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The synthesis of novel chiral (thio)ureas 1-10 and 14-26 is described. These (thio)ureas incorporate chiral auxiliaries
derived from (R)- or (S)-a-phenylethylamine, (R)-phenylglycine, or (1R,2S)-ephedrine. The phenylethyl group in com-
pounds 1-10 and 21-24 adopts a particular orientation in the molecular structure as a consequence of 1,3-allylic strain
with the (thio)carbonyl group. Ureas 1-10 were tested as Lewis basic organocatalysts in epoxide ring opening and in
aldolic condensation, and it was found that the tetrasubstituted urea (R,R)-2 afforded the best results in terms of reaction
yields. (Thio)ureas 20-26 were examined as ligands in the enantioselective diethylzinc addition to benzaldehyde, observ-
ing that Cp-symmetric chiral urea (R,S,R,S)-20 provides the expected carbinol in nearly quantitative yield and in up to

62% enantiomeric excess.
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Introduction

The search for new synthetic methodologies by means of novel
reagents or catalysts is a never-ending task in organic chemistry.
In the past few years, organocatalysis has become a powerful
tool in synthetic chemistry as a consequence of several major
advantages; in particular, (1) it employs relatively simple and
inexpensive reagents; (2) it proceeds under mild reaction condi-
tions; and (3) it does not require of the use of potentially toxic
or sensitive metals.[!] Salient developments in organocatalysis
recently reported are based in the (thio)urea moiety, which can
act as a Brensted acid by forming hydrogen bonds to activate
the substrate.l?] Here it is worth mentioning relevant applica-
tions such as the enantioselective 1,4-additions achieved with
bifunctional organocatalysts,[?! enantioselective Mannich reac-
tions in the generation of B-amino acids,!*! asymmetric Strecker
reactions in the preparation of natural and unnatural a-amino
acids,[®! Baylis—Hillman reactions, ] and others.I”) These appli-
cations demonstrate the usefulness of hydrogen bonding with
chiral Bronsted acids in the activation of prochiral substrates for
the preparation of enantioenriched derivatives.

The urea functionality is also present in the structure of N,N'-
dimethylpropyleneurea (DMPU), which is a polar aprotic solvent
that is used as a non-toxic substitute to the even more polar but
known carcinogen hexamethylphosphoric triamide (HMPA).[®]
An interesting effect of HMPA and DMPU as solvents or addi-
tives in organolithium chemistry is that both of them have a
determinant effect on the aggregation state of alkyllithiums and
thus on their reactivity.[”] With these precedents, a few years ago
we synthesized several chiral analogues of DMPU and explored
their potential use in regio- and enantioselective addition of
2-(1,3-dithianyl)lithium to 2-cyclohexenone.[1]
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In this context, Denmark’s work with chiral phosphoramides
(chiral HMPA analogues) provided a novel kind of organocat-
alytic activity, i.e. by means of Lewis basic activation, in the
following reactions: aldol condensation,[!!] epoxide ring open-
ing by weak nucleophiles,['?) and allylation.['3] In principle,
ureas can also be employed as Lewis bases for this kind of
nucleophilic reactions,!'* as well as in organolithium chem-
istry. In particular, related Lewis bases that have been used as
chiral organocatalysts in enantioselective allylation reactions are
N-oxides,!'! and sulfoxides.[!0]

In addition, thioureas have been shown to be efficient and
air-stable ligands that enhance reaction rates in a large variety
of systems.['”] Furthermore, the capability to act as hydrogen-
bond donors enables (thio)ureas to function as anion recognizing
and sensing agents.['8] Indeed, when a chiral carboxylate is per-
ceived with a chiral thiourea, enantiodiscrimination becomes
feasible.l!]

Results and Discussion
Synthesis of Chiral Ureas 1-9, 14-18, and 20

The a-phenylethylamine group was selected as chiral adju-
vant as it has showed extended applicability in asymmetric
synthesis.[?%) In a previous article,[*!] we showed that ureas 1-4
(Scheme 1) incorporating the a-phenylethylamine group exhibit
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a substantial preference (6.3—10.9 kJ mol~!) in favour of those
conformations with a syn-periplanar arrangement of the C-H
bond and the N—C(O) segment (Fig. 1). This substantial con-
formational bias is a consequence of allylic A3 strainl??1 and
could lead, in principle, to good enantioinduction in reactions
catalyzed by them.

Additional ureas incorporating the a-phenylethylamine
group ((R)-5-7) were obtained via the deprotonation of (R)-4
with sodium hydride and subsequent alkylation with the corre-
sponding alkyl halide (Scheme 2). Repeated attempts to synthe-
size bis-ureas with 1,3-diiodopropane as the electrophile were
unsuccessful because of a competitive elimination—substitution
reaction to give (R)-7 (Scheme 2).

Nevertheless, chiral bis-ureas (R,R)-8 and (R,R)-9 were suc-
cessfully prepared when 1,2-di(bromomethyl)benzene and 1,8-
di(bromomethyl)naphthalene, which lack labile a-hydrogens,
were employed as the electrophiles (Scheme 3).

Interestingly, when (S,S)-bis-a-phenylethylamine was treated
with triphosgene, air-stable chloroformamide (S,5)-10 was
formed instead of the expected linear urea (Scheme 4). Recrys-
tallization of (S,5)-10 gave suitable crystals for X-ray analysis

(Fig. 2).
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Fig. 1. Conformational preference of the a-phenylethylamine in chiral
ureas 1-4.
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Scheme 5 shows the synthetic procedure used in the prepa-
ration of ureas (R)-14-16. The synthesis started with (R)-
phenylglycine, which was protected at the amino function with
a benzyloxycarbonyl group (Cbz) and converted to the corre-
sponding amides incorporating bulky groups such as diphenyl-
methyl (Dpm), tert-butyl (#-Bu), and triphenylmethyl (trityl,
Tr), obtaining in this form (R)-11-13. The next step consisted
in the removal of the protecting group, and reduction of the
amide function afforded the expected diamines, which on reac-
tion with triphosgene afforded the desired ureas (R)-14-16 in
good yields (Scheme 5). Recrystallization of (R)-14 provided
suitable crystals for X-ray crystallographic analysis (Fig. 3).

A third family of compounds incorporating an additional
coordination site was synthesized with (1R,25)-ephedrine as chi-
ral auxiliary, where the B-hydroxy group was anticipated to act
as an additional coordinating site. The straightforward reaction
of the aminoalcohol present in ephedrine with the correspond-
ing isocyanate gave the desired ureas, compounds (1S,2R)-17
and (1S,2R)-18 (Scheme 6). Finally, for the synthesis of the
C,-symmetric urea 20, protection of the hydroxy group with
trimethylsilane (TMS) provided a suitable precursor (Scheme 6).
Recrystallization of (1S5,2R)-17 provided suitable crystals for
X-ray crystallographic analysis (Fig. 4).

Synthesis of Chiral Thioureas 21-26

The C;-symmetric thiourea (S,S)-21 was prepared by reaction
of thiophosgene and two equivalents of (S)-a-phenylethylamine
(Scheme 7). For the preparation of tetrasubstituted thiourea
(R,R)-22, a similar procedure was followed with N,N'-bis-((S)-a-
phenylethylamine)-propane-1,3-diamine and half an equivalent
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Fig. 2. X-Ray crystallographic structure and solid-state conformation of
chloroformamide (8,5)-10.123]
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of thiophosgene (Scheme 7). Recrystallization of (R,R)-22 gave
suitable crystals for X-ray diffraction analysis, showing the syn- Ph
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periplanar orientation of the C—H bond at the phenylethyl group 7% 5501
and the thiocarbonyl group, again as a consequence of allylic (5.5)-
1,3-strain (Fig. 5).1%2] . s -
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Scheme 7.
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Fig. 3. X-Ray crystallographic structure and solid-state conformation of Fig. 5. X-Ray crystallographic structure and solid-state conformation of
cyclic urea (R)-14.123 thiourea (R,R)-22.123]
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Fig. 4. X-Ray crystallographic structure and solid-state conformation of hydroxylated urea (15,2R)-17.23]
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By the same token, thioureas (S)-23, (5)-24, (15,2R)-25, and
(1R,25)-26 were prepared in almost quantitative yield by treat-
ment of the corresponding chiral amine or aminoalcohol with
phenylisothiocyanate (Scheme 8).

Analysis of the X-Ray Crystallographic Structures
Obtained in the Present Work

Molecular structures for compounds (S,5)-10, (R)-14, (15,2R)-
17, and (R,R)-22 are shown in Figs 2—5. Selected bond lengths
and angles are given in Table 1.

Bond distances and angles in the C(X)-NR segment show
some differences in the four compounds depending on the sub-
stituents at the urea fragment. An analysis of data obtained from
the Cambridge Crystallographic database some years agol?]
reports that C—N distances in substituted ureas present average
values of 1.347 and 1.363 A for N-monosubstituted and N,N-
disubstituted derivatives respectively. The values observed in
compounds (R)-14 and (R,S)-17, which incorporate an NH-C(O)
fragment, show C-N distances of 1.352(1) and 1.366(1) A —
larger than the values given above but similar to those described
in other cases.[?>-26]

A larger value of C—N bond length appears to correlate with
the steric demand of the substituent. Thus, the largest C—N
distance, 1.382(2) A, is observed in cyclic urea (R)-14, where
a diphenylmethyl —C(H)Ph, group is bonded to the nitrogen
atom. The shortest C—N bond length among the four compounds
described here is 1.336(3) A, observed in (S,S)-10; neverthe-
less, this value is probably influenced by the presence of the
electronegative chlorine atom bonded to the carbonyl group.
Compound (1S,2R)-17 shows slightly different values for the
two C-N bonds; in this case, not only are the N-substituents dif-
ferent, but the nitrogen atom bound to ephedrine is also involved
in an intramolecular hydrogen bridge with the proton on the —OH
group. The oxygen—nitrogen distance is 2.854 A.

Carbonyl C=0 distances show a small increase on going from
(R)-14, 1.228(2) A, to (1R,25)-17, 1.243(2) A, but both values
are within the range observed for this type of bond. The cor-
responding bond in (S,5)-10 is much shorter, 1.191(3) A, again
probably as a consequence of the electronegative chlorine atom.

