Reactions of Carbon
Nucleophiles with Carbonyl
Compounds

Introduction

The reactions described in this chapter include some of the most useful methods
for carbon-carbon bond formation: the aldol reaction, the Robinson annulation, the
Claisen condensation and other carbon acylation methods, and the Wittig reaction and
other olefination methods. All of these reactions begin with the addition of a stabilized
carbon nucleophile to a carbonyl group. The product that is isolated depends on the
nature of the stabilizing substituent (Z) on the carbon nucleophile, the substituents
(A and B) at the carbonyl group, and the ways in which A, B, and Z interact to
complete the reaction pathway from the addition intermediate to the product. Four
fundamental processes are outlined below. Aldol addition and condensation lead to
B-hydroxyalkyl or a-alkylidene derivatives of the carbon nucleophile (Pathway A).
The acylation reactions follow Pathway B, in which a group leaves from the carbonyl
electrophile. In the Wittig and related olefination reactions, the oxygen in the adduct
reacts with the group Z to give an elimination product (Pathway C). Finally, if the
enolate has an a-substituent that is a leaving group, cyclization can occur, as in
Pathway D. This is observed, for example, with enolates of a-haloesters. The funda-
mental mechanistic concepts underlying these reactions were introduced in Chapter 7
of Part A. Here we emphasize the scope, stereochemistry, and synthetic utility of these
reactions.
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A second important reaction type considered in this chapter is conjugate addition,
which involves addition of nucleophiles to electrophilic double or triple bonds.
A crucial requirement for this reaction is an electron-withdrawing group (EWG) that
can stabilize the negative charge on the intermediate. We focus on reactions between
enolates and o,3-unsaturated carbonyl compounds and other electrophilic alkenes such
as nitroalkenes.

o O

O
H+ 1
EWG '~ EWG
Y)\(H + CHy,=CH—EWG Y)K(\/ Y)K(:\/
R R'

R

enolate conjugate addition

The retrosynthetic dissection is at a bond that is « to a carbonyl and [ to an anion-
stabilizing group.

o o

Y)K(E\/EWG — YJ\ + CH,=CH—EWG

R R

2.1. Aldol Addition and Condensation Reactions

2.1.1. The General Mechanism

The general mechanistic features of the aldol addition and condensation reactions
of aldehydes and ketones were discussed in Section 7.7 of Part A, where these
general mechanisms can be reviewed. That mechanistic discussion pertains to reactions
occurring in hydroxylic solvents and under thermodynamic control. These conditions
are useful for the preparation of aldehyde dimers (aldols) and certain o,B-unsaturated
aldehydes and ketones. For example, the mixed condensation of aromatic aldehydes
with aliphatic aldehydes and ketones is often done under these conditions. The conju-
gation in the (-aryl enones provides a driving force for the elimination step.

i i
ArCH=0 + RCH,CR® —— ArCH=|CCR'
R



The aldol reaction is also important in the synthesis of more complex molecules and
in these cases control of both regiochemistry and stereochemistry is required. In most
cases, this is accomplished under conditions of kinetic control. In the sections that
follow, we discuss how variations of the basic mechanism and selection of specific
reagents and reaction conditions can be used to control product structure and stereo-
chemistry.

The addition reaction of enolates and enols with carbonyl compounds is of broad
scope and of great synthetic importance. Essentially all of the stabilized carbanions
mentioned in Section 1.1 are capable of adding to carbonyl groups, in what is known as
the generalized aldol reaction. Enolates of aldehydes, ketones, esters, and amides, the
carbanions of nitriles and nitro compounds, as well as phosphorus- and sulfur-stabilized
carbanions and ylides undergo this reaction. In the next section we emphasize the
fundamental regiochemical and stereochemical aspects of the reactions of ketones and
aldehydes.

2.1.2. Control of Regio- and Stereoselectivity of Aldol Reactions
of Aldehydes and Ketones

The synthetic utility of the aldol reaction depends on both the versatility of
the reactants and the control of the regio- and stereochemistry. The term directed
aldol addition is applied to reactions that are designed to achieve specific regio-
and stereochemical outcomes.! Control of product structure requires that one reactant
act exclusively as the nucleophile and the other exclusively as the electrophile. This
requirement can be met by pre-forming the nucleophilic enolate by deprotonation, as
described in Section 1.1. The enolate that is to serve as the nucleophile is generated
stoichiometrically, usually with lithium as the counterion in an aprotic solvent at low
temperature. Under these conditions, the kinetic enolate does not equilibrate with
the other regio- or stereoisomeric enolates that can be formed from the ketone. The
enolate gives a specific adduct, provided that the addition step is fast relative to proton
exchange between the nucleophilic and electrophilic reactants. The reaction is under
kinetic control, at both the stage of formation of the enolate and the addition step.

