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Abstract: An environmentally friendly method for the cross aldol reaction of silyl enol ethers and ketene
silyl acetal with various aldehydes using montmorillonite K10 is described. Cheap and commercially
available montmorillonite K10 can be used without the need of an ion exchange process under solvent-free
conditions or in water. Hydrate of aldehydes such as glyoxylic acid can be used directly. Thermal treatment
of K10 incrcased the catalytic activity The cataiytic activity was supposed due to the properties of the
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structure of K10 and its inherent Bronsted acidity. © 1999 Eisevier Science Litd. All rights reserved.
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Introduction

There is an urgent need to develop safe, practical and environmentally friendly processes.! Among the

many methods, the use of solid acids such as clay and zeolites as catalysts in organic reactions which can

minimize waste emission and the formation of large quantities of environmentally hazardous toxic substances is

one of the most attractive methods to establish clean chemical processes.? Although ion-exchanged clay has been
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available montmorilionite K10 for C-C bond formation reactions has not been well-studied.3 In addition, the

R

many possible advantages of performing carbon-carbon bond formation in aqueous media has also encouraged us
to investigate the use of K10 for the catalysis in water.4 This relatively unfamiliar territory, especially using
commercially available montmorillonite K10 without organic solvents, lends itself to exploration in terms of
reaction characteristics and stereochemical behaviour therenin.> Here, we report that the cheap, commercially
available clay K10 itself can serve as an efficient promoter for the cross aldol rcaction of silyl enol ethers and

ketene silyl acetal with various aldehydes under solvent-free conditions or in water (eq. 1).
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Results and Discussion

The reaction of benzaldehyde with 1-phenyl-silyl enol ether was initially carried out with various quantities
of K10 to optimize the reaction conditions (eq. 2). The results are summarized in Figure 1.

o] OSiMes K10 OH

Ph)LH + /\Ph a0 Ph/\/LLPh (eq. 2)
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Figure 1. The effect of the amount of K10 used on the %yield of reaction

In the absence of montmorillonite K10, no reaction was observed even after the reaction mixture was stirred
at room temperature in water for 18 hours. Interestingly, the aldol reaction in water proceeded smoothly in the
presence of montmorillonite K10. This result shows that K10 is essential for the success of the rcaction. It was
found that the reaction yield correlated with the amount of added montmorillonite K10 until it peaked at 500
mg/mmol. Furthermore, in all cases, leaving the reaction to proceed longer (>1 hour) did not improve the yield of

the reaction. A mixture of OTMS and OH products was obtained when the amount of montmorillonite K10 was

decreased to less than 400 mg/mmol. Interestingly, decreasing the amount of K10 to 50 mg/mmol afforded only
1 TR A VAT ot e o ool T =11 (e 1)
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According to known studies, there is some intercalating water present between the silicate interiayers of
montmorillonite K10.!1-2 We envisaged that thermal treatment to remove the physisorbed water may increase the
catalytic ability of K10. Thus, commercial K10 was heated at 120-130 °C in an oven for 1 hour. The treated K10
was cooled to room temperature and immediately used in the Mukaiyama-aldol reaction of benzaldchyde with 1-
phenyl silyl enol cther. Using this activated clay, only half of the previous amount of K10 (250 mg/mmol) was
needed to completely convert the aldehydes to the corresponding products. For comparison purposes, the results
are also shown in Figure 1. Thus, thermal treatment of K10 increases the catalytic activity for the Mukaiyama-

he montmorillonite K10 was treated at a temperature higher than 150 °C for a few

With the optimized conditions, the aldol reactions of benzaldehyde with various silyl enol ethers were
carried out using activated clay at room temperature in water (eq. 3). The results are summarized in Table 1
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a. All reactions were carried out on 0.2-0.5 mmol scale. b. Isolated vield. c. Only OH product was obtained. d. A mixture

of OH and OTMS products was obtained. e. Relativc stereochemistry has not been detcrmined.
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In all cases, the reactions proceeded smoothly to afford the corresponding aldol products in moderate to good

ponding products in good yields. However, the diastereoselectivities were low (entries 3 and 4). It is

noteworthy that the clay-catalyzed reaction between 2-trimethylsilyloxy-furan and benzaldchyde gave the y-lactone
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product (entry 5). Interestingly, a mixtur

With equal amounts of K10, the ratio of the two products obtained depends on the silyl enol ether used.
Following these good results obtained in the reaction of benzaldehyde with silyl enol ethers, we explored

the performance of various aldehydes in this clay montmorillonite K10 catalyzed Mukaiyama-aldol reaction. 1-

Phenyl silyl enol ether was chosen as the representative starting material to react with a variety of aldehydes (eq.

