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seems particularly appealing for large-scale operations and
for different substrates; with the emergence of a considerable
number of new RTILs,* ' it should be possible to design
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The addition of nucleophiles to a,f-unsaturated carbonyl
compounds is a fundamental transformation in organic syn-
thesis. Since there are two reaction sites in the a,3-unsatu-
rated carbonyl functional group, this addition reaction can
only be of practical synthetic utility in organic synthesis if one
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can control the selectivity for the two possible regioisomers.[!!
There are several factors that control the regioselectivity (1,2
vs 1,4 addition). These include the attacking nucleophiles,?!
solvent,! temperature, steric bulk,”! and transition-metal
additives.®”) In general, the softness or hardness of the
nucleophiles is of primary importance. Hard nucleophiles,
such as alkyl lithium compounds, give predominantly 1,2
addition, whereas soft nucleophiles, such as the anion of the
activated methylene compounds, give primarily 1,4 addition
products.!

On the other hand, the complexation of Lewis acids with
the carbonyl oxygen atom can dramatically affect the proper-
ties of the a,B-unsaturated carbonyl compounds.) For exam-
ple, both the reactivity and the selectivity of the Diels— Alder
reaction of a,f-unsaturated carbonyl compounds with dienes
could be greatly enhanced by Lewis acids.'") Lewis acids play
an indispensable role in organic chemistry, especially in
catalytic asymmetric synthesis. Herein we report the Lewis
acid promoted nucleophilic addition of the TiCl,-derived
enolate of f-keto a-diazo carbonyl compounds to a.f-
unsaturated carbonyl compounds. We found that by choosing
appropriate Lewis acids, it is possible to control the selectivity
for either 1,2 or 1,4 addition.

The Ti enolate 1a or 1b was generated by treating the (-
keto a-diazo carbonyl compounds with TiCl,/Et;N in anhy-
drous CH,Cl, at —78°C (Scheme 1).[''] When the enolate 1a
reacts with enone 2a at —78°C, a mixture of 1,2- and 1,4-
addition products (60:40) was isolated in 70 % yield (Table 1,
entry 1). If the enone 2a was stirred with another equivalent
of TiCl, in CH,Cl, before adding to the enolate 1a, the 1,4-
addition product was obtained as the major product (1,2/1,4
17:83) (Table 1, entry 4). If the enone 2a was activated with
SnCl, (1 equiv) instead of TiCl,, the selectivity for 1,4 addition
was further enhanced (1,2/1,4 5:95; Table 1, entry 5). On the
other hand, when the enone 2a was activated with BF;- OEt,,
the 1,2-addition product became predominant (1,2/1,4 83:17;
Table 1, entry 2). The activation of enone with Ti(OiPr),
further enhanced the selectivity for 1,2 addition (1,2/1,4
96:4; Table 1, entry 3). For Ti enolate 1b, a similar enhance-
ment of regioselectivity was observed (Table 1, entries 6 —10).

When enone 2b was employed as the substrate, the direct
reaction with the Ti enolate 1a gave equal amounts of 1,2- and
1,4-addition products (Table 1, entry 11). TiCl, activation of
the enone significantly enhanced 1,4 addition (1,2/1,4 1:99;
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Scheme 1. Lewis acid promoted nucleophilic addition of Ti enolate 1 with a,f-unsaturated carbonyl

compounds 2.
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a: R = OEt, R'= Ph, R2 = Me
b: R =Ph, Rl= Ph, R2= Me

C: R = OEt, R'= Ph, R? = Ph
d:R=OEt,R'=Ph,R?=H
e:R=OEt, Rt =H, RZ=Ph
f:R=0Et R= £\  R2=Me
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Table 1. Regioselective nucleophilic addition of Ti enolate 1 with a.f3-
unsaturated carbonyl compounds 2.