Under other reaction conditions, the product can result from thermodynamic
control. Aldol reactions can be effected for many compounds using less than a
stoichiometric amount of base. In these circumstances, the aldol reaction is reversible
and the product ratio is determined by the relative stability of the various possible
products. Thermodynamic conditions also permit equilibration among the enolates
of the nucleophile. The conditions that lead to equilibration include higher reaction
temperatures, protic or polar dissociating solvents, and the use of weakly coordinating
cations. Thermodynamic conditions can be used to enrich the composition in the most
stable of the isomeric products.

Reaction conditions that involve other enolate derivatives as nucleophiles have
been developed, including boron enolates and enolates with titanium, tin, or zirconium
as the metal. These systems are discussed in detail in the sections that follow, and
in Section 2.1.2.5, we discuss reactions that involve covalent enolate equivalents,
particularly silyl enol ethers. Scheme 2.1 illustrates some of the procedures that have
been developed. A variety of carbon nucleophiles are represented in Scheme 2.1,
including lithium and boron enolates, as well as titanium and tin derivatives, but in

I T. Mukaiyama, Org. React., 28, 203 (1982).
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66 Scheme 2.1. Examples of Directed Aldol Reactions
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a. G. Stork, G. A. Kraus, and G. A. Garcia, J. Org. Chem., 39, 3459 (1974).

b. S. Masamune, J. W. Ellingboe, and W. Choy, J. Am. Chem. Soc., 104, 5526 (1982).

c. R. Bal, C. T. Buse, K. Smith, and C. Heathcock, Org. Synth., 63, 89 (1984).

d. P. J. Jerris and A. B. Smith, III, J. Org. Chem., 46, 577 (1981).

e. T. Inoue, T. Uchimaru, and T. Mukaiyama, Chem. Lett., 153 (1977).

f. S. Masamune, W. Choy, F. A. J. Kerdesky, and B. Imperiali, J. Am. Chem. Soc., 103, 1566 (1981).
g. K. Ganesan and H. C. Brown, J. Org. Chem., 59, 7346 (1994).

h. D. A. Evans, D. L. Rieger, M. T. Bilodeau, and F. Urpi, J. Am. Chem. Soc., 113, 1047 (1991).

i. T. Mukaiyama, N. Iwasawa, R. W. Stevens, and T. Hagu, Tetrahedron, 40, 1381 (1984).

j. S. Yamago, D. Machii, and E. Nakamura, J. Org. Chem., 56, 2098 (1991).



each case the electrophile is an aldehyde. Pay particular attention to the retrosynthetic
relationship between the products and the reactants, which corresponds in each case to
Path A (p. 64). We see that the aldol addition reaction provides 3-hydroxy carbonyl
compounds or, more generally, adducts with a hydroxy group f3 to the stabilizing group
Z of the carbon nucleophile.

Z OH Z

| | 0
—C—C—R' — —C +

| Ilkz | R R2

Note also the stereochemistry. In some cases, two new stereogenic centers are
formed. The hydroxy group and any C(2) substituent on the enolate can be in a syn
or anti relationship. For many aldol addition reactions, the stereochemical outcome of
the reaction can be predicted and analyzed on the basis of the detailed mechanism of
the reaction. Entry 1 is a mixed ketone-aldehyde aldol addition carried out by kinetic
formation of the less-substituted ketone enolate. Entries 2 to 4 are similar reactions but
with more highly substituted reactants. Entries 5 and 6 involve boron enolates, which
are discussed in Section 2.1.2.2. Entry 7 shows the formation of a boron enolate of
an amide; reactions of this type are considered in Section 2.1.3. Entries 8 to 10 show
titanium, tin, and zirconium enolates and are discussed in Section 2.1.2.3.

2.1.2.1. Aldol Reactions of Lithium Enolates. Entries 1 to 4 in Scheme 2.1 represent
cases in which the nucleophilic component is a lithium enolate formed by kinetically
controlled deprotonation, as discussed in Section 1.1. Lithium enolates are usually
highly reactive toward aldehydes and addition occurs rapidly when the aldehyde is
added, even at low temperature. The low temperature ensures kinetic control and
enhances selectivity. When the addition step is complete, the reaction is stopped by
neutralization and the product is isolated.