4)

OSiMeg montmorillonite K10 OH O
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Similar to the reaction of benzaldehyde, we found that aliphatic aldehydes can also react with 1-phenyl-silyl
enol ether smoothly using the optimized conditions (Table 2, entries 2, 3). When the hydrate of glyoxylic acid
was employed as the starting aldehyde, the reaction proceeded even when commercially available montmorillonite
K10 was used directly. It was also found that only 50 mg/mmol of K10 is sufficient to catalyze the aldol reaction

to afford the product in good yield (entry 4). However, in the case of aromatic aldehydes bearing a heteroatom

o [= =R o TEEass
such as 2-pyridinecarboxaldehyde, the reaction was incomplete affording the aldol product in much lower isolated
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aldehyde to aldol product. Unfortunately, there is no improvement in conversion even when more than 50
mg/mmol montmorillonite K10 was used. It can be easily rationalized that the strong coordination between the
nitrogen atom in the pyridine ring and the clay Bronsted acid sites resulted in the loss of catalytic activity.

Interestingly, if the amount of K10 was increased to 250 mg/mmol, only a trace of the product was observed.

Table 2 Clay-Catalyzed Reaction of Aldehydes with 1-Phenyl-silyl enol ether?

Entry Aldehyde Silyl enol ether Conditions Yield (%)P
l Q QTMS 250 mg/mmolC rt, 87
/VJ\H M N 1h
| I IipvJs, 1 11
= =
” o OTMS 750 me/mmolC rt 62
L /\/\)J\ /\/\ LU LR/ HHIIULT 1, UL
H <R 1T M AL
o | nou, 4n
S
3 Q le/S\ 250 mg/mmol€ rt 71
\)J\u X T A Al
" | J 20,4 h
@] OTMS EMN cm o 1d o TYT M A
4 /u\ U mg/immoi® ri, nyl, 4
HOOC” “H -H20 )\ﬁ 4h
F
5 Q QTMS mg/mmoi® rt, HO 51
b 2 9
/lL. . ,)‘\/\\\ _
N H | 15h
N =
a. All reactions were carricd out on 0.2-0.5 mmol scale. b. Isolated yield. c. Using activated montmorillonite K10
(120 °C-130 °C, 1 h). d. Using commercially available montmorillonite K10 in this reaction

Furthermore. the feasibility of this methodology was also observed with the montmorillonite K10 catalyzed
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Similarly, these reactions with various aldehydes and this silyl enol ether catalyzed by montmorillonite K 10
proceeded smoothly to afford the corresponding aldol products in moderate to high yields (Table 3). The side-
product produced from the excess 1-(2-furyl)-silyl enol ether which makes purification difficult can be reduced by
performing the reaction at 0 °C. In most cases, the OH product was obtained as the sole product. However, the

reaction of benzaldehyde with 1-(2-furyl)-silyl enol cther gave a mixture of OTMS and OH products (53 : 47).

Table 3 Clay Catalyzed Aldol Reaction of Aldehydes with 1-(2-Furyl)-silyl enol ether?

Entry Aldehyde Silyl enol ether Conditionsb Yield (%)¢
o) OTMS
1 250 mg/mmol g2d
NP A0 rt, Hp0, 1 h
(J i , Hy0,
A o) OTMS e
2 /.\/\/U\ 250 mg/mmoi 65¢
H o)
| f rt, Hzo, 1h
3 ? T™ cs) 250 mg/mmol 63¢
~OH N i, Hy,0, | h
| i I ? 222
4 1 Q™S 250 mg/mmol 71e
HOOC™ "H -H20 “ ,”] rt, H,O, 4 h
[+ O OTMS NEN sam v fonmsmn ~1 g1e
J O «JU lllglllllllUl 1Y
| \N H B it, H,0,4 h

a. All reactions were carried out on 0.2-0.5 mmol scale. b. Using activated montmorillonite K10 (120 °C-130 °C, 1
hour). ¢. Isolated yield. d. A mixture of OTMS and OH products was obtained. . Only OH product was obtained.

As an important extension of this methodology, we replaced the silyl enol ethers with ketene silyl acetal.
The commercially available 1-methoxy-2-methyl-1-trimethylsiloxypropene was cmployed to explore the reaction

with a wide variety of aldehydes (eq. 6).

o OSiMeg OH O
montmorillonite K10 /[L
”\ + \/\OCH - A~ (eq 6)
R~ “H I 3 H,0 R /\ OCH3
Qinitlne b s nnn AL Cilxil AammAl atharo 1: all Aacac tha raantinng neanaadad vary fact 1in far ot ranrn ftamnaratiiea o
DIHIHAD O HUMC Ul bllyl CIHO CLHCL S, 111 dll LadTd, UIT 1Tac vy PIU\/D\/UK«U V\zl_y 1ast 11l wdalll at 1uvliil lClllPClalulC v
afford the corresponding aldol products in good yields (Table 4). The reaction of a hetero aromatic compound

such as 2-pyridinecarboxaldehyde was also found to be positive. The high reactivity of this reaction allowed the
product to be obtained in high yield regardless of the possible negative effect of the coordination of nitrogen with
K 10 acidic sites (entry 5). The aliphatic aldehydes were also highly reactive towards ketene silyl acetal in the
presence of activated clay montmorillonite K10 (entries 2, 3). Commercially available glyoxylic acid hydrate
.could be used dircctly (entry 4). In all these cases, only the B-hydroxyl ester was collected without detection of
the possible OTMS product.
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Table 4 Clay Catalyzed Mukaiyama Aldol Reaction of Ketene silyl acetal?