The thiocarbonyl C=S bond in (R,R)-22 shows a value
of 1.703(8) A, which is significantly shorter than the values
reported by Flippen and Karle (1.73 A)27] but that determination
was not very precise.
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The replacement of oxygen by sulfur in the urea fragment
does not affect significantly the angles around the carbon atom
of the carbonyl (or thiocarbonyl) group, suggesting little change
on the hybridization of the carbon atom.

As anticipated, the presence of a ring around the urea frag-
ment has a much larger effect on the N-C—O angles. The effect
is more pronounced in (R)-14 where the small size of the ring
leads to a smaller N-C—N angle (107.29(18)°) and simultane-
ously to wider N-C-O angles (1278(16) and 124.92(18)°). The
angle about the nitrogen atoms inside the ring show values closer
to anideal of 109° (110.17(16)° and 113.56(16)°), in sharp con-
trast with the angles around the carbon atoms that complete the
ring, which show angles N(3)-C(4)-C(5) and N(1)-C(5)-C(4)
of 100.91(17) and 101.90(15)°, respectively.

The chloro—carbonyl-nitrogen fragment in compound (S,S)-
10 shows a nearly planar conformation with torsion angles for
O(3)—C(1)-N(2)-C(5) and O(3)—-C(1)-N(2)-C(13) of —5.4(3)
and —176(2)°, respectively, whereas the C1(4)-C(1)-N(2)-C(5)
and Cl(4)-C(1)-N(2)—-C(13) show values of 174.03(14) and
4.6(3)°, respectively.

Thiourea (R,R)-22 also shows nearly planar conformations
in the Y-C-N-C fragments, with torsion angle values between
174.1(8) and 178.2(6)°. Larger deviations are observed in com-
pound (R)-14 with absolute values of 163.34(16), 168.3(2),
17.8(3)°, owing to the conformation imposed by the five-
membered ring. Interestingly, related five-membered ring urea
derivatives[?®! do not show substantial differences from 0 or 180°
angles; these last compounds have SiMes groups substituted on
the nitrogen atoms and these bulky groups probably affect the
overall conformation or the urea fragment.

Compound (1R,25)-17 presents torsion angles that indicate a
substantial deviation from planarity, and this could be due to the
presence of the hydrogen bridge already mentioned that affects
the conformation adopted by the urea group.

Ureas in Organocatalysts (Lewis Bases)

As demonstrated by Denmark,!'?! Lewis bases such as phosphor-
amide or N-oxide derivatives are able to coordinate to weak
Lewis acids such as SiCly, allyltrichlorosilane, and trichloro-
silylenolethers and are efficient promoters of epoxide ring
opening, allylation, and aldol condensation reactions. In the
present paper, we show that ureas are also capable of promoting
those reactions.

Indeed, the opening of cyclohexene oxide with silicon tetra-
chloride does not proceed in the absence of a promoter. However,
in the presence of 0.1 equiv. of the urea as Lewis base, the desired
reaction took place and afforded good yields of the expected
chlorohydrin 27, especially under activation by tetrasubstituted
ureas (R,R)-2 and (S,S)-3 (entries 3 and 4 in Table 2).

By the same token, several (thio)ureas prepared in the current
work were tested as potential activators in the aldol condensation
reaction of acetophenone trimethylsilyl ether enolate via in situ
transilylation to the corresponding trichlorosilylenol derivative.
As shown in Table 3, essentially no reaction takes place in the
absence of (thio)urea (entry 1 in Table 3); however, aldol product
28 is obtained in moderate to good yields with urea activation.
Two salient observations from Table 3 are: (1) relative to car-
bonyl, thiocarbonyl results in a dramatic decrease of the reaction
rate (entries 2 and 3 in Table 3), which can be explained in terms
of the softer nature of the thioureas (weaker coordination to the
benzaldehyde carbonyl). (2) Trisubstituted ureas are less effec-
tive than tetrasubstitued ureas (cf. entries 4 and 8—12 v. entries 2
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Table 1. Some selected bond lengths [A] and angles [°] of compounds (S,S)-10, (R)-14, (15,2R)-17, and
(RR)-22
E, heteroatom
Compound bond (S,5)-10 (R)-14 (18,2R)-17 (R,R)-22
C=Y(E=0, S)* 1.191(3) 1.228(2) 1.243(2) 1.703(8)
N-C(Y)A 1.336(3) 1.352(2) (N3) 1.357(3) (N3) 1.359(8) (N3)
1.382(2) (N1) 1.366(3) (N1) 1.360(7) (N7)
CI-C(0) 1.803(2)
N-C-YA 128.4(2) 127.78(16) (N3) 121.45(18) 121.5(5) (N3)
124.92(18) (N1) 122.77(19) 120.7(5) (N7)
Cl-C-O 116.20(16)
N-C-XB 115.44(17) 107.29(18) 115.78(17) 117.8(6)
C-N-C(E) 124.31(17) 110.17(17) (C5) 115.78(17) 122.0(5) (C2)
113.46(16) (C4) 123.1(5) (C7)

AY =0 in compounds (S,5)-10, (R)-14, and (S,R)-17; Y =S in (R,R)-22. BX=Cl in compound (S.5)-10, and

X =N in compounds (R)-14, (1S,2R)-17, and (R,R)-22.

Table 2. Opening of cyclohexene oxide with silicon tetrachloride
All products were nearly racemic

O:O . g, J0%cat OOH

Cl. "7gc ol

40min 27

Entry Catalyst Yield [%]
1 — <5
2 (R,R)-1 46
3 (R,R)-2 834
4 (8,5)-3 82

A95% yield with 1 equiv. catalyst.

Table 3. Aldol condensation reaction between acetophenone
trimethylsilyl ether enolate and benzaldehyde
All products were nearly racemic

oTMs (1) SiCl,, Hg(OAc),, rt1.5h o OH

Ph /& (2) 10% cat., —78°C Ph MPh
(3 PRCHO 28 ee Ca.O

Entry Catalyst Yield [%]

1 - <5

2 (R,R)-2 90

3 (R,R)-22 42

4 (R)-4 42

5 (R)-5 79

6 (R,R)-8 77

7 (R,R)-9 79

8 (R)-14 57

9 (R)-15 42

10 (R)-16 46

11 (R,S)-17 20

12 (R,S,R.S)-20 33

and 5-7 in Table 3). Unexpectedly, all aldol products in Table 3
were nearly racemic.

In this context, the diastereo- and enantioselectivity of
the aldol condensation reaction between the corresponding
trichlorosilyl enolate of cyclohexanone with benzaldehyde were

Table 4. Aldol condensation reaction between the
trichlorosilyloxicyclohexene and benzaldehyde

0SiCl, 0 OH
(1) 10% cat., —78°C
(2) PhCHO
syn-29 anti-29

Entry Catalyst Yield [%] syn/anti
1 (R,R)-2 83 95:54
2 (R)-14 44 59:41
3 (R,S,R,S)-20 43B 74:268

A8% ee was determined for the syn isomer.
B10% ee was determined for the syn isomer.

evaluated. The results are collected in Table 4 and show again
moderate to good chemical yields of syn-29 and anti-29. Tetra-
substituted urea (R,R)-2 proved to be the best organocatalyst
for this conversion (83% yield, 95% diastereoselectivity, 8%
enantiomeric excess (ee)).

(Thio)ureas as Ligands in the Addition of Diethylzinc
to Benzaldehyde

The enantioselective reaction between organometallic reagents
and carbonyl compounds is one of the most useful methods for
the synthesis of carbinols. Among organometallic compounds,
dialkylzincs have the limitation that no addition reaction takes
place without the activation of the metal by a ligand (usually
aminoalcohols). It was deemed of interest to verify whether the
addition of diethylzinc to benzaldehyde could be promoted by
the (thio)ureas prepared in the present work.

The reaction was carried out with 5mol-% of the ligand
in a mixture of solvents, toluene/hexane (1:1). As it can be
observed in Table 5, monodentade ligands were not efficient
ligands for this reaction because they led to product formation
in only poor yield (entries 1-3). Bis-ureas gave better yields of
the addition product 30, although this product was obtained in
racemic form (entries 4 and 5 in Table 5). Most interestingly,
among those ureas containing a hydroxy group, the one with
two ephedrine segments (entry 8 in Table 5) afforded a 46% ee
of the (R)-enantiomer. Also remarkably, disubstituted thioureas
provided carbinol 30 in a quantitative yield (entries 9—11 and 13
in Table 5).
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Table 5. Additon of diethylzinc to benzaldehyde in the
presence of (thio)ureas

(0] 5% cat. OH
)l\ + Et,Zn T
Ph™ "H Toluene:hexane Ph
(1:1) 30
0-5°C, 20h
Entry Ligand Yield [%)] Enantiomeric
ratio (R)/(S)
1 (R.R)-2 16 49:51
2 (R,R)-22 19 47:53
3 (R)-14 15 55:45
4 (R.R)-8 63 50:50
5 (R.R)-9 70 51:49
6 (1R,29)-17 37 49:51
7 (R,S5)-18 36 48:52
3 (RsS’R’S)'ZO 50 73:27
9 (8.5)-21 99 56:44
10 (5)-23 99 40:60
11 (5)-24 94 52:48
12 (R,S)-25 82 63:37
13 (S,R)-26 99 40:60

Table 6. Addition of diethylzinc to benzaldehyde with

(R,S,R,S)-20 as ligand
Ph.__OH HO__Ph

5% INJ?\ Nj o

o)
U+ Etzn ro o P

Ph™ H 5°C, 20h
30
Entry Temp. [°C] Additive Yield [%]  Enantiomeric
ratio (R)/(S)
1 —20 - 10 68:32
2 5 - 50 73:27
3 25 - 55 68:32
4 5 - 544 76:24
5 5 5% BuLi 51 81:19
6 5 10% BuLi 35 76:24

A10% of the urea was employed.

Additional experiments were carried out to optimize the
results obtained with chiral C,-symmetric (R,S,R,S)-20 as lig-
and (Table 6). When the reaction was carried out at different
temperatures, highest ee was obtained at 5°C (entries 1-3 in
Table 6). Most relevantly, when 10% of the ligand was used, a
52% ee was obtained (entry 4); furthermore, by adding 5 mol-%
of BuLi, carbinol 30 was formed with a higher 62% ee (entry 5
in Table 6).