The fundamental mechanistic concept for diastereoselectivity of aldol reactions of
lithium enolates is based on a cyclic TS in which both the carbonyl and enolate oxygen
are coordinated to the lithium cation.> The Lewis acid character of the lithium ion
promotes reaction by increasing the carbonyl group electrophilicity and by bringing
the reactants together in the TS. Other metal cations and electrophilic atoms can play
the role of the Lewis acid, as we will see when we discuss reactions of boron and other
metal enolates. The fundamental concept is that the aldol addition normally occurs
through a chairlike TS. It is assumed that the structure of the TS is sufficiently similar
to a chair cyclohexane that the conformational concepts developed for cyclohexane
rings can be applied. In the structures that follow, the reacting aldehyde is shown with
R rather than H in the equatorial-like position, which avoids a 1,3-diaxial interaction
with the enolate C(1) substituent. A consequence of this mechanism is that the reaction

2 (a) H. E. Zimmerman and M. D. Traxler, J. Am. Chem. Soc., 79, 1920 (1957); (b) P. Fellman and
J. E. Dubois, Tetrahedron, 34, 1349 (1978); (c) C. H. Heathcock, C. T. Buse, W. A. Kleschick,
M. C. Pirrung, J. E. Sohn, and J. Lampe, J. Org. Chem., 45, 1066 (1980).
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is stereospecific with respect to the E- or Z-configuration of the enolate. The E-enolate
gives the anti aldol product, whereas the Z-enolate gives the syn-aldol.?

R” R”

OH o
H , H n
R _)/>:O'/;LI+ R /gO'/U+ _ _ M
¥ =0 e RY R
HR H ﬁ;
E-enolate 2,3-anti product
R//
” OH
HL e R 0
: %*M - H)Qo—-l-ﬁ =
T o AN A L
R’ g © A

Z-enolate 2,3-syn product

The preference for chairlike TSs has been confirmed by using deuterium-labeled
enolates prepared from the corresponding silyl enol ethers. The ratio of the location
of the deuterium corresponds closely to the ratio of the stereoisomeric enolates for
several aldehydes.*

OH ¢

6%  O°L*  RCH=O OH o I
D\~ —_— /k/\ +
\)\C( CHa)s R C(CHy)s R C(CHg)s
D D D
86% R = Ph, i-Pr, tBu 82-88% 6-8%

Provided that the reaction occurs through a chairlike TS, the E — anti/Z — syn
relationship will hold. There are three cases that can lead to departure from this
relationship. These include a nonchair TS, that can involve either an open TS or a
nonchair cyclic TS. Internal chelation of the aldehyde or enolate can also cause a
change in TS structure.

The first element of stereocontrol in aldol addition reactions of ketone enolates is
the enolate structure. Most enolates can exist as two stereoisomers. In Section 1.1.2, we
discussed the factors that influence enolate composition. The enolate formed from 2,2-
dimethyl-3-pentanone under kinetically controlled conditions is the Z-isomer.> When
it reacts with benzaldehyde only the syn aldol is formed.* The product stereochemistry
is correctly predicted if the TS has a conformation with the phenyl substituent in an
equatorial position.

CH3 CHS (_:H3
(CHgsC, H PhCH=O(CH3)3CWPh - 7/0 Li- ° Ph O
= 7] H S @;;
F| i _ o, H H
LG  CHy -72°C o OH I Lcny, L Lo,

3 For consistency in designating the relative configuration the carbonyl group is numbered (1). The newly
formed bond is labeled 2,3- and successive carbons are numbered accordingly. The carbons derived
from the enolate are numbered 2',3', etc., starting with the o’-carbon.

4 C. M. Liu, W. J. Smith, III, D. J. Gustin, and W. R. Roush, J. Am. Chem. Soc., 127, 5770 (2005).

3+ To avoid potential uncertainties in the application of the Cahn-Ingold-Prelog priority rules, by convention
the enolate oxygen is assigned the higher priority.



A similar preference for formation of the syn aldol is found for other Z-enolates derived
from ketones in which one of the carbonyl substituents is bulky. Ketone enolates
with less bulky substituents show a decreasing stereoselectivity in the order z-butyl >
i-propyl > ethyl.® This trend parallels a decreasing preference for stereoselective
formation of the Z-enolate.

CH H O OH n oo
CHsCHzﬁR LDA CHs R . R PhCH=O0 ¢ . R)H/kPh
H: oli* CHy oLt R Ph &
. CH 3
EZ 3 .
2,3-anti:syn
R= C2Hs 70:30 36:64
CH(CHjg), 40:60 18:82
C(CHg)3 2:98 2:98

The enolates derived from cyclic ketones are necessarily E-isomers. The enolate
of cyclohexanone reacts with benzaldehyde to give both possible stereoisomeric
products. The stereoselectivity is about 5:1 in favor of the anti isomer under optimum
conditions.®

-
OLi (0] H OH
-78°C T Ph
+ PhCH=0— +
THF
anti  84% syn  16%

From these and many related examples the following generalizations can be made
about kinetic stereoselection in aldol additions of lithium enolates. (1) The chair TS
model provides a basis for analyzing the stereoselectivity observed in aldol reactions of
ketone enolates having one bulky substituent. The preference is Z-enolate — syn aldol;
E-enolate — anti aldol. (2) When the enolate has no bulky substituent, stereoselectivity
is low. (3) Z-Enolates are more stereoselective than E-enolates. Table 2.1 gives some
illustrative data.