Entry Aldehyde Ketene silyl acetal ConditionsP Yield (%)¢

1 9 oTMS 250 mg/mmol 75
@AH # 0CH, it, H2O, 1 h

2 (1? ?TMS 250 mg/mmol 65

NN

H Y\OCHa rt, H2O, 4 h

3 j\ f’LTMS 250 mg/mmol 84
T H T/ "OCHj3 it, H20, 4 h

4 )01\ OTMS 50 mg/mmol 52
HOOC” ~H H20 YkOCHs rt, HO, 4 h

5 (|:|) ?TMS 50 mg/mmol 89
{YJ\H 7 0CH; i, H20, 1 h

_N

a All reactions were carried out on 0.2-0.5 mmol scale. b Using activated clay montmorillonite K10 (120 °C-130 °C, 1
hour). ¢ Isolated yield.

As a good environmentally friendly catalyst, montmorillonite K10 was found to be reusable. After the
reaction of benzaldehyde and 1-phenyl silyl enol ether, K10 was separated by centrifugation and washed with
ethanol, dcionized water a few times and then reactivated in an oven at 120-130 °C for 2 hours. When the recycled
K10 was used in this reaction of benzaldehyde, it was noted that the reaction occured smoothly and the
corresponding aldol product was obtained in 65% yield. Although the yield is slightly lower, it proved that

montmorillonite K10 can be activated and reused again.

Although the mechanism of the ion exchanged montmorillonite “Kunipia F” catalyzed Mukaiyama-aldol
reaction in organic solvent has been proposed by Onaka and co-workers,’ the real catalytic species affecting the
C-C bond formation is still ambiguous. In our work, the catalyst used is montmorillonite K10 which only has
Bronsted acid sites.2: 6 Therefore, the acidic characteristics of K10 must be responsible for its catalytic activity.
The lower yields obtained in the reactions of heteroaromatic aldehydes such as 2-pyridinecarboxaldehyde with
silyl enol ethers also supported this mechanism. However, there are differences between our reactions using K10
as catalyst and the reported reactions using ion-exchanged montmorillonite “Kunipia F”.

(1) The_structure of montmorillonite.? 7 Unlike ion-exchanged montmorillonite "Kunipia F" which has a

laminated structure, the commercially available montmorillonite K10 is produced from the parent clay
montmorillonite tonsil 13 through acid treatment.® The lamellar structure has been disrupted to a large extent after

Ik Q
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acid treatment. Therefore, K10 has a card-house-like structure
of interlamellar space or mesopores of montmorillonite K10.
(2) Water effect. The ion-exchanged clays used in reported reactionsS have to be predried at 20 °C/1 Torr for 6

hours then 20 °C/0.5 Torr for 24 hours. The reactions have to be carried out in organic solvents under strictly



anhydrous conditions. In our montmorillonite K10 catalyzed Mukaiyama-aldol reaction, both commercially
available K10 without pretreatment or activated by heating K10 at 120-130 °C for 1 hour (Table S, entries 1,2, 3
and 5) can be used. Furthermore, the reactions were performed in water. These differences encouraged us to
study the effect of water including the intercalating water of clay montmorillonite K10 and the water added during
the reaction.

Compared to commercial montmorillonite K10, the activated K10 pretreated by heating at

v 1 the humidity effect on the acidi ac chawn
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-3.7 t0 -4.3 (in humid air) to the range of -5.6 to -5.9.2¢.% Therefore, the increased acidity of K10 may explain

the higher activity of activated K10. As well as removing the physisorbed water it also induces lower polarity,
thus, organic molecules such as aldehydes and the silyl enol ethers may diffuse to the catalytic sites easier for the
cross coupling reaction. Similarly, the Al-Mot successfully used in the reported reactions was predried in vacuum
(25 °C/0.5 torr for 24 hours) in order to get stronger acidity (-8.2< Hg <= -5.6 in CH,Cl5), which enhances the
reactivity of clay.’ On the other hand, treatment of montmorillonite at higher temperature (> 150 °C) as we have
discussed above, lowers the catalytic activity duc to the partial loss of the catalytic sites of montmorillonite K10.

The observation that surface radical sites of the O3SiO-silyoxy t

1 1 itial uildac LA W gte ) §
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benzaldehyde with 1-phenyl silyl enol
ether under neat conditions was performed. The commerciaily bought K10 and activated K10 were used. The
results are listed in Table 5. Comparing entries 3 and 4 which used the commercial available K10, it was found
that the reaction without added water gave the product in lower yield (entry 4). Similar results were also observed
in entries 5 and 6 which used activated K10. These results suggest that the added water indeed has a positive
effect on the reaction of aldehyde with silyl enol ether regardless of the clay K10 used. However, if water was
added to the K10 followed by the aldehyde and silyl enol ether, no reaction was observed (entry 7).