Conclusions

In conclusion, several novel chiral (thio)ureas were prepared,
which showed potential as efficient Lewis basic organocatalysts
in aldol reactions and epoxide ring-opening reactions, although
no significant enantioinduction was observed. The present work
also shows that ureas are good catalysts for the addition of
diethylzinc to benzaldehyde. In particular, C;-symmetric urea
(R,S,R,S)-20 promoted the high-yield formation of carbinol 30
in up to 62% ee.
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Experimental
General

THF and toluene were distilled from sodium, CH,Cl, was dis-
tilled from P,0Os, and silicon tetrachloride was heated to reflux
for 2h and distilled before use. High resolution mass spectra
were registered on an Agilent Technology Model LS/MSD Ion
TOF mass spectrometer coupled to a HPLC Model 1100. TLC
was carried out on silica gel Fos4 plates, with detection using UV
radiation or 10% aqueous H>SO4. Flash column chromatogra-
phy (FC)?81 was carried out with silica gel (230—400 mesh).
Melting points were not corrected. 'H NMR spectra were
recorded using JEOL Eclipse-400 (400 MHz), Bruker Avance
(300 MHz), and Jeol GSX-270 (270 MHz) spectrometers. '3C
NMR spectra were recorded with JEOL Eclipse-400 (100 MHz),
Bruker Avance (75 MHz), and Jeol GSX-270 (68 MHz) spec-
trometers. Chemical shifts (§) are in ppm downfield from the
internal TMS reference; the coupling constants (J) are given
in Hz. Optical rotations were measured in a Perkin—Elmer 240
polarimeter, using the sodium D-line (589 nm) unless indicated
otherwise.

General Procedure for the N-Alkylation of (R)-4

A solution of 0.55 g (2.7 mmol) of (R)-42!1 in 25 mL of anhy-
drous THF under a N, atmosphere was cooled to 0°C and treated
with 0.178 g (2.9 mmol) of 40% NaH. The resulting solution was
stirred for 30 min before the addition of the alkylating agent
(2.97 mmol). The resulting mixture was stirred for 20 h at room
temperature and then quenched with the slow addition of 20 mL
of water. The product was extracted with EtOAc (2 x 30 mL),
the combined organic extracts were dried (Na;SQy), filtered,
and concentrated. The purification was accomplished by FC
(hexane/EtOAc, 1:1).
N-Methyl-N'-((R)-a-phenylethyl)propyleneurea (R)-5. The
general procedure for N-alkylation was followed. Yield 62%
(0.37 g). Colourless oil, [¢]5" +86.5° (¢ 0.86, CHCl3). (Found:
[M + 1% 219.1506. Calc. for C13H;gN,O: [M + 177 219.1497).
3y (CDCl3, 270 MHz) 7.32-7.12 (5H, m), 5.86 (1H, q, J 7.1),
3.20-2.98 (3H, m), 2.93 (3H, s), 2.78-2.68 (1H, m), 1.82-1.70
(2H, m), 1.43 (3H, d, J 7.1). 8¢ (CDCls, 68 MHz) 156.4, 141.8,
128.3, 127.3, 126.9, 51.0, 47.8, 39.5, 35.9, 22.3, 15.9.
N-Benzyl-N'-((R)-a-phenylethyl)propyleneurea (R)-6. The
general procedure for N-alkylation was followed. Yield 47%
(0.37 g). Colourless oil, [«]¥ +68.1° (¢ 1.32, CHCl3). (Found:
[M + 177 295.1810. Calc. for C1gHp; N, O: [M + 177 295.1810).
3y (CDCl3, 270 MHz) 7.41-7.18 (10H, m), 6.00 (1H, q, J 7.1),
4.62 (2H, s), 3.31-3.0 (3H, m), 2.83-2.75 (1H, m), 1.77-1.70
(2H, m), 1.51 (3H, d, J 7.1). ¢ (CDCl3, 68§ MHz) 156.3, 141.8,
138.7,128.6,128.3,127.8,127.3,127.1,127.0,51.7,51.2,45.2,
39.6,22.4,15.9.
1,2-Bis-(3-(R)-a-phenylethyl-2-oxotetrahydropyrimidyl)meth-
vibenzene (R,R)-8. The general procedure for N-alkylation was
followed with 0.75 g (3.7 mmol) of (R)-4 and 0.44 g (1.66 mmol)
of 1,2-di(bromomethyl)benzene. 67% yield (0.57 g). White
semisolid, mp 45-47°C. []¥" +89.7° (¢ 0.97, CHCL).
(Found: [M 4 1]F 511.3064. Calc. for C3pH39N4O,: [M 4 1]F
511.3073). 65 (CDCl3,400 MHz) 7.42-7.23 (14H, m), 6.01 (2H,
q,J7.0),4.76 (2H, d, J 15.76), 4.71 (2H, d, J 15.76), 3.17-3.05
(6H, m), 2.87-2.80 (2H, m), 1.80-1.76 (4H, m), 1.54 (6H, d,
J17.0). 6c (CDCl3, 100 MHz) 156.2, 141.8, 136.6, 128.4, 128.3,
127.4,127.0,51.3,48.7,45.1, 39.7, 22.4, 16.1.
1,8-Bis(3-(R)-a-phenylethyl-2-oxotetrahydropyrimidyl)meth-
vinaphthalene (R,R)-9. The general procedure for N-alkylation
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was followed with 0.18g (0.9 mmol) of (R)-4 and 0.13g
(0.4mmol) of 1,8-di(bromomethyl)naphthalene. 70% yield
(0.16 g). White crystals, mp 178—179°C. [oz]zD50 +112.8°(c0.91,
CHCl3). (Found: C 76.9, H 7.3, N 10.2. Calc. for C36H49N4O;:
C77.1,H7.2,N 10.0%). ég (CDCl3, 400 MHz) 7.76 (2H, d, J
7.0), 7.45-7.34 (12H, m), 7.28 (2H, dd, J 6.6 and 6.2), 6.04 (2H,
q,J7.0),5.35(2H,d,J16.1),5.24 (2H, d,J 16.1),3.30-3.23 (6H,
m), 2.89 (2H, ddd, J 11.4, 5.8 and 5.1), 1.90-1.78 (4H, m), 1.50
(6H, d, J7.0). §c (CDCl3, 100 MHz) 156.6, 141.8, 136.0, 134.4,
132.0,128.9, 128.5,127.4,127.6, 125.3, 125.1,53.0, 51.3, 45.6,
39.7,22.5, 16.0.

N,N-Bis((S)-a-phenylethyl)chloroformamide (S,S)-10. (S,S)-
Bis-a-phenylethylamine 4.67 g (20.7 mmol), 5.8 mL (41.4 mmol)
of EtzN, and 40 mL of dry CH, Cl, were placed in around-bottom
flask, and the resulting mixture was cooled to 0°C before the
dropwise addition of a solution containing 3.2 g (10.9 mmol) of
triphosgene in 15 mL of CH,Cl,. Stirring was continued at 0°C
for 2h and for 18h at room temperature, and then 30 mL of
1 M HCI were added. The aqueous phase was separated and the
organic layer washed with 40 mL of brine, dried (Na;SO4), and
concentrated. The product was purified by FC (hexane/EtOAc,
85:15) yielding 4.65 g (78% yield) of (S,5)-10 as white crystals,
mp 95-97°C. [a]Z° —191.5° (¢ 2.14, CHCl3). (Found: C 71.1, H
6.6. Calc. for C17H13CINO: C 71.0, H 6.3%). vax (KBr)/cm*l
3434, 3066, 3032, 3001, 2977, 2935, 1956, 1888, 1727 (C=0),
1495, 1453, 1414, 1245, 1144, 1097, 1069, 960, 839, 698. 8y
(CDCl3, 400 MHz) 7.50-7.05 (8H, m), 6.74 (2H, br), 5.82 (1H,
br), 4.60 (1H, br), 1.80 (6H, d, J 7.1). éc (CDCl3, 100 MHz)
146.9, 139.1, 138.8, 128.7, 128.4, 128.1, 127.9, 127.7, 127.3,
59.1, 56.1, 18.1, 17.3.

General Procedure for the Synthesis of Amides Derived
from Phenylglycine

In a round bottom flask were placed 1.5 g (5.3 mmol) of (R)-
benzyloxycarbonylaminophenylacetic acid®®! in 60 mL of THF.
The solution was cooled to 0°C before the addition of 0.63 mL
(5.8 mmol) of N-methylmorpholine. The resulting mixture was
stirred for 5 min and then 0.5 mL (5.9 mmol) of methyl chloro-
formate was added slowly. The resulting mixture was stirred
for 1h and then a solution containing 5.8 mmol of the amine
and 0.75 mL (6.9 mmol) of N-methylmorpholine was added. The
reaction mixture was stirred for 2 h at 0°C and for 16 h at room
temperature. The reaction was quenched with S0 mL of 0.1 M
HCl and extracted with EtOAc (2 x 30 mL). The organic extracts
were dried and concentrated, and the product purified by FC
using hexane/EtOAc (1:1).
(R)-N-Diphenylmethylbenzyloxycarbonylaminophenylaceta-
mide (R)-11. This was prepared according to the general
procedure. 78% yield (1.86g). White solid, mp 187-188°C.
—98.7° (¢ 1.1, CHCl3). (Found: [M + 1] 451.2028. Calc. for
C29H25N2033 [M + 1]+ 451.2022). Su ([DG]DMSO, 400 MHZ)
9.11 (1H, d, J 8.0), 8.0 (1H, d, J 8.4), 7.47 (2H, d, J 7.0), 7.45—
7.15 (16H, m), 7.07 (2H, d, J 6.6), 6.07 (1H, d, J 8.0), 5.46 (1H,
d,J8.4),5.04 (2H, s). ¢ ([Ds]DMSO, 100 MHz) 169.7, 156.2,
142.6, 142.5, 138.9, 137.4, 128.9, 128.8, 128.7, 128.7, 128.3,
128.2, 128.1, 128.0, 127.7, 127.6, 127.4, 66.1, 58.6, 56.5.
(R)-N-Triphenylmethylbenzyloxycarbonylaminophenylaceta-
mide (R)-12. The general procedure was followed. 77% yield
(2.15g). White solid, mp 150-151°C. [«]3" —4.3° (c 1.12,
CHCl3). (Found: [M + Na]* 549.2146. Calc. for C35H39N,O3:
[M + Na]* 549.2149). 8y (CDCl3, 400 MHz) 7.38-7.19 (19H,
m), 7.10-7.08 (6H, m), 6.84 (1H, br), 6.17 (1H, br), 5.31 (1H, br),
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5.08 (1H, d,J 12.4),4.10 (1H, d, J 12.4). §¢ (CDCl3, 100 MHz)
168.4, 155.7, 144.1, 138.0, 136.3, 129.2, 128.7, 128.5, 128.48,
128.14, 128.04, 127.37, 127.18, 70.72, 66.96, 59.57.
(R)-N-tert- Butylbenzyloxycarbonylaminophenylacetamide
(R)-13. The general procedure was followed. 82% yield (1.48 g).
White solid, mp 136-137°C. [«]3° —0.5° (c 3.4, CHCl3).
(Found: [M + Na]* 363.1681. Calc. for CooHpN>O3: [M+
Na]™ 363.1679). 8y (CDCl3, 400 MHz) 7.41-7.26 (10H, m),
6.17 (1H,br),5.47 (1H, br), 5.63 (1H, d,J 12),5.12-5.09 (2H, m),
1.27 (9H, s). 8¢ (CDCl3, 100 MHz) 168.8, 155.7, 138.8, 136.4,
129.1, 128.6, 128.4, 128.2, 128.1, 127.3, 67.0, 59.1, 51.9, 28.6.