The requirement that an enolate have at least one bulky substituent restricts the
types of compounds that give highly stereoselective aldol additions via the lithium
enolate method. Furthermore, only the enolate formed by kinetic deprotonation is
directly available. Whereas ketones with one tertiary alkyl substituent give mainly the
Z-enolate, less highly substituted ketones usually give mixtures of E- and Z-enolates.’
(Review the data in Scheme 1.1.) Therefore efforts aimed at increasing the stereo-
selectivity of aldol additions have been directed at two facets of the problem: (1)
better control of enolate stereochemistry, and (2) enhancement of the degree of
stereoselectivity in the addition step, which is discussed in Section 2.1.2.2.

The E:Z ratio can be modified by the precise conditions for formation of the
enolate. For example, the E:Z ratio for 3-pentanone and 2-methyl-3-pentanone can
be increased by use of a 1:1 lithium tetramethylpiperidide(LiTMP)-LiBr mixture for

% M. Majewski and D. M. Gleave, Tetrahedron Lett., 30, 5681 (1989).

7 R. E. Ireland, R. H. Mueller, and A. K. Willard, J. Am. Chem. Soc., 98, 2868 (1976); W. A. Kleschick,
C. T. Buse, and C. H. Heathcock, J. Am. Chem. Soc., 99, 247 (1977); Z. A. Fataftah, 1. E. Kopka, and
M. W. Rathke, J. Am. Chem. Soc., 102, 3959 (1980).
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Table 2.1. Diastereoselectivity of Addition of Lithium Enolates to

Benzaldehyde
OLi OLi
A, Kk , pher=o {19 oH o
R R )\H( + AH(
Ph R? Ph R?
Z-enolate E-enolate CHs CHs
2,3-syn 2,3-anti
R! Z:E ratio syn:anti ratio
H 100:0 50:50
H 0:100 65:35
C,H, 30:70 64:36
C,H, 66:34 77:23
(CH,),CH >98:2 90:10
(CH,),CH 0:100 45:55
(CH5),C >98:2 >98:2
1-Adamantyl >98:2 >98:2
C Hs >98:2 88:12
Mesityl 8:92 8:92
Mesityl 87:13 88:12

a. From C. H. Heathcock, in Asymmetric Synthesis, Vol. 3, J. D. Morrison, ed., Academic Press,
New York, 1984, Chap. 2.

kinetic enolization.® The precise mechanism of this effect is still a matter of investi-
gation, but it is probably due to an aggregate species containing bromide acting as the
base (see Section 1.1.1).°

E:Z Stereoselectivity
LDA LiTMP LiTMP + LiBr

i

CH3CH,CCH,CH, 3.3:1 5:1 50:1
i

(CH3)QCHCCHQCH3 1.71 2:1 21:1

i
(CHg)sCCCH,CHs 1: >50 1:>20 1:>20

Other changes in deprotonation conditions can influence enolate composition.
Relatively weakly basic lithium anilides, specifically lithium 2,4,6-trichloroanilide
and lithium diphenylamide, give high Z:E ratios.!” Lithio 1,1,3,3-tetramethyl-1,3-
diphenyldisilylamide is also reported to favor the Z-enolate.!! On the other hand,
lithium N-trimethylsilyl-iso-propylamide and lithium N-trimethylsilyl-ferz-butylamide
give selectivity for the E-enolate!? (see Scheme 1.1).

8.
9.

P. L. Hall, J. H. Gilchrist, and D. B. Collum, J. Am. Chem. Soc., 113, 9571 (1991).

F. S. Mair, W. Clegg, and P. A. O’Neil, J. Am. Chem. Soc., 115, 3388 (1993).

10 L. Xie, K. Vanlandeghem, K. M. Isenberger, and C. Bernier, J. Org. Chem., 68, 641 (2003).
1S, Masamune, J. W. Ellingboe, and W. Choy, J. Am. Chem. Soc., 104, 5526 (1982).

