von Formaldehyd 0,2 bis 2,5 Gew,-% wird und der pH-Wert 5,0 oder mehr wird, die L6sung
dann bei einer Temperatur von 20 bis 45°C kristallisiert wird, und anschlief’end Kristalle von mindestens einem
von Hydroxypivalaldehyd und dem Dimer davon einer Fest-Fllssig-Trennung unterzogen und gewaschen wer-
den,

Verfahren zur Herstellung von hochreinem Hydroxypivalaldehyd und/oder einem Dimer davon nach Anspruch 1,
wobei die Trennflissigkeit aus der Fest-Fliissig-Trennung wiederholt zwei oder mehrere Male als Verdlnner ver-
wendet wird,

Verfahren zur Herstellung von hochreinem Hydroxypivalaldehyd und/oder einem Dimer davon nach Anspruch 1
oder 2, wobei die durch Kristallisation erhaltene Kristallaufschlammung eine Viskositat von 500 mPa-s oder weniger
aufweist.

Revendications

Procédé pour la préparation d’hydroxypivaldéhyde a haute pureté et/ou du dimére de celui-ci, comprenant les étapes
suivantes ;

faire réagir 'aldéhyde d’isobutyle avec le formaldéhyde en présence d’'un catalyseur basique ;

enlever par distillation un composant a bas point ébullition comprenant de I'aldéhyde d’isobutyle non réagi pour
obtenir une solution aqueuse ;

ajouter un diluent a la solution ;

refroidir la solution aqueuse pour cristalliser au moins I'un de I'hydroxypivaldéhyde et du dimer de celui-ci ; et
soumettre la solution aqueuse a une séparation solide-liquide suivie par I'étape de laver avec un solvant organique
et/ou de I'eau pour obtenir au moins I'un de I'hydroxypivaldéhyde et du dimer de celui-ci, dans lequel la solution
aqueuse contenant au moins I'un de I’hydroxypivaldéhyde et du dimer de celui-ci obtenu par I'étape d’enlever par
distillation le composant a bas point ébullition est diluée par ajouter un diluent et un composé basique,

lequel diluant est au moins I'un du liquide de séparation a partir de la séparation solide-liquide et la solution de lavage ;
pour que la concentration d’au moins 'un de I'hydroxypivaldéhyde et du dimére de celui-ci devienne 5 a 23 % en
masse, la concentration du formaldéhyde devienne 0,2 a 2,5 % en masse et la valeur de pH devienne 5,0 ou plus,
et ensuite la solution est cristallisée a une température de 20 a 45°C, en conséquence le cristal d’au moins I'un de
I'hydroxypivaldéhyde et du dimére de celui-ci est soumis a la séparation solide-liquide et est lavé.

Procédé pour la préparation d’hydroxypivaldéhyde a haute pureté et/ou du dimeére de celui-ci selon la revendication
1, dans lequel la séparation liquide parmi la séparation solide-liquide est utilisée a plusieurs reprises deux ou

plusieurs fois en tant que diluant.

Procédé pour la préparation d’hydroxypivaldéhyde a haute pureté et/ou du dimére de celui-ci selon la revendication
1 ou 2, dans lequel la suspension de crystal obtenue par la cristallisation a une viscosité de 500 mPas ou moins.
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