General Procedure for the Synthesis of Ureas (R)-14-16

In a flask provided with magnetic stirring was placed 1.7 mmol
of the chiral amide ((R)-11, (R)-12, or (R)-13), Pd/C (10% w/w
relative to amide), and 15 mL of MeOH. The resulting mixture
was exposed to a hydrogen atmosphere (14.6 psi) for 18 h. Filtra-
tion and concentration afforded the unprotected desired product
in quantitative yield, according to 'H NMR analysis. This prod-
uct was redissolved in 40 mL of anhydrous THF and cooled to
0°C before the addition of 343 mg (2.6 mmol) of AlCl; followed
by 325 mg (8.6 mmol) of LiAlHy4 (slow addition). The reaction
mixture was stirred at 0°C for 2h, the ice-bath was removed
and the reaction continued for 22h at room temperature. The
reaction mixture was cooled again to 0°C before the slow addi-
tion of 30 mL of a 1 M aqueous solution of NaOH. Stirring was
continued until the suspension turned white (15 min to 1 h), and
the resulting diamine was extracted with EtOAc (3 x 40 mL).
The organic extracts were combined, dried (Na;SOy), and con-
centrated to afford the pure diamine, according to '3C NMR
spectroscopy. This product was treated with 0.47 mL (3.4 mmol)
of Et3N dissolved in 50 mL of CH;,Cl,, and the resulting mix-
ture was cooled to 0°C before the dropwise addition of a solution
of triphosgene (169 mg (0.57 mmol)) in 10 mL of CH,Cl,. Once
the addition was complete, the ice bath was removed and the stir-
ring was continued for 24 h at room temperature. Then, 50 mL
of HCI (1 M) were added, the aqueous phase was separated
and the organic layer was washed with 30 mL of brine, dried
(Na2S04), and concentrated. The product was purified by FC
(hexane/EtOAc, 1:1) producing a white solid in all cases.
(R)-1-Diphenylmethyl-4-phenylimidazolidin-2-one (R)-14.
The general procedure was followed, affording 0.37g (67%
yield) of a white solid, mp 184-185°C. [a]5" +63.4° (c 1,
CHCIl3). (Found: C 80.3, H 6.2, N 8.5. Calc. for Cy2HpgN,O:
C 80.5,H6.1, N 8.5%). 8y (CDCl3, 400 MHz) 7.40-7.13 (15H,
m), 6.49 (1H, s), 5.48 (1H, br), 4.79 (1H, dd, J 8.8 and 8.0), 3.62
(1H, dd, J 8.8 and 8.4), 3.05 (1H, dd, J 8.4 and 8.0). §c (CDCl3,
100 MHz) 161.7,141.5,139.3,139.0, 129.0,128.5, 128.5, 128 4,
128.1, 127.5, 127.4, 126.1, 59.0, 54.0, 50.6.
(R)-1-Trityl-4-phenylimidazolidin-2-one (R)-15. The general
procedure was followed, affording 0.36 g (52% yield) of a white
solid, mp 156-158°C. [«]%" almost null. (Found: C 83.0, H 6.3,
N 7.2. Calc. for CosHp4N»0: C 83.1, H6.0,N 6.9%). 6y (CDCl3,
400 MHz) 7.50-7.15 (20H, m), 5.03 (1H, br), 4.74 (1H, dd, J 8.8
and 8.0), 3.86 (1H, dd, J 8.8 and 8.4), 3.26 (1H, dd, J 8.4 and
8.0). 6c (CDCl3, 100 MHz) 161.6, 143.1, 141.4, 129.5, 128.9,
128.3,127.7,126.7, 126.3, 73.3, 54.9, 53.8.
(R)-1-tert-Butyl-4-phenylimidazolidin-2-one (R)-16. The
general procedure was followed, affording 0.20 g (55% yield)
of a white solid, mp 118-120°C. [a]5" —0.5° (¢ 2.51, CHCl5).
(Found: C 71.5, H 8.5, N 12.8. Calc. for C;3H§N,0O: C71.5, H
8.3, N 12.8%). 6y (CDCl3, 400 MHz) 7.40-7.27 (5H, m), 4.63
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(1H, dd,J 8.8 and 8.0),4.58 (1H, br), 3.88 (1H, dd,J 8.8 and 8.4),
3.22 (1H, dd, J 8.4 and 8.0), 1.37 (9H, s). 8¢ (CDCl3, 100 MHz)
162.1, 141.7, 128.9, 128.2, 126.2, 53.6, 53.0, 52.3, 27.6.

General Procedure for the Reaction of Ephedrine
with Isocyanates

In a 50-mL round-bottom flask provided with a magnetic stir-
rer was placed 0.92 g (5.6 mmol) of (—)-ephedrine dissolved
in 35mL of CH,Cl,, before the addition of 5.3 mmol of the
corresponding isocyanate and the resulting mixture was stirred
at room temperature for 15 h. The reaction mixture was treated
with 25 mL of 1.0 M HCI and the organic phase was separated,
washed with brine, dried (Na;SO4) and concentrated to give
the crude product, which was purified by flash chromatography
using hexane/EtOAc (8:2 to 1:1).

1-[(2R)-Hydroxy- (1S)-methyl-2-phenylethyl]-1-methyl-3-
phenylurea (1S,2R)-17. This urea was obtained according to the
general procedure, affording 1.43 g (90% yield). White crystals,
mp 134-135°C. []¥" —217.0° (¢ 1.03, CHCl3). (Found: C 71.6,
H 7.2, N 9.9. Calc. for C;7H29N20,: C 71.8, H 7.1, N 9.9%).
3u (CDCl3, 300 MHz) 7.34-7.23 (10H, m), 7.03-6.98 (1H, m),
4.77 (1H, s), 4.34-4.26 (1H, m), 4.18 (1H, br), 2.48 (3H, s),
1.20 (3H, d, J 7.1). 6c (CDCl3, 75 MHz) 157.6, 141.1, 139.5,
129.0, 128.5, 128.1, 126.8, 123.0, 120.0, 77.9, 58.3, 31.6, 14.1.
Enantiomeric [(1R,25)-17] has been reported previously.[>]

1-[(2R)-Hydroxy- (1S)-methyl-2-phenylethyl]-1-methyl-3-
diphenylmethylurea (1S,2R)-18. This urea was obtained accord-
ing to the general procedure, affording 1.95 g (93% yield). White
crystals, mp 123-125°C. [a]%" —121.3° (¢ 0.8, CHCl5). (Found:
C 77.4,H 7.4, N 7.4. Calc. for Co4Hy¢N20,: C 77.0, H 7.0, N
7.5%). 8y (CDCl3, 270 MHz) 7.37-7.17 (15H, m), 6.12 (1H,
d, J 7.2), 5.10 (1H, d, J 7.2), 4.76 (1H, dd, J 3.5 and 3.5),
438 (1H, dq, J 7.1 and 3.5), 4.10 (1H, br), 2.48 (3H, s), 1.20
(3H, d, J 7.1). 8¢ (CDCl3, 68 MHz) 158.8, 142.6, 141.6, 128.7,
128.6,128.2,127.7,127.5,127.4,127.3,126.6,77.9, 58.5, 58.1,
31.3,13.9.

N-Methyl-[(IS,2R)-(2-phenyl-1-methyl-2-trimethylsilyloxy)]
ethylamine (IR,2S)-19. Following the reported protection for
pseudoephedrine,*”] in a round-bottom flask were placed 1.4 g
(8.9 mmol) of (—)-ephedrine, 2.6 mL (18.9 mmol) of triethyl-
amine and 4.0mL (18.9mmol) of hexamethyldisilazane in
10 mL of dichloroethane. The resulting mixture was heated to
reflux for 5h and then concentrated. The product was distilled
in a Kugelrohr apparatus, bp 110°C/0.05 psi, producing 1.77 g
(84% yield) of a colourless oil. [a]2D5° —49.0° (¢ 2.06, CHCl3).
(Found: [M + 17" 238.1629. Calc. for C;3HpNOSi: [M + 1"
238.1627). 8y (CDCl3, 400 MHz) 7.40-7.26 (5H, m), 4.42 (1H,
d, J4.8),4.41 (1H, dq, J 6.6 and 4.8), 2.12 (3H, s), 1.05 (1H,
br), 0.77 (3H, d, J 6.6), 0.21 (9H, s). §c (CDCl3, 100 MHz)
142.8,127.9,127.0,126.5,77.1, 61.2,33.8, 14.3, 0 (SiCH3). ds;
(CDCl3, 399.8 MHz) 18.02 (s).