12 L. Xie, K. M. Isenberger, G. Held, and L. M. Dahl, J. Org. Chem., 62, 7516 (1997).



When aldol addition is carried out under thermodynamic conditions, the product
stereoselectivity is usually not as high as under kinetic conditions. All the regio-
and stereoisomeric enolates can participate as nucleophiles. The adducts can return
to reactants, so the difference in stability of the stereoisomeric anti and syn products
determines the product composition. In the case of lithium enolates, the adducts can
be equilibrated by keeping the reaction mixture at room temperature. This has been
done, for example, with the product from the reaction of the enolate of 2,2-dimethyl-
3-pentanone and benzaldehyde. The greater stability of the anti isomer is attributed
to the pseudoequatorial position of the methyl group in the chairlike product chelate.
With larger substituent groups, the thermodynamic preference for the anti isomer is
still greater.'?

Li+ Lit
+'-i_o: o :CHs PhCH=0 é| 0- 25°C
(CH)sC H fast (CHS)SC)\‘/'\ Ph slow  (CHa)s
CHs

C(CHg)s

syn

For synthetic efficiency, it is useful to add MgBr,, which accelerates the equilibration.

CH
D oA T ohicry " GH(CHa
(:Hsﬁ@CH3 2) (CHg),CHCH=0 CHj 92 + CHs
o) 3) MgBr, O OH O OH

kinetic: ~ 31:69 syn:anti _
thermodynamic (MgBrs) 9:91 syn:anti

Ref. 14

2.1.2.2. Aldol Reactions of Boron Enolates. The matter of increasing stereoselectivity
in the addition step can be addressed by using other reactants. One important version of
the aldol reaction involves the use of boron enolates.'> A cyclic TS similar to that for
lithium enolates is involved, and the same relationship exists between enolate config-
uration and product stereochemistry. In general, the stereoselectivity is higher than for
lithium enolates. The O-B bond distances are shorter than for lithium enolates, and
this leads to a more compact structure for the TS and magnifies the steric interactions
that control stereoselectivity.

13 C. H. Heathcock and J. Lampe, J. Org. Chem., 48, 4330 (1983).

14 K. A. Swiss, W.-B. Choi, D. C. Liotta, A. F. Abdel-Magid, and C. A. Maryanoff, J. Org. Chem., 56,
5978 (1991).

15 C. J. Cowden and 1. A. Paterson, Org. React., 51, 1 (1997); E. Tagliavini, C. Trombini, and
A. Umani-Ronchi, Adv. Carbanion Chem., 2, 111 (1996).
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syn product

Boron enolates can be prepared by reaction of the ketone with a dialkylboron
trifluoromethanesulfonate (triflate) and a tertiary amine.'® Use of boron triflates and a
bulky amine favors the Z-enolate. The resulting aldol products are predominantly the
syn stereoisomers.

(n-Bu),B
AN
o} (n-Bu),BO4SCF, %
CHs\)K/CHa CH; A\ CHs
(i-Pr),NEt
-78°C
ZE>97:3

The E-boron enolates of some ketones can be preferentially obtained by using dialkyl-
boron chlorides.!’

(c-CgHy1)-BCl O—B(c-CgH11)2

CH(CHy),
CH
S/wo( iFProNEt CH;  CH(CHa),

The contrasting stereoselectivity of the boron triflates and chlorides has been discussed
in terms of reactant conformation and the stereoelectronic requirement for alignment
of the hydrogen being removed with the carbonyl group 7 orbital.'® With the triflate
reagents, the boron is anti to the enolizable group. With the bulkier dicyclohexylboron
chloride, the boron favors a conformation cis to the enolizable group. A computational
study of the reaction also indicates that the size of the boron ligand and the resulting
conformational changes are the dominant factors in determining stereoselectivity.'®
There may also be a distinction between the two types of borylation reagents in
the extent of dissociation of the leaving group. The triflate is probably an ion pair,
whereas with the less reactive chloride, the deprotonation may be a concerted (E2-like)
process.'® The two proposed TSs are shown below.

16 D. A. Evans, E. Vogel, and J. V. Nelson, J. Am. Chem. Soc., 101, 6120 (1979); D. A. Evans, J. V. Nelson,
E. Vogel, and T. R. Taber, J. Am. Chem. Soc., 103, 3099 (1981).

17 H. C. Brown, R. K. Dhar, R. K. Bakshi, P. K. Pandiarajan, and B. Singaram, J. Am. Chem. Soc., 111,
3441 (1989); H. C. Brown, R. K. Dhar, K. Ganesan, and B. Singaram, J. Org. Chem., 57, 499 (1992);
H. C. Brown, R. K. Dhar, K. Ganesan, and B. Singaram, J. Org. Chem., 57, 2716 (1992); H. C. Brown,
K. Ganesan, and R. K. Dhar, J. Org. Chem., 58, 147 (1993); K. Ganesan and H. C. Brown, J. Org.
Chem., 58, 7162 (1993).