(3) OTMS vs OH aldol product. In the previous reported ion-exchanged clay catalyzed Mukaiyama-aldol

reactione. onlv the -OTMS nroducts were ohtained exclusivelv 5 In contrast. only the -QOH Mukaivama-aldol
reactions, oniy the -O1M> products were obtaimnea exciusively.” In conlrast, only the -On Mukatyama-aldo
Antimling nradniate wwnre nhtainad in manct Af Ane reantinang avan in tha craca Af tha ranstinn 1101ng nan_artivatad 1710
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as a catalyst under neat conditions. The only exception is when the reaction using activated K10 is carried out
under neat condition when the OTMS substituted aidoi product was obtained exclusively. These resuits indicate
that the acidic sites in the predried ion-exchanged montmorillonite cannot hydrolyze the -OTMS coupling product
to form the -OH product. This is similar to our reaction using activated K10 in the absence of added water.
Noteworthy is that both intercalating water (in humid K10, Table 5, entry 4) and water added to activated K10
(Table 3, entry 5) have the same function to convert the -OTMS product to -OH product.

Based on these observations and the reported explanation for ion-exchanged clay catalyzed Mukaiyama-
aldol reactions in organic solvents,3 the mechanism of reaction catalyzed by commercially available K10 under
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H3O% exists in the interlamellar space to balance the negative charge o

2]

molecules are intercalated in the interiamellar space. This physisorbed water can be removed by thermal activation
which results in higher Bronsted acidity of K10. The H30% may readily react with the silyl enol ether and
produced the TMS*. Some may be hydrolyzed by free water molecules, while others may coordinate to the
oxygen of aldehyde in the interlayers or mesopores of K10. In the latter case, the formation of TMS-aldehyde
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compiex activates the aidehyde for the reaction with silyl enol ether to afford the -OTMS aldol product. In the
presence of physisorbed water molecules, the OTMS product may be hydrolyzed to give the -OH product.

Table 5 Effect of Water on Clay Catalyzed Mukaiyama-Aldol Reaction?

Entry Aldehyde Silyl enol ether Conditionsb yield (%)¢

9 ?TMS 400 mg/mmol non-activated K10 72

NOH YN rt, H,0, 1 h (-OH)

2 i QTMS 400 mg/mmol, activated K10 88
7" "H TS . HO. 1 h (-OH)
| | vy RAZNS, 2 AN 4
= =
3 O /OlM/S\ 250 mg/mmol non-activated K10 35
Yy H r rt, H,0, L h (-OH and -OTMS)

¢

4 i QOTMS 250 mg/mmo! non-activated K10 22
| > H /HQ rt, neat, 1 h (-OH)
& 2
g Q QTMS 2150 ma/mmanl antivatad 10 7
< /\)L /\/\ A N LALLMV AL VAL I 1T U Qr
S
oy M i rt, H,0, 1 h (-OH)
L L
7 O OTMS [ X7 3 WY SRR RS ataA 1IN [0
0 /\/“\ )\/\ LU HHIE/LUINVL dCLIVAICU IN1V JI
RS H AN PP T
“\ ,J o | J rt, neat, 1 h (-OTMS)
e
N N
™ . .
7 0] j\/s\ 250 mg/mmol non-activated K10, no reaction
/§ u ~ > co o s e s :
ﬂ J m u J H;O then aldehyde and
s A

silyl enol ether, 1 hd

a All reactions were carried out on 0.5 mmol scale. b The starting materials were added consequently as following: clay,
silyl enol ether, aldehyde, and water. c. Isolated yicld. d. The starting materials were added consequently as indicated.
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following two aspects: First, it provides the H307 v
the TMS+ produced can be rapidly transferred to the aldehyde molecule to activate it. This process may involve the
help of the negatively charged oxygen atoms on the clay surface. This function may also be due to the two-
dimensional structure of the montmorillonite which facilitates the transportation of TMS+ to the aldehyde. The
facts that the presence of intercalated water in commercially available K10 did not hinder the Mukaiyama-aldol
reaction completely and the negative effect of the intercalating water can be compensated by the increasing amount
of K10 used indicating that the clay montmorillonite K10 in the Mukaiyama-aldol reaction did not only work as

ineral acid. The special structure of K10 is of considerable importance.
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Figure 2 The possible mechanism involved in the montmorillonite K10 catalyzed aldol reaction
Conclusion
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silyl cnol ethers or ketene silyl acetals in water. This methodology has the following advantages: (1) practicai ease

and convenience. Commercially available montmorillonite K10 can be used without the need of ion-exchange
processes. (2) Aldol-type reactions can be successfully performed in water. It avoids strict anhydrous and non-
protic conditions. (3) Hydrates of aldehydes such as glyoxylic acid can be used directly. (4) Montmorillonite K10
can be activated and reused again after the reaction. (5) The experimental procedure is extremely simple; simply
mix the montmorillonite K10, aldehyde and silyl enol ether in water for a number of hours and the corresponding

aldol product is usually obtained in good yield.

In ranclician tha hacie (‘ " hand farmatian invalving the caondancatinn af cilul annl athare with variane
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environmentaily friendly process wiil find wide applications in organic synthesis.