Bis-1,3-[(2R)-Hydroxy- (1S)-methyl - 2-phenylethyl ] -1,3-
dimethylurea (1S,2R,1'S,2'R)-20. The starting amine (1R,2S5)-
19 (0.86 g, 3.6 mmol), EtzN (1.0 mL, 7.8 mmol), and 15 mL of
dry CH;Cl; were placed in a round-bottom flask and the result-
ing mixture was cooled to 0°C before the dropwise addition
of a solution of 0.18 g (0.6 mmol) of triphosgene in 10 mL of
CH;Cl,. Stirring was continued at room temperature for 34 h,
and then 30 mL of 1 M HCI were added. The aqueous phase was
separated and extracted with two 30-mL portions of CH,Cl,,
the combined organic phases were washed with brine solution,
dried (Na;SOy4), and concentrated. The product was purified
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by FC (hexane/EtOAc, 8:2 to 1:1) producing 0.6 g (47% yield)
of the desired product as a white solid, mp 170-171°C. [a]2D5°
+8.4° (¢ 1.11, CHCIl3). (Found: C 70.5, H 7.9, N 7.9. Calc. for
C1HgN,03: C 70.8, H 7.9, N 7.9%). 8z (CDCl3, 400 MHz)
7.42-7.23 (10H, m), 5.48 (2H, s),4.91 (2H, s),3.56 (2H, dq,J 7.0
and 3.7),2.61 (6H, s), 1.21 (6H, d,J 7.0). 8¢ (CDCls, 100 MHz)
165.2, 142.5, 128.3, 127.4, 126.4, 75.4, 62.0, 36.4, 11.9.

N,N’-Bis((S)-a-phenylethyl)thiourea (S,S)-21. See ref.
[191].

N,N'-Bis((S)-a-phenylethyl)propylenethiourea (S,S)-22. In
a round-bottom flask were placed 1.5 g (5.3 mmol) of N,N'-bis-
((S)-a-phenylethyl)propane-1,3-diamine, 1 1.5 mL (10.6 mmol)
of Et3N, and 40 mL of dry CH,Cl,. The resulting solution was
cooled to 0°C and then it was treated slowly with a solution
of 0.2mL (2.65 mmol) of thiophosgene in 10 mL of CH,Cl,.
The reaction mixture was stirred for 2h at 0°C and for 18 h at
room temperature, before the addition of 50 mL of 1M HCI.
The organic layer was washed with 50 mL of brine, dried
(NayS04), and concentrated. The product was purified by FC
(hexane/EtOAc, 7:3) yielding 0.77 g (45% yield) of a white
solid, mp 205-206°C. [«]%" —144 (c 1.04, CHCl3). (Found: C
73.8,H7.7. Calc. for C0H24N3S: C 74.0, H 7.5%). 6y (CDCl3,
400 MHz) 7.40-7.24 (12H, m), 3.05 (2H, dt, J 12.6 and 5.9),
2.80 (2H, dt, J 12.6 and 5.9), 1.66 (2H, quintuplet, J 5.9), 1.61
(6H, d, J6.9). 8¢ (CDCl3, 100 MHz) 179.8, 140.7, 128.5, 127.3,
58.9,41.1,21.4,15.1.

General Procedure for the Synthesis of Thioureas
Using Phenylisothiocyanate

In a 25 mL round-bottom flask provided with a magnetic stirrer
was placed 2.94 mmol of the chiral amine dissolved in 10 mL
of CH,Cl,. To this solution was added 0.6 mL (2.94 mmol) of
phenylisothiocyanate and the resulting mixture was stirred at
room temperature for 15 h. The reaction mixture was treated with
15 mL of 1 M HCI and the organic phase was separated, washed
with brine solution, dried (Na;SOj), and concentrated to give
the crude product, which was purified by flash chromatography
using hexane/EtOAc (9:1 to 7:3).

N-((S)-a-Phenylethyl)-N'-phenylthiourea (S)-23. This was
obtained according to the general procedure and afforded 0.74 g
(98% yield) of a white solid, mp 64-65°C. [«]5" +87.7° (c 1.06,
CHCI3). (Found: [M+1]" 257.1111. Calc. for C;sHj7N,S:
[M+ 1] 257.1112). 85 (CDCl3, 400 MHz) 8.27 (1H, br), 7.55—
7.12 (10H, m), 6.31 (1H, br), 5.68 (1H, br), 1.53 (3H, d, J 7.0).
3¢ (CDCls, 100 MHz) 179.7, 142.3, 136.3, 130.2, 128.9, 127.7,
127.2,126.3, 125.1, 54.7, 21.7.

N-((S)-1-(a-Naphthyl)ethyl)-N'-phenylthiourea (S)-24. This
was obtained according to the general procedure and afforded
0.86 g (95% yield) of a white solid, mp 97-98°C. [oz]zD50 +128.8°
(c 0.81, CHCI3). (Found: C 74.7, H 6.1, N 9.5. Calc. for
CioHgN2S: C 74.5, H 5.9, N 9.1%). 8y (CDCl3, 400 MHz)
8.24 (1H, d, J 8.4), 8.17 (1H, br), 7.87 (1H, d, J 8.0), 7.80 (1H,
dd, J 6.9 and 2.9), 7.60 (1H, ddd, J 7.6, 7.3 and 1.4), 7.55-7.50
(1H, m), 7.46-7.39 (2H, m), 7.27 (2H, dd, J 7.8 and 7.8), 7.21-
7.15 (1H, m), 7.05 (2H, d, J 7.7), 6.39 (1H, br), 6.25 (1H, br),
1.75 (3H, d, J 6.6). 6c (CDClz, 100 MHz) 179.4, 137.4, 136.2,
134.0, 131.3, 130.2, 128.9, 128.8, 127.1, 127.0, 126.1, 125.2,
124.9, 123.9, 123.0, 51.1, 20.2.

1- ((2R)-Hydroxy - (1S) - methyl-2-phenylethyl)-1-methyl-3-
phenylthiourea (1S,2R)-25. This was obtained according to the
general procedure and afforded 0.77 g (88% yield) of a white
solid, mp 105-107°C (lit. 97-98°CB2]). [o]5" —281.4° (¢ 0.97,
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Table 7. Summary of crystal data for compounds 10, 14, 17, and 22

Parameter Coumpound 10 Coumpound 14 Coumpound 17 Coumpound 22
Empirical formula C17H3CINO C2HyoN,O C17H20N2 0, CyoH24N,0
Molecular weight 287.77 328.40 284.35 308.41
Crystal size [mm?] 0.30 x 0.25 x 0.20 0.45 x 0.27 x 0.25 0.27 x 0.27 x 0.1 0.64 x 0.5 x 0.42
Temperature [K] 293(2) 293(2) 293(2) 223(2)

Space group P212121 P212121 P212121 P43212
Crystal system Orthorhombic Orthorhombic Orthorhombic Orthorhombic
a[A] 7.6657(2) 6.28700(10) 10.4910(4) 14.460(5)
b[A] 12.4219(3) 8.70050(10) 11.3633(5) 14.460(5)
c[A] 16.2106(4) 32.4210(6) 13.0381(6) 8.385(5)

a[°] 90 90 90 90

Bl°] 90 90 90 90

v [°] 90 90 90 90

UA3] 1543.62(7) 1773.43(5) 1554.30(12) 1753.2(14)
u(Mokg) [A] 0.71069 0.71069 0.71069 0.71069

Dealc [Mg m™3] 1.238 1.230 1.215 1.168

VA 4 4 4 4

F(000) 608 696 608 664

6 range [°] 3.51-27.48 3.44-27.47 4.08-27.41 2.81-26.95
Reflections collected 3262 3560 3458 4380

Unique reflections 1904 3560 3458 1921

Rint 0.0174 0.0000 0.0000 0.6237

Ri, wRy [I > 20(D)]
Ry, wR; (all data)
Goodness-of-fit on F2

0.0357, 0.0826
0.0495, 0.0885

1.055 1.012

0.0426, 0.0808
0.0895, 0.0949

0.0469, 0.0868
0.0845, 0.1002
1.043

0.0530, 0.1343
0.1242, 0.1549
1.137

CHCIl3). 8y (CDCls, 400 MHz) 7.45-7.10 (10H, m), 5.27 (1H,
br), 4.95 (1H, br), 3.22 (1H, br), 2.80 (3H, s), 1.70 (1H, s), 1.25
(3H, d, J7.0). §c (CDCl3, 100 MHz) 183.9, 140.5, 140.1, 128.8,
128.6, 128.3, 126.6, 125.3, 124.8, 77.5, 61.0, 35.2, 13.5.

1-((2S)-Hydroxy- (IR )-methyl-2-phenylethyl)-3-phenylthio-
urea (IR,2S)-26. This was obtained according to the general
procedure and afforded 0.79 g (94% yield) of a white solid, mp
138-139°C. [a]zDSO +49.1° (¢ 0.55, CHCI3). (Found: C 67.2, H
6.4,N 9.9, S 11.6. Calc. for C1cH;gN,OS: C 67.1, H6.3,N 9.8,
S 11.2%). g (CDCl3, 270 MHz) 7.98 (1H, br), 7.46—7.15 (10H,
m), 6.22 (1H, d, J 8.4), 5.08 (1H, dd, J 3.5 and 3.2), 4.89 (1H,
br), 0.85 (1H, d, J 3.5), 0.97 (3H, d, J 6.9). §c (CDCl3, 68 MHz)
179.8, 140.4, 135.9, 130.2, 128.3, 127.7, 127.3, 126.1, 125.1,
75.8,56.2, 13.9.

trans-2-Chlorocyclohexanol 27. In a 50-mL round-bottom
flask provided with a magnetic stirrer and under a nitrogen
atmosphere was placed the chiral urea (0.1 mmol) dissolved
in 10mL of dry CH,Cl,, and this solution was treated with
0.1 mL (1.0 mmol) of cyclohexene oxide. The reaction mixture
was cooled to —78°C (dry ice/acetone bath) before the addi-
tion of 0.13mL (1.1 mmol) of silicon tetrachloride. Following
40 min of stirring, the reaction was placed in an ice bath and
quenched with 20 mL of an aqueous saturated NaHCO3 solu-
tion. Then 20 mL of CH,Cl, were added and the aqueous phase
separated and extracted with CH,Cl, (2 x 15 mL). The organic
extracts were combined and washed with 30 mL of brine, dried
(Na;S04), and concentrated. The product was purified with FC
using hexane/EtOAc (95:5), producing a colourless liquid with
the yields summarized in Table 2. 6y (CDCl3, 400 MHz) 3.68
(1H, ddd, J 11.5, 9.3 and 4.5), 3.50-3.43 (1H, m), 2.85 (1H,
8), 2.22-2.13 (1H, m), 2.08-2.00 (1H, m), 1.73-1.53 (3H, m),
1.34-1.18 (3H, m). ¢ (CDCl3, 100 MHz) 75.2, 67.3,35.1, 33.1,
25.6,23.9.