18- (a) J. M. Goodman and 1. Paterson, Tetrahedron Lett., 33, 7223 (1992); (b) E. J. Corey and S. S. Kim,
J. Am. Chem. Soc., 112, 4976 (1990).

19 J. Murga, E. Falomir, M. Carda, and J. A. Marco, Tetrahedron, 57, 6239 (2001).
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Z-Boron enolates can also be obtained from silyl enol ethers by reaction with
the bromoborane derived from 9-BBN (9-borabicyclo[3.3.1]nonane). This method is
necessary for ketones such as 2,2-dimethyl-3-pentanone, which give E-boron enolates
by other methods. The Z-stereoisomer is formed from either the Z- or E-silyl enol
ether.?

T™MSO n 9-BBN-Br (BBN)O  CHs 9-BBN-Br TMSO :CHS

(CHgC  CHg (CHy,C H (CHgsC  H

The E-boron enolate from cyclohexanone shows a preference for the anti aldol
product. The ratio depends on the boron alkyl groups and is modest (2:1) with di-n-
butylboron but greater than 20:1 for cyclopentyl-n-hexylboron.'®

OBR,

major minor

The general trend is that boron enolates parallel lithium enolates in their stereose-
lectivity but show enhanced stereoselectivity. There also are some advantages in terms
of access to both stereoisomeric enol derivatives. Another important characteristic of
boron enolates is that they are not subject to internal chelation. The tetracoordinate
dialkylboron in the cyclic TS is not able to accept additional ligands, so there is
no tendency to form a chelated TS when the aldehyde or enolate carries a donor
substituent. Table 2.2 gives some typical data for boron enolates and shows the strong
correspondence between enolate configuration and product stereochemistry.

2.1.2.3. Aldol Reactions of Titanium, Tin, and Zirconium Enolates. Metals such as
Ti, Sn, and Zr give enolates that are intermediate in character between the ionic Lit
enolates and covalent boron enolates. The Ti, Sn, or Zr enolates can accommodate
additional ligands. Tetra-, penta-, and hexacoordinate structures are possible. This
permits the formation of chelated TSs when there are nearby donor groups in the
enolate or electrophile. If the number of anionic ligands exceeds the oxidation state of
the metal, the complex has a formal negative charge on the metal and is called an “ate”
complex. Such structures enhance the nucleophilicity of enolate ligands. Depending
on the nature of the metal ligands, either a cyclic or an acyclic TS can be involved. As
we will see in Section 2.1.3.5, the variability in the degree and nature of coordination
provides an additional factor in analysis and control of stereoselectivity.

20- 3. L. Duffy, T. P. Yoon, and D. A. Evans, Tetrahedron Lett., 36, 9245 (1993).
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Table 2.2. Diastereoselectivity of Boron Enolates toward Aldehydes®

OH OH O

Q L,BX OBL, T peon—o i ; .
CH3\)kR1 RN CH3/KR1 * %\Fﬂ R? RU RzYkR
Z CH, E syn CH, anti CHg4
R! L X R? Z:E syn:anti
C,Hs* n-C,Hy OTf Ph >97:3 >97:3
C,Hs" n-C4H, OTf Ph 69:31 72:28
C,Hs* n-C4Hyg OTf n-C3H; >97:3 >97:3
C,Hs" n-C,H, OTf t-C4H, >97:3 >97:3
C,H,P n-C4Hy OTf CH,=CHCH;,4 >97:3 92:8
C,Hs" n-C4H, OTf E-C,H, >97:3 93:7
i-CyH,* n-C,Hy OTf Ph 45:55 44:56
i-C4Hy® n-C,H, OTf Ph >99:1 >97:3
+-C,Hy? n-C,Hy OTf Ph >99:1 >97:3
n-CsH; ¢ n-C,H, OTf Ph 95:5 94:6
n-CoH, ¢ n-C4Hyg OTf Ph 91:9 91:9
c-CeHy ¢ n-C,H, OTf Ph 95:5 94:6
PhCH,* n-C,Hy OTf Ph 98:2 >99:1
Ph° n-C4H, OTf Ph 96:4 95:5
C,H,¢ c-CgHy, Cl Ph 21:79
i-CyH,¢ c-CgHy, Cl Ph <3:97
c-C¢H ¢ c-CgHyy Cl Ph <1:99
+-C,Hy¢ c-CgH,, Cl Ph <3:97

a. From a more complete compilation, see C. H. Heathcock, in Asymmetric Synthesis, Vol. 3, J. D. Morrison, ed., Academic
Press, New York, 1984, Chap. 3.

b. D. A. Evans, J. V. Nelson, E. Vogel, and T. R. Taber, J. Am. Chem. Soc., 103, 3099 (1981).

c. I. Kuwajima, M. Kato, and A. Mori, Tetrahedron Lett., 21, 4291 (1980).

d. H. C. Brown, R. K. Dhar, R. K. Bakshi, P. K. Pandiarajan, and P. Singaram, J. Am. Chem. Soc., 111, 3441 (1989);
H. C. Brown, K. Ganesan, and R. K. Dhar, J. Org. Chem., 58, 147 (1993).