Experimental Section

Materials and Methods. Clay montmorillonite K10 was purchased from Aldrich Chemical company. Flash
chromatography was performed using Merck silica gel 60 (40 - 63 um particle size) and distilled solvents.
Columns were typically packed as a slurry and equilibrated with the appropriate solvents prior to use. Infrared

ecorded on a Perkin-Elmer 1600 FTIR spectrophotometer. Proton nuclear magnetic resonance
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ectra 13(‘ NMR) were recorded on a Bruker ACF

n
prean oA NivaINg WY

300 nuclear magnetic resonance spectrometer at the frequency indicated. Mass spectral analyses were carried out

on a VG7035 Micromass mass spectrometer and were reported in unit of mass to charge (m/z). Electron impact

(EI) at an ion current of 70 eV was used for fragmentation of molecules.
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The represeniative procedure of aidoi reaction of aidehydes with 1-phenyl-1-
(trimethylsilyloxy)ethylene catalyzed by commercially available montmorillonite K10 in water:
A round bottom flask containing commercially available montmorillonite K10 (125 mg) was placed in an oven at
120-130 °C for 1 hour then it was cooled to room temperature under nitrogen protection. To the activated K10
was added 1-phenyl-1-(trimethylsilyloxy)ethylene (0.205 mL, 1.0 mmol) and benzaldehyde (0.050 mL, 0.5
mmol) followed by deionized water (5 mL). The resulting suspension was stirred at room temperature for 1 hour.

The ethyl acetate (20 mL) was added. The mixture was centrifuged at 8000 r rpm for 5 min. The liguid

v iq

etter extraction of produci from the clay
interlayers. The resulting suspension was centrifuged again. The combined ethy] acetate extraction was washed
with brine, dried over anhydrous MgSQOjy. After filtration, the ethyl acetate was removed in vacuum. The crude
product was purified by column chromatography on silica gel (hexane: ethyl acetate 10:1) to afford the pure

product in 87% yield (98.3 mg).

3-Hydroxy-1,3-diphenylpropan-1-one: white solid, m.p. 49-50 °C (lit.1! m. p. 50-50.5 °C): Rf (20%
ethyl acetate/hexane) 0.31; FTIR (KBr) : v 3452, 1679, 1597, 1449, 1212 cm™!; 8y (300 MHz, CDCl3) 3.37 (1
H,d, J 44 Hz, COCH») 3.38 (1 H, d,J 7.4 Hz, COCH,), 3.69 (1H, brs, OH), 5.33-5.37 (1 H, dd, J 4.4,

74 Wz CHOHNY 276-7 8§ 0 8 H m, arvl-H) 7047097 /’) ” m, arvl.HY: 8~(75 4 MHz CDC1YA47 2 AQ Q
e A VPR NS § RV s & I Y : NI e S Ady klly WAL yiTRAJ, i yiTaa )y YO\ /DT VAL, Cascad) T, U,

-~ o~ IF\"’/ 170 1 1ANO £ 1"NO £ 177 170 C 1 A2 N ANAN 1. TIDHRAAC TOTN WAL O AAs AN A ~ T ~
125.7, 127.6, 128.1, 128.5, 128.6, 133.6, 136.5, 143.0, 200.1; HRMS (EI): M* found 226.0954. C|s5H 40,
requires 226.0994

3-Hydroxy-1-phenyloctan-1-one: colourless oil, Rf (20% ethyl acetate/hexane) 0.35; FTIR (thin film): v

3440, 1632, 1449, 1275 cm-l; &y (300 MHz, CDCly) 0.87-0.92 (3 H, t, J 6.6 Hz, CH3), 1.10-1.66 (8 H, m,

4-CHj). 2.99-3.08 (1 H, dd, J 8.9 17.6 Hz, COCH»>), 3.14-3.20 (1 H, dd, J 2.8, 17.6 Hz, COCH3), 3.22 (1

H. brs, OH), 4.19-4.24 (1 H, m, CHOH), 7.44-7.49 (2 H, m, aryl-H), 7.55-7.60 (1 H, m, aryl-H),7.94-7.97

(2 H, m, aryl-H); 8¢ (75.4 MHz, CDCl3) 13.9, 22.5, 25.2, 31.7, 36.4, 44.9, 67.7, 128.0, 128.6, 133.4,
136.7, 200.9. HRMS (EI): M+ found 220.1456 C;4H2007 reguires 220.1463.

Ly LANgLD LLY 14--/_\,‘. LR § R

r

3-Hydroxy-4-methyi-i-phenyipentan-i-one: colouriess oii, {Found: C, 74.02; H,

requires C, 74.95; H, 8.39%]; Rf (20% ethyi acctate/hexane) 0.38; FTIR (thin fiim) : v 2

1279, 1211 cm-); 8;; (300 MHz, CDCl3) 1.00 (3 H, d, J 6.6 Hz, CH3), 1.01 (3 H, d, J 6.6 Hz, CH3), 1.78-
1.82 (1 H, m, CH), 3.02-3.15 (1 H, dd, J 9.4, 17.5 Hz, COCH»), 3.17-3.21 (1 H, dd, J 2.3, 17.5 Hz,

COCH3), 3.17 (1 H, brs, OH), 3.97-4.02 (1 H, m, CHOH), 7.45-7.50 (2 H, m, aryl-H), 7.56-7.59 (1 H, m,

aryl-H),7.95-7.98 (2 H, m, aryl-H); 8¢ (75.4 MHz, CDCl3) 17.8, 18.5, 33.0, 41.9, 72.3, 128.0, 128.6, 133.4,
136.8, 201.3.