3-Hydroxy-1,3-diphenylpropan-1-one 28. In a Schlenk flask
was placed 288 mg (1.5mmol) of the phenyltrimethylsily-
loxyethene with 4.7 mg (0.015 mmol) of mercury acetate under
a nitrogen atmosphere and dissolved in 3 mL of dry CH,Cl,.
After the addition of 0.34 mL (3 mmol) of silicon tetrachloride,
the mixture was stirred for 1.5h for complete transilylation.
The mixture was concentrated to dryness under vacuum and the
resulting oil was redissolved with a solution of 0.1 mmol of the
Lewis base in 2.5 mL dry CH,Cl,, and cooled to —78°C with a
dry ice—acetone bath before 0.1 mL (1 mmol) of benzaldehyde
was slowly added and the mixture stirred for 2.5h. The dry-
ice bath was removed and 30 mL of a solution of 1:1 1 M NaF
saturated NaH,PO4 was added. After 1.5h of continuous stir-
ring, the product was extracted with CH>Cl, (2 x 40 mL), the
organic phases were combined, washed with 40 mL of brine,
dried (Na;S0O4), and concentrated. The aldol product was puri-
fied with FC (hexane/EtOAc, 9:1) yielding a semisolid with yield
dependent on the Lewis base employed (Table 2), mp 49-51°C.
3y (CDCl3, 400 MHz) 8.00-7.25 (10H, m), 5.38-5.33 (1H, m),
3.69 (1H, br), 3.40-3.35 (2H, m). éc (CDCl3, 100 MHz) 200.2,
143.1, 136.7, 133.7, 128.8, 128.7, 128.3, 127.8, 125.9, 70.1,
47.5.

1-Cyclohexyl-3-hydroxy-3-phenylpropan-1-one 29. In a
Schlenk flask under a nitrogen atmosphere was placed 278 mg
(1.2mmol) of the trichlorosilyloxycyclohexene.[3] The corre-
sponding urea was added (0.1 mmol) dissolved in 10 mL of
dry CH,Cl, and then the solution was cooled to —78°C before
the slow addition of 0.1 mL (1.0 mmol) of benzaldehyde. After
2h with stirring, the dry-ice bath was removed and a 30 mL
solution of 1:1 saturated NaF:NaH,PO4 was added and the
resulting mixture was stirred for 2 h. The product was extracted
with CH,Cl, (2 x 40 mL), the organic phases were combined,
washed with 40 mL of brine, dried (Na;SO4), and concentrated.
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The aldol product was purified with FC (hexane/EtOAc, 9:1)
producing a semisolid with yields that depended on the Lewis
base employed (see Table 4). 8y (CDCls, 270 MHz) 7.37-7.19
(5H, m), 5.38 (1H, br), 3.02 (1H, br), 2.66-2.29 (3H, m), 2.14—
2.00 (1H, m), 1.90-1.40 (5H, m). éc (CDCl3, 68 MHz) 214.9,
141.5, 70.6, 57.3, 42.7, 28.0, 26.1, 24.9. HPLC: Chiracel-OD
(Detector wavelength 220 nm), eluent hexane/Pr'OH (90:10),
flow 0.5 mL min~!, retention time (fz) 14.67 and 17.57 min.
1-Phenylpropanol 30. In a 50-mL round bottom flask pro-
vided with a magnetic stirrer and nitrogen atmosphere was
placed the urea ligand (0.1 mmol) dissolved in SmL of dry
toluene (for some ligands, the use of an ultrasonic bath or heating
was required for complete dissolution). The solution was cooled
with an ice bath and then 5mL (5 mmol) of a 1 M solution of
diethylzinc in hexane was added slowly. After 45 min stirring,
0.2mL (2 mmol) of benzaldehyde was added and the reaction
mixture was allowed to react for 20 h at a temperature between
0 and 5°C. The remaining diethylzinc was destroyed with the
slow addition of 15 mL of 1 M HCI (vigorous evolution of gas).
A white suspension was formed and following the dissolution
of the solid (15 min to 1 h), the product was extracted with ether
(2 x 15mL). The organic extracts were dried (Na;SO4), con-
centrated, and the product purified by FC (hexane/EtOAc, 9:1),
producing a colourless liquid in the yield and enantiomeric ratios
summarized in Table 6. g (CDCl3, 400 MHz) 7.38-7.25 (5H,
m),4.60 (1H,t,J6.6),2.05 (1H, br), 1.89-1.70 (2H, m), 0.92 (3H,
t,J7.5). 6c (CDClz, 100 MHz) 144.7, 128.5, 127.6, 126.1, 76.1,
32.0, 10.3. HPLC: Chiracel-OD, A 220 nm, flow 1 mL min~!,
hexane/Pr'OH (95:5), tr (R) 7.3 min, fg (S) 9.1 min.

Crystallographic Studies

Datasets were collected in a Nonius Kappa CCD diffractometer
using Mok, radiation. All the structures were solved using
SHELX-971231 and were refined by full matrix least-squares
methods. All non-hydrogen atoms were refined anisotropically.
Most hydrogen atoms were placed in idealized positions and
included in the refinement. Crystal data, data collection param-
eters, and results of the analyses are listed in Table 7. Full
crystallographic information can be found in the supplementary
data deposited at the Cambridge Crystallographic Data Centre.
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The crystallographic data can be obtained free of charge
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Crystallographic Data Centre, 12, Union Road, Cambridge CB2
1EZ, UK; fax +44 1223 336033. CCDC nos. 666357—-666360.

Acknowledgements

The authors are grateful to Rodrigo Gonzalez Olvera and Yamir Bandala for
technical assistance.

References

[1] (a)Forrecent reviews in the field of organocatalysis, see: H. Pellissier,
Tetrahedron 2007, 63, 9267. doi:10.1016/J.TET. 2007.06.024
(b) P. Kocovsky, A. V. Malkov, Tetrahedron 2006, 62, 255.
doi:10.1016/J.TET.2005.11.012
(c) A. Berkessel, H. Groger, in Asymmetric Organocatalysis: From
Biomimetic Concepts to Applications in Asymmetric Synthesis 2005
(Wiley—VCH: Weinheim).
(d) P. I. Dalko, L. Moisan, Angew. Chem. Int. Ed. 2004, 43, 5138.
doi:10.1002/ANIE.200400650

2

3

[4

[5

—

]

—

—_

373

(e) K. N. Houk, B. List, Acc. Chem. Res. 2004, 37, 487.
doi:10.1021/AR040216W

(f) B. List, C. Bolm, Adv. Synth. Catal. 2004, 346, 1021.
doi:10.1002/ADSC.200404163

(g) M. Benaglia, A. Puglisi, F. Cozzi, Chem. Rev. 2003, 103, 3401.
doi:10.1021/CR0104400 (h) B. List, Chem. Rev. 2007, 107, 5413.
doi:10.1021/CR078412E

(a) P. R. Schreiner, Chem. Soc. Rev. 2003, 32, 289. doi:10.1039/
B107298F

(b) P M. Pihko, Angew. Chem. Int. Ed. 2004, 43, 2062.
doi:10.1002/ANIE.200301732

(c) A. G. Doyle, E. N. Jacobsen, Chem. Rev. 2007, 107, 5713.
doi:10.1021/CR068373R

(d) W.-R. Zheng, Y. Fu, K. Shen, L. Liu, Q.-X. Guo, TEOCHEM 2007,
822, 103.

(a) H. Huang, E. N. Jacobsen, J. Am. Chem. Soc. 2006, 128, 7170.
doi:10.1021/JA0620890

(b) S. B. Tsogoeva, S. Wei, Chem. Commun. 2006,
doi:10.1039/B517937H

(c) H. Li, J. Wang, L. Zu, W. Wang, Tetrahedron Lett. 2006, 47, 2585.
doi:10.1016/J. TETLET.2006.02.036

(d) H. Li, L. Zu, J. Wang, W. Wang, Tetrahedron Lett. 2006, 47, 3145.
doi:10.1016/J. TETLET.2006.02.140

(e) X. Xu, T. Yabuta, P. Yuan, Y. Takemoto, Synlett 2006, 137.

(f) T. Okino, Y. Hoashi, T. Furukawa, X. Xu, Y. Takemoto, J. Am. Chem.
Soc. 2005, 127, 119. doi:10.1021/JA044370P

(g) M. P. Sibi, K. Itoh, J Am. Chem. Soc. 2007, 129, 8064.
doi:10.1021/JA071739C

(h) Z. Shen, Y. Zhang, C. Jiao, B. Li, J. Ding, Y. Zhang, Chirality 2007,
19,307. doi:10.1002/CHIR.20382

(i) K. Liu, H.-F. Cui, J. Nie, K.-Y. Dong, X.-J. Li, J.-A. Ma, Org. Lett.
2007, 9, 923. doi:10.1021/0OL0701666

(j) L. Jiang, H.-T. Zheng, T.-Y. Liu, L. Yue, Y.-C. Chen, Tetrahedron
2007, 63, 5123. doi:10.1016/J.TET.2007.04.011

(k) H. Miyabe, S. Tuchida, M. Yamauchi, Y. Takemoto, Synthesis 2006,
3295.

(1) T. Inokuma, Y. Hoashi, Y. Takemoto, J. Am. Chem. Soc. 2006, 128,
9413. doi:10.1021/JA061364F

(m) Y.-J. Cao, H.-H. Lu, Y.-Y. Lai, L.-Q. Lu, W.-J. Xiao, Synthesis
2006, 3795.