Titanium enolates can be prepared from lithium enolates by reaction with a
trialkoxytitanium(IV) chloride, such as tris-(isopropoxy)titanium chloride.?' Titanium
enolates are usually prepared directly from ketones by reaction with TiCl, and a tertiary
amine.?? Under these conditions, the Z-enolate is formed and the aldol adducts have
syn stereochemistry. The addition step proceeds through a cyclic TS assembled around

titanium.

o /O\Tfls O OH
1) TiCl, CH CH. (CH3)oCHCH=0O
CH )K/CH3 3, A\ CHs 72T 5
2 2) i-Pro,NEt CH(CHj),
CHj
\T! R’\\ \}I__ R
i--0: TR’ —Ti—0o- ’
RZ RZ

Z-enolate, RE=H, syn
E-enolate, RZ = H, anti

Entry 8 in Scheme 2.1 is an example of this method. Titanium enolates are frequently
employed in the synthesis of complex molecules and with other carbonyl derivatives,

2l. C. Siegel and E. R. Thornton, J. Am. Chem. Soc., 111, 5722 (1989).
22 D. A. Evans, D. L. Rieger, M. T. Bilodeau, and F. Urpi, J. Am. Chem. Soc., 113, 1047 (1991).



such as the N-acyloxazolidinones that serve as chiral auxiliaries (see Section 2.1.3.4).

Mixed aldehyde-aldehyde additions have been carried out using TiCl, and
TMEDA. The reaction gives syn adducts, presumably through a cyclic TS. Treatment
of the syn adducts with 1 mol % Ti(O-i-Pr), leads to equilibration to the more stable
anti isomer.”

TiCl OH . OH
PhCH=O0 + CH4CH,CH=0 ¢ o Ti(0--Pr), M o
TMEDA  py, Y 1mol% Ph
-30°C
CHs CHs
69% >98:2 syn:anti 7:93 syn:anti

The equilibration in this case is believed to involve oxidation-reduction at the alcohol
center, rather than reversal of the addition. (See Section 5.3.2 for a discussion of
Ti(O-i-Pr), as an oxidation-reduction catalyst.)

Ketone-aldehyde additions have been effected using TiCl, in toluene.?* These
reactions exhibit the same stereoselectivity trends as other titanium-mediated additions.
With unsymmetrical ketones, this procedure gives the product from the more-
substituted enolate.”

0 O OH
CH |C|)(CH)CH PhCH—0 1<l
3 2)4LH3  + = —— - CH
toluene 8 Ph 87%
(CH,)3CH3

72:28 syn:anti

Titanium enolates can also be used under conditions in which the titanium exists
as an “ate” species. Crossed aldehyde-aldehyde additions have been accomplished
starting with trimethylsilyl enol ethers, which are converted to lithium enolates and
then to “ate” species by addition of Ti(O-n-Bu),.?® These conditions show only modest
stereoselectivity.

OH

oTMS 1) CHalli RCH=0 CH=0

NS R

817 -
2) Ti(O-n-Bu), CgHy7

Silyl enol ether R syn:anti
z C,H 28:72
VA (CH;),CH 20:80
VA (CH;);C 10:90
VA Ph 54:46
E (CH,),CH 47:53
E (CH;)5C 28:72

Titanium “ate” species have also been used to add aldehyde enolates to ketones.
This reaction is inherently difficult because of the greater reactivity of aldehyde

23- R. Mahrwald, B. Costisella, and B. Gundogan, Synthesis, 262 (1998).

24 R. Mahrwald, Chem. Ber., 128, 919 (1995).

23 R. Mahrwald and B. Gundogan, J. Am. Chem. Soc., 120, 413 (1998).

26- K. Yachi, H. Shinokubo, and K. Oshima, J. Am. Chem. Soc., 121, 9465 (1999).
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carbonyls over ketone carbonyls. The reaction works best with ketones having EWG
substituents such as alkynones and a-haloketones. The reaction is thought to proceed
through a cyclic intermediate that is stable until hydrolysis. This cyclic intermediate
may be necessary to drive the normally unfavorable equilibrium of the addition step.