i ~J
o ]

2-Hydroxy-4-oxo-4-phe
hexane/etnyl d(,Clrl[C) U
CDCl;) 3.50-3.58 (1 H, dd, J 4 7
H, brs, OH), 4.71-4.74 (1 H, dd, J 4.5, 6.3 Hz, CHOH) 7.48-7.53 (2 H, m, aryl-H), 7.61-7.66 (1 H, m,

o, -



~

%
Y

aryl-H),7.96-7.99 (2 H, m, aryl-H); 8¢ (75.4 MHz, CDCl;) 42.0, 66.9, 128.4, 128.9, 134.1, 136.0, 176.1,
198.8. HRMS (EI): M* found 194.0578 C,gH ;004 requires 194.0579.

3-Hydroxy-1-phenyl-3-(2-pyridyl)propan-1-one:!2 white solid, mp 84-86 °C; Rf (50% cthyl
acetate/hexane) 0.35; FTIR (KBr): v 3426, 1704, 1597, 1449, 1252, 1204, 1073 cm'!; 8y (300 MHz, CDCly)
3.45-3.50 (1 H, dd, J 8.2, 17.4 Hz, COCH>), 3.62-3.66 (1 H, dd, J 3.7, 17.4 Hz

dd, J Hz, COCH,), 3.62-3.66 (1 H, dd, J 3.7, 17.4 Hz, COCH;
OH), 5.40-5.42 (1 H, dd, J 3.7, 8.2 Hz, CHOH), 7.20-7.22 (1 H, m, aryl- H) 7.45-7.48
7.55-7.60 (2 H, m, aryl-H), 7 7.74 (1 H, m, aryl-H), 7.97-8.00 (2
Hz, aryi-H); 6¢ (75.4 MHz, CDCIs) 46.0, 70.3, 120.5, i22.5, ‘283
161.6, 200.0. HRMS (EI): M+ found 227.0943 C14H13NO3 requires 227.0946.

2-(Hydroxyphenylmethyl)cyclohexan-1-one:13 white solid, Rf (20% ethyl acetate/hexane) 0.27, 0.33;
FTIR (KBr): v 3426, 1709, 1451, 1128 cm'!; syn 8y (300 MHz, CDCl3) 1.47-1.87 (5 H, m, CH>), 2.05-2.11

(1 H, m, CH,), 2.33-2.48 (2 H, m, COCH,), 2.58-2.62 (1 H, m, COCH), 3.00-3.01 (1 H, d, J 3.3 Hz, OH),
5.39-5.40 (1 H, t, J 2.1 Hz, CHOH), 7.23-7.35 (5 H, m, aryl-H); 8¢ (75.4 MHz, CDCl3) 24.9, 26.0, 28.0,
7 .1

= = =5 245 1L3L £0;

, 141.5, 214.8. anti: 8y (300 MHz, CDCl3) 1.26-1 35 (1 H, m, CH

iy

¥ 1
o)
[N

| %) H,m, CH)

COCH), 394 (1 H, d, J 2.0 Hz, OH) 78-4.80 (1 H, dd, .

H); 6¢c (75.4 MHz, CDCls) 24.8, 27.8, 30.9, 42.7, 57.5, 74.8, 125.
215.6. HRMS (El): M+ found 204.1144 C;3H0; requires 204.1150.

2-(Hydroxyphenylmethyl)cyclopentan-1-one: colourless oil, Rf (20% ethyl acetate/hexane) 0.26, 0.29;
FTIR (thin film): v 3453, 1738, 1453, 1274, 1156 cm!; syn 3y (300 MHz, CDCl3) 1.25-2.32 (6 H, m, 3-

CH>), 2.39-2.44 (1 H, m, COCH), 4.53 (1H, brs, OH), 5.28 (1 H,d, J 2.7 Hz, CHOH), 7.25-7.34 (5§ H, m,
aryl-H); 8¢ (75.4 MHz, CDCl3) 22.7, 26.3, 36.2, 56.0, 71.4, 125.5, 127.2, 128.2, 142.7, 220.3. anti: Sy (300
MIT, MCINY 16 VYW AAAEH v O 2ARDIAA (T H m COCHY 2/ (1 hrg Y 4 6R8-47) (1
MIE, CUCI3) 1.40—£.05J5 (U 11, i, J-C17 ), £.9074.55 1 01, 1y AU ddy, L.U4 (1 0, Uls, ViL), T.U0TT. /& (1 4,
11 r 1A AN TIY ATTATIN T AL ™2 (€T o ool TIN. S 778 A NI, AT NN 12 D40 204 &89 7181
dd, J 1.3, 9.2 Hz, CHOR), /.20-/.33 (0 1, M, aryi-mi}; oc (/5.4 MIZ, LULI3) 2U.5, 20.7, 30.0, JJ.4, /0.1,
126.5, 127.9, 128.3, 141.3, 222.9. HRMS (EI): M* found 190.0992 C,,H 40, requires 190.0994.