(a) A. L. Tillman, J. Ye, D. J. Dixon, Chem. Commun. 2006, 1191.
doi:10.1039/B515725K

(b) J. Song, Y. Wang, L. Deng, J. Am. Chem. Soc. 2006, 128, 6048.
doi:10.1021/JA060716F

(c) T. P. Yoon, E. N. Jacobsen, Angew. Chem. Int. Ed. 2005, 44, 466.
doi:10.1002/ANIE.200461814

(d) A. G. Wenzel, M. P. Lalonde, E. N. Jacobsen, Synlett 2003,
1919.

(e) A. G. Wenzel, E. N. Jacobsen, J Am. Chem. Soc. 2002, 124, 12964.
doi:10.1021/JA028353G

(a) P. Vachal, E. N. Jacobsen, J Am. Chem. Soc. 2002, 124, 10012.
doi:10.1021/JA027246]

(b) P Vachal, E. N. Jacobsen,
doi:10.1021/0L005636+

(c) M. S. Sigman, P. Vachal, E. N. Jacobsen, Angew. Chem. Int.
Ed. 2000, 39, 1279. doi:10.1002/(SICI)1521-3773(20000403)39:7
<1279::AID-ANIE1279>3.0.CO;2-U

(d) M. S. Sigman, E. N. Jacobsen, J. Am. Chem. Soc. 1998, 120, 4901.
doi:10.1021/JA980139Y

(e) For cyanosilylation of carbonyl compounds, see: D. E. Fuerst,
E. N. Jacobsen, J Am. Chem. Soc. 2005, 127, 8964. doi:10.1021/
JA052511X

(f) R. M. Steele, C. Monti, C. Gennari, U. Piarulli, F. Andreoli,
N. Vanthuyne, C. Roussel, Tetrahedron Asymmetry 2006, 17, 999.
doi:10.1016/J.TETASY.2006.03.008

(g) S. J. Zuend, E. N. Jacobsen, J. Am. Chem. Soc. 2007, 129, 15872.
doi:10.1021/JA0735352

(h) S. C. Pan, J. Zhou, B. List, Angew. Chem. Int. Ed. 2007, 46, 612.
doi:10.1002/ANIE.200603630

1451.

Org. Lett. 2000, 2, 867.



374

(6]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

(a) J. Wang, H. Li, X. Yu, L. Zu, W. Wang, Org. Lett. 2005, 7, 4293.
doi:10.1021/0L051822+

(b)Y. Sohtome, A. Tanatani, Y. Hashimoto, K. Nagasawa, Tetrahedron
Lett. 2004, 45, 5589. doi:10.1016/J. TETLET.2004.05.137

(c) A. Lattanzi, Synlett 2007, 2106. doi:10.1055/S-2007-984882

(a) A. Berkessel, F. Cleemann, S. Mukherjee, T. N. Miiller,
J. Lex, Angew. Chem. Int. Ed. 2005, 44, 807. doi:10.1002/ANIE.
200461442

(b) M. S. Taylor, E. N. Jacobsen, J. Am. Chem. Soc. 2004, 126, 10558.
doi:10.1021/JA046259P

(c) G. D. Joly, E. N. Jacobsen, J. Am. Chem. Soc. 2004, 126, 4102.
doi:10.1021/JA0494398

(d) T. Okino, S. Nakamura, T. Furukawa, Y. Takemoto, Org. Lett. 2004,
6, 625. doi:10.1021/0L0364531

(e) Y.-W. Chang, J.-J. Yang, J.-N. Dang, Y.-X. Xue, Synlett 2007, 2283.
doi:10.1055/S-2007-984916

(a) T. Mukhopadhyay, D. Seebach, Helv. Chim. Acta 1982, 65, 385.
doi:10.1002/HLCA.19820650141

(b) D. Seebach, A. K. Beck, A. Studer, in Modern Synthetic Methods
(Eds B. Ernst, C. Leumann) 1995 (Verlag Helvetica: Basel).

(a) J. Clayden, in Organolithiums: Selectivity for Synthesis 2002 (Else-
vier Science: Amsterdam).

(b) M. Suzuki, H. Koyama, R. Noyori, Bull. Chem. Soc. Jpn. 2004,
77,259. doi:10.1246/BCSJ.77.259

(¢) X. Sun, D. B. Collum, J Am. Chem. Soc. 2000, 122, 2452.
doi:10.1021/JA992062Z

(d) S. S.-W. Leung, A. Streitwieser, J. Org. Chem. 1999, 64, 3390.
doi:10.1021/J0990075P

(e) A. Streitwieser, E. Juaristi, Y.-J. Kim, J. K. Pugh, Org. Lett. 2000,
2, 3739. doi:10.1021/OL006650P

E. Juaristi, M. Hernandez-Rodriguez, H. Lopez-Ruiz, J. Aviia,
M. Muiioz-Muiiz, M. Hayakawa, D. Seebach, Helv. Chim. Acta
2002, 85, 1999. doi:10.1002/1522-2675(200207)85:7<1999::AID-
HLCA1999>3.0.CO;2-K

(a) S. E. Denmark, R. A. Stavenger, Acc. Chem. Res. 2000, 33, 432.
doi:10.1021/AR960027G

(b) S. E. Denmark, G. L. Beutner, T. Wynn, M. D. Eastgate, J. Am.
Chem. Soc. 2005, 127, 3774. doi:10.1021/JA047339W

(c) S. E. Denmark, J. R. Heemstra Jr, J. Org. Chem. 2007, 72, 5668.
doi:10.1021/J0070638U

(d) S. E. Denmark, T. W. Wilson, M. T. Burk, J. R. Heemstra Jr, J Am.
Chem. Soc. 2007, 129, 14864. doi:10.1021/JA077134Y

S. E. Denmark, P. A. Barsanti, K.-T. Wong, R. A. Stavenger, J. Org.
Chem. 1998, 63, 2428. doi:10.1021/J09801420

(a) S. E. Denmark, D. M. Coe, N. E. Pratt, B. D. Griedel, J. Org. Chem.
1994, 59, 6161. doi:10.1021/JO00100A013

(b) K. Iseki, Y. Kuroki, M. Takahashi, S. Kishimoto, Y. Kobayashi,
Tetrahedron 1997, 53, 3513. doi:10.1016/S0040-4020(97)00084-7
(c) K. Iseki, Y. Kuroki, M. Takahashi, Y. Kobayashi, Tetrahedron Lett.
1996, 37, 5149. doi:10.1016/0040-4039(96)01040-4

(d) S. E. Denmark, J. Fu, J Am. Chem. Soc. 2001, 123, 9488.
doi:10.1021/JA016552E

(e) T. Oyama, H. Yoshioka, M. Tomoi, Chem. Commun. 2005, 1857.
() S. E. Denmark, J. Fu, D. M. Coe, X. Su, N. E. Pratt, B. D. Griedel,
J. Org. Chem. 2006, 71, 1513. doi:10.1021/J0052202P

(g) S. E. Denmark, J. Fu, M. J. Lawler, J. Org. Chem. 2006, 71, 1523.
doi:10.1021/J0052203H

1. Chataigner, U. Piarulli, C. Gennari, Tetrahedron Lett. 1999, 40,3633.
doi:10.1016/S0040-4039(99)00493-1

(a) S. E. Denmark, J. Fu, Chem. Rev. 2003, 103, 2763, and references
therein. doi:10.1021/CR020050H

(b) J. F. Traverse, Y. Zhao, A. H. Hoveyda, M. L. Snapper, Org. Lett.
2005, 7,3151. doi:10.1021/0L050814Q

(¢) Q. Chai, C. Song, Z. Sun, Y. Ma, C. Ma, Y. Dai, M. B. Andrus, Tetra-
hedron Lett. 2006, 47, 8611. doi:10.1016/J.TETLET.2006.09.098
(d) L. Pignataro, M. Benaglia, R. Annunziata, M. Cinquini, F. Cozzi,
J. Org. Chem. 2006, 71, 1458. doi:10.1021/J0052132M

(a) S. Kobayashi, C. Ogawa, H. Konishi, M. Sugiura, J. Am. Chem.
Soc. 2003, 125, 6610. doi:10.1021/JA035061M

(17

[18

—

[t

M. Hernandez-Rodriguez et al.

(b) S. Kobayashi, M. Sugiura, C. Ogawa, Adv. Synth. Catal. 2004, 346,
1023. doi:10.1002/ADSC.200404101

(¢) E Garcia-Flores, L. Flores-Michel, E. Juaristi, Tetrahedron Lett.
2006, 47, 8235. doi:10.1016/J TETLET.2006.09.113

(d) 1. Fernandez, V. Valdivia, M. P. Leal, N. Khiar, Org. Lett. 2007, 9,
2215. doi:10.1021/0L070729D

(a) D. Yang, Y.-C. Chen, N.-Y. Zhu, Org. Lett. 2004, 6, 1577.
doi:10.1021/0L049697+

(b) M. Dai, B. Liang, C. Wang, J. Chen, Z. Yang, Org. Lett. 2004, 6,
221. doi:10.1021/0L036182U

(c) Y. Tang, L. Deng, Y. Zhang, G. Dong, J. Chen, Z. Yang, Org. Lett.
2005, 7, 593. doi:10.1021/0OL047651A

(d) Y. Tang, Y. Zhang, M. Dai, T. Luo, L. Deng, J. Chen, Z. Yang, Org.
Lett. 2005, 7, 885. doi:10.1021/0L047394+

(e) Y. Tang, L. Deng, Y. Zhang, G. Dong, J. Chen, Z. Yang, Org. Lett.
2005, 7, 1657. doi:10.1021/0L050410Y

(f) M. Yang, K.-T. Yip, J.-H. Pan, Y.-C. Chen, N.-Y. Zhu, D. Yang,
Synlett 2006, 3057. doi:10.1055/S-2006-951501

(g) W. Chen, R. Li, Y. Wu, L.-S. Ding, Y.-C. Chen, Synthesis 2006,
3058. doi:10.1055/S-2006-942531

(h) See, also: X. Cui, Y. Zhou, N. Wang, L. Liu, Q.-X. Guo, Tetra-
hedron Lett. 2007, 48, 163. doi:10.1016/J.TETLET.2006.10.124

(i) W. Chen, R. Li, B. Han, B.-J. Li, Y.-C. Chen, Y. Wu, L.-S. Ding,
D. Yang, Eur. J Org. Chem. 2006, 1177. doi:10.1002/EJOC.
200500644

(j) M. Bonizzoni, L. Fabbrizzi, A. Taglietti, F. Tiengo, Eur. J. Org.
Chem. 2006, 3567. doi:10.1002/EJOC.200600388

(k) J.-H. Pan, M. Yang, Q. Gao, N.-Y. Zhu, D. Yang, Synthesis 2007,
2539.