Entry 1 2 Lewisacid® ¢[h] 3 4 348  Yield [%]¢
1 a a none 6 a a 60:40 70
2 a a BF;-OEt, 8 a a 8317 67
3 a a Ti(OiPr)4 8 a a 96:4 78
4 a a TiCl 6 a a 17:83 63
5 a a SnCl, 10 a a 5:95 50
6 b a none 8 b b 50:50 42
7 b a BF;-OEt, 9 b b 76:24 48
8 b a Ti(OiPr), 8 b b 94:6 60
9 b a TiCl 9 b b 22:78 75

10 b a SnCl, 8 b b 0:100 58

11 a b none 9 ¢ ¢ 5050 71

12 a b BF;-OEt, 85 ¢ ¢ 49:51 83

13 a b Ti(OiPr), 8 ¢ ¢ 76:24 90

14 a b TiCl 8 c ¢ 1:99 73

15 a ¢ none 7 d d 100:0 50

16 a ¢ TiCl 5 d d 100:0 71

17 a d none 85 e e 40:60 73

18 a d Ti(OiPr), 85 e e 76:24 82

19 a d SnCl, 85 e e 0:100 76

20 a e none 8 f £ 71:29 78

21 a e Ti(OiPr), 8 f £ 100:0 81

22 a e SnCl 8 f f 0:100 54

[a] Lewis acid (1 equiv) was used to activate the substrate. [b] The product
ratio was determined by 'H NMR spectroscopic analysis (400 MHz) and
was confirmed by separation by column chromatography. [c] Yield of
isolated products.

Table 1, entry 14), whereas BF;-OEt, did not affect the
selectivity for 1,2 addition (1,2/1,4 49:51; Table 1, entry 12).
Evidently, the steric bulk of the phenyl group in enone 2b
overrides the activation of BF;-OEt, for the carbonyl
group.’*) However, activation by Ti(OiPr), can still enhance
the selectivity for the sterically less favored 1,2 addition (1,2/
1,4 76:24; Table 1, entry 13).

For enal 2 ¢, only the 1,2-addition product was isolated, even
in the TiCl,-activated reaction (Table 1, entries 15, 16). The
high reactivity of the aldehyde carbonyl group is the
determining factor in controlling the regioselectivity in this
case. On the other hand, for the enones 2d and 2e, similar
control of diastereoselectivity as that for 2a and 2b was
observed (Table 1, entries 17-22).

Regiocontrol by Lewis acids has also been observed for
cyclic enones. Without the activation of the Lewis acid, the
reaction of Ti enolate 1a with cyclohexenone 5b (Scheme 2)
gave a mixture of 1,2- and 1,4-addi-
tion products in low selectivity (1,2/1,4
67:33; Table 2, entry 4). TiCl, activation
R gave almost only 1,4-addition product
(1,2/1,4 1:99; Table 2, entry 7), whereas
BF;-OEt, activation slightly increases
the amount of 1,2-addition product ob-
tained (1,2/1,4 86:14; Table 2, entry5).
When the enone was activated with
Ti(OiPr),, the 1,2-addition product is
greatly increased (1,2/1,4 99:1; Table 2,
entry 6). For cyclopentenone 5a, the re-
action without Lewis acid activation gave
a mixture of unidentified products (Ta-
ble 1, entry 1). TiCl, activation gave the
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Scheme 2. Lewis acid promoted nucleophilic addition of Ti enolate 1 with
cyclic enones 5.

Table 2. Regioselective nucleophilic addition of Ti enolate 1 with cyclic
enones 5.

Entry 1 5 Lewisacid® «¢[h] 6 7 6/7" Yield [% ]!
1 a a none 8 a a - —Ld]
2 a a BF;-OEt 6.5 a a - —Ld]
3 a a TiCl 7 a a 0:100 45
4 a b none 8 b b 67:33 63
5 a b BF;-OEt, 8 b b 86:14 40
6 a b Ti(OiPr), 8.5 b b 99:1 68
7 a b TiCl 7 b b 1:99 52
8 b b none 8 c ¢ 70:30 51
9 b b BF;-OEt, 8.5 ¢ ¢ 100:0 31l

10 b b TiCl, 8.5 c ¢ 19:81 47

11 b b SnCl 8 c ¢ 0:100 34l

[a] Lewis acid (1 equiv) was used to activate the substrate. [b] The product
ratio was determined by 'H NMR spectroscopic analysis (400 MHz) and
was confirmed by separation by column chromatography. [c] Yields of
isolated products. [d] The reaction gave a complex mixture, 1,4-addition
product could be isolated in low yield. [e] Considerable amounts of starting
materials were recovered.