5-(Hydroxyphenylmethyl)-5-hydrofuran-2-one: colourless oil, FTIR (thin film): v 3426, 1755, 1453,
1168, 1042 cm-!; major Rf (50% ethyl acetate/hexane) 0.33; 6y (300 MHz, CDCl3) 3.22 (1 H, brs, OH), 4.70
(1 H,d, J 7.0 Hz, CHOH), 5.15 (1 H, ddd, J 1.7, 1.7, 7.0 Hz, CH), 6.08 (1 H, dd, J 1.7, 6.2 Hz, CH=),
7.16 (1 H, dd, J 1.7, 6.2 Hz, CH=), 7.36 (5 H, m, aryl-H). d¢c (75.4 MHz, CDCl3) 75.4, 86.8, 122.8, 126.6,
128.6, 128 8, 137.8, 153.1, 172.5. minor Rf (50% ethyl acetate/hexane) 0.38; &y (300 MHz, CDCl3) 2.90 (1

140U, 150.0

O 506 (1 H brs. CHOH). 5.16 (1 H m, CH), 6.16 (1 H, m, CH=), 7.34-7.40 (6 H, m, nrvl-H

l‘I Ulb, UL}, J.UO (1 11, OId, LLal i), J.10 (1 T, 1y, Seddj, JRC IR U B V;A* %,

and CH=). 8¢ (75.4 MHz, CDCl3) 73.0, 86.4, 121.5, 126.0, 128.5, 128.6, 138. 5 152.8, 172.2. HRMS (El):
M+ found 190.0652 C;H (O3 requires 190.0630.

1-(2-Furyl)-3-hydroxy-3-phenylpropan-1-one: colourless oil, Rf (20% ethyl acetate/hexane) 0.14; FTIR
(thin film): v 3452, 1666, 1468, 1258, 1021 cm™!; 8y (300 MHz, CDCl3) 3.22-3.26 (2 H, m, COCH,), 4.08 (1
H. brs, OH), 5.29-5.33 (1 H, dd, J 4.4, 7.7 Hz, CHOH), 6.53-6.55 (1 H, dd, J 1.7, 3.5 Hz, CH=), 7.21 (I

X.-R. Li/ Tetrahedron 55 (1999) 10789-10802 10799



H. d, J 3.5 Hz, CH=), 7.28-7.43 (5§ H, m, aryl-H), 7.58 (1 H,d, J 1.7 Hz, CH=). d¢ (75.4 MHz, CDCl3)
46.9, 699, 112.4, 117.9, 125.6, 127.6, 128.4, 142.8, 146.8, 152.4, 188.5. HRMS (EI): M+ found 216.0777
C3H;,0;3 requires 216.0786.

1-(2-Furyl)-3-hydroxyoctan-1-one: colourless oil, Rf (20% ethyl acctate/hexane) 0.16; FTIR (thin film):
3439, 1667, 1469, 1026 cm-!, 8y (300 MHz, CDCl3) 0.90 (3 H, t, J 7.0 Hz, CH3), 1.26-1.44 (8 H, m, 4-

RR 171 H
6.5, 1/7.1
h 4

T P s | T 2
aa, J 3.C

-

n
rr ral oY N 1"
C 3) 13.

—t

C
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4
: M+ found 210.1262 C12H1303 requires 210.1256.

1-(2-Furyl)-3-hydroxy-4-methylpentan-1-one: colourless oil, Rf (20% ethyl acetate/hexane) 0.17; FTIR
(thin film): 3426, 1666, 1567, 1469, 1392, 1030 cm'!; 8y (300 MHz, CDCl3) 0.98 (6 H, t, J 6.6 Hz, 2-CH3),
1.77 (1 H, m, CH), 2.84-2.92 (1 H, dd, J 9.2, 16.7 Hz, COCH>), 2.99-3.07 (1 H, dd, J 2.6, 16.7 Hz,

COCH,), 3.96 (1 H, m, CHOH), 6.54-6.56 (1 H, dd, J 3.5, 1.7 Hz, CH=), 7.23 (1 H, d, J 3.5 Hz, CH=),
7.60 (1 H, d, J = 1.7 Hz, CH=); 8¢ (75.4 MHz, CDCl3) 17.7, 18.3, 33.2, 41.8, 72.4, 112.3, 117.5, 146.6,
}526, 189.9. HRMS (EI) (}v{"H20)+ found 164.0834 C]le]sz requires 164.0837.

4-(2-Furyi)-2-hydroxy-4-oxobutanoic acid: colouriess oil, Rf = 0.15 {(0.4% acetic acid/20% hexane/ethyl
acetate); FTIR (thin film): 3416, 1729, 1666, 1568, 1469, 1258, 1103 cm'!; &y (300 MHz, CDCl3) 3.31-3.39
(1 H, dd, J 6.6, 7.6 Hz, COCH>), 3.40-3.48 (1 H, dd, J 4.4, 7.6 Hz, COCH»), 4.69-4.73 (1 H, dd, J
4.4,6.6 Hz, CHOH), 6.54-6.56 (1 H, dd, J 3.5, 1.7 Hz, CH=), 7.26 (1 H,d, J 3.5 Hz, CH=), 7.60 (1 H, d,
J 1.7 Hz, CH=). &¢ (75.4 MHz, CDCl3) 41.7, 66.5, 112.5, 118.5, 147.2, 151.9, 176.8, 186.6. HRMS (ED):
M+ found 184.0382 CgHgOs requires 184.0372.