(a) C. S. Wilcox, E.-I. Kim, D. Romano, L. H. Kuo, A. L. Burt,
D. P. Curran, Tetrahedron 1995, 51, 621. doi:10.1016/0040-
4020(94)00921-G

(b) S. Nishizawa, P. Biithlmann, M. Iwao, Y. Umezawa, Tetrahedron
Lett. 1995, 36, 6483. doi:10.1016/0040-4039(95)01296-T

(c) K. P. Xiao, P. Bithmann, S. Nishizawa, S. Amemiya, Y. Umezawa,
Anal. Chem. 1997, 69, 1038. doi:10.1021/AC961035D
(d) S. Nishizawa, N. Teramae, Anal. Sci. 1997,
doi:10.2116/ANALSCI.13.SUPPLEMENT_485

(e) S. Nishizawa, H. Kaneda, T. Uchida, N. Teramae, J. Chem. Soc.,
Perkin Trans. 2 1998, 2325. doi:10.1039/A8050751

() Y. Tobe, S.-I. Sasaki, M. Mizuno, K. Naemura, Chem. Lett. 1998,
27, 835. doi:10.1246/CL.1998.835

(g)K.H. Lee, H.-Y. Lee, D. H. Lee, J.-1. Hong, Tetrahedron Lett. 2001,
42, 5447. doi:10.1016/S0040-4039(01)01011-5

(h) L. Nie, Z. Li, J. Han, X. Zhang, R. Yang, W.-X. Liu, F-Y. Wu,
J.-W. Xie, Y.-F. Zhao, Y.-B. Jiang, J Org. Chem. 2004, 69, 6449.
doi:10.1021/J0049088F

(i) Z.-Y. Zeng, Y.-B. He, J.-L. Wu, L.-H. Wei, X. Liu, L.-Z. Meng,
X. Yang, Eur J Org. Chem. 2004, 2888. doi:10.1002/EJOC.
200400014

(j) M. Boiocchi, L. Del Boca, D. E. Goémez, L. Fabbrizzi,
M. Licchelli, E. Monzani, J Am. Chem. Soc. 2004, 126, 16507.
doi:10.1021/JA045936C

(k) C. R. Bondy, P. A. Gale, S. J. Loeb, J. Am. Chem. Soc. 2004, 126,
5030. doi:10.1021/JA039712Q

(1) P. Zlatuskova, I. Stibor, M. Tkadlecova, P. Lhotak, Tetrahedron
2004, 60, 11383. doi:10.1016/J.TET.2004.09.088

(m) T. Gunnlaugsson, P. E. Kruger, P. Jensen, J. Tierney, H. D. P. Ali,
G.M. Hussey, J. Org. Chem. 2005, 70, 10875. doi:10.1021/J00520487
(n) V. Amendola, D. Esteban-Gémez, L. Fabbrizzi, M. Licchelli, Acc.
Chem. Res. 2006, 39, 343. doi:10.1021/AR050195L

(o) V. S. Bryantsev, B. P. Hay, J. Am. Chem. Soc. 2006, 128, 2035.
doi:10.1021/JA056699W

(p) E. J. Jun, K. M. K. Swamy, H. Bang, S.-J. Kim, J. Yoon, Tetrahedron
Lett. 2006, 47, 3103. doi:10.1016/J.TETLET.2006.02.147

(q) S.-i. Kondo, M. Sato, Tetrahedron 2006, 62, 4844. doi:10.1016/
J.TET.2006.03.002

(r) Y-P. Yen, K.-W. Ho, Tetrahedron Lett.
doi:10.1016/J.TETLET.2005.12.009

13, 485.

2006, 47, 1193.



Synthesis of Novel Chiral (Thio)ureas

[19]

[20]

(21]

(s) E-Y. Wu, Z. Li, L. Guo, X. Wang, M.-H. Lin, Y.-E. Zhao,
Y.-B. Jiang, Org. Biomol. Chem. 2006, 4, 624. doi:10.1039/B513969D
(t) M. Bonizzoni, L. Fabbrizzi, A. Taglietti, F. Tiengo, Eur. J. Org.
Chem. 2006, 3567. doi:10.1002/EJOC.200600388

(u) M. Freemantle, Chem. Eng. News 2006, 84, 83.

(v) S. Rashdan, M. E. Light, J. D. Kilburn, Chem. Commun. 2006,
4578. doi:10.1039/B611138F

(w) A. M. Costero, P. Gavina, G. M. Rodriguez-Muniz, S. Gil, Tetra-
hedron 2006, 62, 8571. doi:10.1016/J.TET.2006.06.058

(x) I. Hisaki, S.-I. Sasaki, K. Hirose, Y. Tobe, Eur. J. Org. Chem. 2007,
607. doi:10.1002/EJOC.200600647

(a) G. M. Kyne, M. E. Light, M. B. Hursthouse, J. de Men-
doza, J. D. Kilburn, J Chem. Soc., Perkin Trans. 1 2001, 1258.
doi:10.1039/B102298A

(b) P. Laurent, H. Miyaji, S. R. Collinson, E. Prokes, C. J. Moody,
J. H. R. Tucker, A. M. Z. Slawin, Org. Lett. 2002, 4, 4037.
doi:10.1021/0L020162V

(c) T. Gunnlaugsson, A. P. Davis, G. M. Hussey, J. Tierney, M. Glynn,
Org. Biomol. Chem. 2004, 2, 1856 See, also doi:10.1039/B404706K
(d) X. Mei, C. Wolf, J Am. Chem. Soc. 2004, 126, 14736.
doi:10.1021/JA0459781

(e) K.-X. Xu, X.-J. Wu, Y.-B. He, S.-Y. Liu, G.-Y. Qing, L.-Z. Meng,
Tetrahedron Asymmetry 2005, 16, 833. doi:10.1016/J. TETASY.2004.
12.023

() S. K. Kim, N. J. Singh, S. J. Kim, K. M. K. Swamy, S. H.
Kim, K.-H. Lee, K. S. Kim, J. Yoon, Tetrahedron 2005, 61, 4545.
doi:10.1016/J.TET.2005.03.009

(g) M. Hernandez-Rodriguez, E. Juaristi, Tetrahedron 2007, 63, 7673.
doi:10.1016/J.TET.2007.05.021

(a) E. Juaristi, J. Escalante, J. L. Ledn-Romo, A. Reyes, Tetrahedron
Asymmetry 1998, 9, 715. doi:10.1016/S0957-4166(98)00058-5

(b) E. Juaristi, J. L. Leon-Romo, A. Reyes, J. Escalante, Tetrahedron
Asymmetry 1999, 10, 2441. doi:10.1016/S0957-4166(99)00242-6
M. Hernandez-Rodriguez, R. Melgar-Fernandez, E. Juaristi, J. Phys.
Org. Chem. 2005, 18, 792. doi:10.1002/POC.939

[22]

[23]

[24]

[25]
[26]
[27]
(28]

[29]

[30]
[31]

[32]
[33]

375

D. Seebach, B. Lamatsch, R. Amstutz, A. K. Beck, M. Dobler,
M. Egli, R. Fitzi, M. Gautschi, B. Herradon, P. C. Hidber, J. J. Irwin,
R. Locher, M. Maestro, T. Maetzke, A. Mourifio, E. Pfammatter,
D. A. Plattner, C. Schickli, W. B. Schweizer, P. Seiler, G. Stucky,
W. Petter, J. Escalante, E. Juaristi, D. Quintana, C. Miravitlles,
E. Molins, Helv. Chim. Acta 1992, 75, 913. doi:10.1002/HLCA.
19920750326

The structures were solved and refined using SHELX-97:
G. M. Sheldrick, Programs for Crystal Structure Analysis 1997
(University of Gottingen: Germany). Within WinGX program ver-
sion 1.64.05.28, L. J. Farrugia, J Appl. Cryst. 1999, 32, 837.
doi:10.1107/S0021889899006020

E H. Allen, O. Kennard, D. G. Watson, L. Brammer, A. G. Orpen,
R. Taylor, J. Chem. Soc., Perkin Trans. 2 1987, S1. doi:10.1039/
P298700000S 1

R. Szalay, G. Pongor, V. Harmat, Z. Bocskei, D. Knausz, J. Organomet.
Chem. 2005, 690, 1498. doi:10.1016/J.JORGANCHEM.2004.12.023
L. S. Reddy, S. Basavoju, V. R. Vangala, A. Nangia, Cryst. Growth
Des. 2006, 6, 161. doi:10.1021/CG0580152

J. L. Flippen, 1. L. Karle, J Phys. Chem. 1970, 74, 769.
doi:10.1021/J100699A016

W. C. Still, M. Kahn, A. Mitra, J. Org. Chem. 1978, 43, 2923.
doi:10.1021/JO00408 A041

C. Fotsch, J. D. Sonnenberg, N. Chen, C. Hale, W. Karbon,
M. H. Norman, J Med. Chem. 2001, 44, 2344. doi:10.1021/
IM0004547

C.A.I. Meyers, L. M. Fuentes, Y. Kubota, Tetrahedron 1984, 40, 1361.
doi:10.1016/S0040-4020(01)82421-2

R. Hulst, N. K. de Vries, B. L. Feringa, Tetrahedron Asymmetry 1994,
5,699. doi:10.1016/0957-4166(94)80032-4

W. H. A. Fischer, E. M. Plein, J. Am. Pharm. Assoc. 1955, 44, 313.
S. E. Denmark, R. A. Stavenger, S. B. D. Winter, K.-T. Wong, P. A.
Barsanti, J. Org. Chem. 1998, 63, 9517. doi:10.1021/J0981740H

Ay Aust. J. Chem.

httpz/fwww.publish.csiro.aufjoumnals/ajc