1,4-addition compound as the sole product (Table 1, entry 3).
The 1,2-addition product could not be isolated when the
reaction was activated with BF; - OEt,. This is believed to be a
result of the low stability of the 1,2-addition product 6a.

The Lewis acid controlled selectivity described above could
be rationalized as follows. As the anion of the activated
methylene compound, the Ti enolate 1 is considered to be a
soft nucleophile.[®) From ab initio calculations it is known that
the complexation of the Lewis acid with the oxygen atom of
an a.fB-unsaturated carbonyl compound increases its carbonyl
coefficient of LUMO relative to that of the remote -carbon
atom,? and hence the Lewis acid coordination should

promote 1,2 addition. = Therefore,
o o BF; - OEt, enhances the 1,2 selectivity.

CI/\M’/CI\.}i:C' However, when enones are activated
th \C‘ICVO/ O\ R by TiCl, or SnCl, [l there is another
d‘) )—87 factor that overrides the Lewis acid

5 N2 activation for 1,2 addition. It is known

8 (M = Sn or Ti) that TiCl, can form dimeric structures
that involve bridging chlorine
atoms.'* 11 Therefore we speculate
that the complex 8 formed in the TiCl,- or SnCl,-activated
reactions in which the two chlorine atoms serve as bridges for
the two transition metals. Because of the steric proximity in
this structure, 1,4 addition occurs much easier. Strong evi-
dence to support this rationalization is that when Ti(OiPr),,
which has no chlorine atoms for the bridging, is used as the
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activator, 1,2 addition was again greatly enhanced (Table 1,
entries 3, 8 13, 18, 21; Table 2, entry 6).

Since the nucleophilic addition products bear diazo func-
tionality, both 1,2- and 1,4-addition products can be subjected
to further synthetically useful transformations.'l For exam-
ple, when 3a was treated with [Rh,(OAc),] (1 mol%) in
benzene, highly efficient chemoselective intramolecular in-
sertion into the O—H bond occurs to give tetrahydrofuran
derivative 9 as a mixture of two diastereomeric isomers in
excellent yield (Scheme 3).

O
OH O O
~ [Rh2(OAc)4] (1% mol) Me OEt
Ph OEt Ph” X
Me N benzene 9
2 reflux, 93 % ®)
3a 9

Scheme 3. [Rh,(OAc),]-mediated intramolecular O—H insertion.

In summary, we have demonstrated that both 1,2 and 1,4
selectivity of the nucleophilic addition could be controlled by
Lewis acids. Similar control of selectivity may be possible for
other types of nucleophiles. Investigations along this line are
underway in our laboratory.

Experimental Section

Typical procedure: TiCl, (209 mg, 1.1 mmol) and Et;N (111 mg, 1.1 mmol)
were added dropwise to a solution of 1a (156 mg, 1 mmol) in anhydrous
CH,Cl, (10 mL) at —78°C. The dark-red mixture was stirred at —78°C for
1 h. Ti(OiPr), (284 mg, 1 mmol) and 2a (146 mg, 1 mmol) in anhydrous
CH,Cl, (2mL) were added to this mixture. The reaction mixture was
stirred for another 8 h and then quenched with saturated aqueous NH,Cl
(5 mL). The organic layer was separated; upon workup, a crude product
was obtained which was purified by flash chromatography to yield major
product 3a as an oil (224 mg) and minor product 4a as a white solid (10 mg,
m.p. 68-69°C) in 78% total yield. Simultaneously, 1a (13%) and 2a
(19%) were recovered.
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In the quest to control noncovalent interactions, S—H---S
hydrogen bonds are attracting great interest. Despite the
prevalence of the thiol group in cysteine residues and the
potential importance of S—H---S bridging bonds in biology,
little is known about this interaction.!"
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