Hz, COCH,), 3.39-3.46 (i H, dd, J 4.0, 16.7 . ,

8.4 Hz, CHOH), 6.51-6.54 (1 H, dd, J 1.7,3.5 Hz,Cﬂz),71 -7. U(learylH.)/B(l ,d, J 3.5
Hz, CH=), 7.49 (1 H,d, J 7.9 Hz, aryl-H), 7.58 (1 H,d, J 1.7 Hz, CH=), 7.67-7.73 (1 H, m, aryl-H), 8.53
(1 H,d, J 4.8 Hz, aryl-H). 8¢ (75.4 MHz, CDCl3) 45.9, 69.9, 112.3, 118.2, 120.4, 122.4, 136.8, 146.8,
148.4, 152.5, 161.2, 188.1. HRMS (EI): M+ found 217.0737 C;;H;1NOjzrequires 217.0739.

Methyl 3-hydroxy-2,2-dimethyl-3-phenylpropanoate:'* colourless oil, Rf (20% ethyl acetate/hexane)
, 1598, 1454, 1260, 1132 cm-!; 8y (300 MHz, CDCl3) 1.11 (3 H, s,

490 (1 H.s. CHOH). 7.27-7.33 f<u
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Methyl 3-hydoxy-2,2-dimethyloctanoate: colourless oil, Rf (20% ethyl acetate/hexane) 0.46; FTIR (thin
film): 3467, 1726, 1469, 1267, 1141 cm-!; &y (300 MHz, CDCl3) 0.89 3 H, t, J 6.5 Hz, CHz3), 1.16 (3 H, s,
CHs3), 1.18 (3 H, s, CHj3), 1.22-1.65 (8 H, m, 4-CH,), 2.36 (1 H,d, J 6.8 Hz, OH), 3.57-3.63 (1 H, m,



n | K

CHOH), 3.70 (3 H, s, OCHz3). 8¢ (75.4 MHz, CDCli3) 13.9, 20.3, 22.2, 22.5, 26.2, 31.6, 31.7, 47.1, 51.8,
76.6, 178.1. HRMS (EI): (M*-OH) found 185.1549 C;;H;;0; requires 185.1542.

Methyl 3-hydoxy-2,2,4-trimethylpentanoate: colourless oil, Rf (20% ethyl acetate/hexane) 0.45; FTIR
(thin film): 3475, 1719, 1467, 1263, 1142 cm'!; 38y (300 MHz, CDCI3) 0.80 (3 H, d, J 6.8 Hz, CH3), 0.96 (3

H.d.J 69 Hz, CH3), 1.18 (3 H, s, CH3), 1.27 (3 H, 5, CH3), 1.85 (1 H, m, CH), 2.83 (1 H, d, J 8.2 Hz,
). 8¢ (75.4 MHz, CDCl3) 16.0, 21.6, 22.3, 23.7, 29.8, 45.8.

k]

2-Hydroxy-3-(methoxycarbonyl)-3-methylbutanoic acid: colourless oil, Rf (0.4% acetic acid/20%

hexane/ethyl acetate) 0.42; FTIR (thin film): 3451, 1724, 1439, 1272, 1094 cm-1; 8y (300 MHz, CDCl3) 1.26 (3
H, s, CH3), 1.31 (3 H, s, CH3), 3.74 (3 H, s, OCH3), 4.41 (1 H, s, CHOH). &¢ (75.4 MHz, CDCl3) 20.5,
21.6, 46.6, 52.4, 74.9, 176.0, 176.7. HRMS (EI): MH* found 177.0767 C;H,305 requires 177.0763.

Methyl 3-hydoxy-2,2-dimethyl-3-(2-pyridyl)propanoate: colourless oil, [Found: C, 62.77; H, 7.22,
N, 6.57. C;1HsNOj requires C, 63.16; H, 7.18; N, 6.70%]; Rf (20% ethyl acetate/hexane) 0.38; FTIR (thin

[ i)

film) Rf (50% ethyl acetate/hexane) 0.42; FTIR (thin film): 3426, 1738, 1593, 1470, 1258, 1134 cm'l; & (300

AATY . Yy1.08 (3 H fal 2 AN 16 (3 H. 5. CH2). 372 (3 H.s. OCH:). 495 (1 H. 5. CHOH). 7.16-7.23
ving, iy ;) 1.Uo (O 11, 5, Li13), 1.10 (3 I, 5, LI13), J./4 \J 11, d, ULI1Y), 4.7 (1 11, d, L1, 7.10°

PR ¢ 1-H). 7.62-7.67 [ S [ /1 IT i TS A NN CTYCTININQ AQ A
(£ H, m, aryl-f1), /.04-7.0/ D 7.4 CLULI3) LU0, 40.4

51.8, 76.9, 122.1, 122.7, 136.1,
requires 192.1025.
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