BuO OBu
\I
Riv==n-OTMS CHgLi (BUO) Ti_ /TMS -

ho o OH
. c”> — 20 R Fty\(cni:o
pcr  (BUONT /i\(k /i\/k R

Tin enolates are also used in aldol reactions.”” Both the Sn(Il) and Sn(IV)
oxidation states are reactive. Tin(Il) enolates can be generated from ketones and
Sn(I1)(O;SCF;), in the presence of tertiary amines.?® The subsequent aldol addition is
syn selective and independent of enolate configuration.?® This preference arises from
avoidance of gauche interaction of the aldehyde group and the enolate [3-substituent.
The syn stereoselectivity indicates that reaction occurs through an open TS.

2 R2 R?
R
H
O% H O§ o. / R R?
R! or \/Sn\ - X
H H OH
R O/ R R
Sn_
/
o o OH o OH
CH
I Sn(04SCF,), (CHg),CHCH=0 CHs * QK/'\
CHaCH,CCH,CHy ———— CH(CHa), Y CH(CHy),
N-ethylpiperidine CH, CHj3
syn 68% anti 5%
Even cyclohexanone gives the syn product.
o 0 OH
Sn(0sSCFy),  PhCH=O0 Ph
N-ethylpiperidine 95% syn

Entry 9 of Scheme 2.1 is an example of application of these conditions. Tin(II) enolates
prepared in this way also show good reactivity toward ketones as the electrophilic
component.

o]

o OH
i Sn(03SCF), é 2
PhCCH,CH3

N-ethylpiperidine Ph

CHs 76%

Ref. 30

27- T. Mukaiyama and S. Kobayashi, Org. React., 46, 1 (1994).

28- T, Mukaiyama, N. Iwasawa, R. W. Stevens, and T. Haga, Tetrahedron, 40, 1381 (1984); 1. Shibata and
A. Babu, Org. Prep. Proc. Int., 26, 85 (1994).

2. T. Mukaiyama, R. W. Stevens, and N. Iwasawa, Chem. Lett., 353 (1982).

30-R. W. Stevens, N. Iwasawa, and T. Mukaiyama, Chem. Lett., 1459 (1982).



Trialkylstannyl enolates can be prepared from enol acetates by reaction with
trialkyltin alkoxides and are sufficiently reactive to add to aldehydes. Uncatalyzed
addition of trialkylstannyl enolates to benzaldehyde shows anti stereoselectivity.’!

CHa CHs
0OSn(C,Hs)3 -78°C R Ph
PR N + PhCH=0 Phwph Ph
H
9:1 anti:syn

Isolated tri-n-butylstannyl enolates react with benzaldehyde under the influence of
metal salts including Pd(O;SCF;),, Zn(O;SCF;),, and Cu(O;SCF;),.* The tri-n-
butylstannyl enol derivative of cyclohexanone gives mainly anti product. The anti:syn
ratio depends on the catalyst, with Pd(O,SCF;), giving the highest ratio.

0OSn(nC4Hy)3 (0] OH

Pd(03SCF3), Bh
+ PhCH=0

96:4 anti:syn

Zirconium fetra-t-butoxide is a mildly basic reagent that has occasionally been
used to effect aldol addition.*
OH

0 o
Zr(OtBu), Yy
O=CH\/\ - (CH5)30CH,Ph
+ (CH5)30OCH,Ph

64%

Zirconium enolates can also prepared by reaction of lithium enolates with (Cp),ZrCl,,
and they act as nucleophiles in aldol addition reactions.**

o OH o OH
NI CH, QJ\‘/LPh . CH3VKE/LPh
H CH,CH,4 CH, CH,
syn 67% anti 33%
Ref. 34d
0Zr(Cp),Cl o
CHs CHg OH
+ PhCH=0 — + [ eh
anti 83% syn17%

Ref. 34d

318, S. Labadie and J. K. Stille, Tetrahedron, 40, 2329 (1984).

32 A. Yanagisawa, K. Kimura, Y. Nakatsuka, and M. Yamamoto, Synlett, 958 (1998).

3. H. Sasai, Y. Kirio, and M. Shibasaki, J. Org. Chem., 55, 5306 (1990).

3 (a) D. A. Evans and L. R. McGee, Tetrahedron Lett., 21, 3975 (1980); (b) Y. Yamamoto and
K. Maruyama, Tetrahedron Lett., 21, 4607 (1980); (c) M. Braun and H. Sacha, Angew. Chem. Int. Ed.
Engl., 30, 1318 (1991); (d) S. Yamago, D. Machii, and E. Nakamura, J. Org. Chem., 56, 2098 (1991).
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A comparison of the anti:syn diastereoselectivity of the lithium, dibutylboron,
and (Cp),Zr enolates of 3-methyl-2-hexanone with benzaldehyde has been reported.**
The order of stereoselectivity is Bu,B > (Cp),Zr > Li. These results suggest that the
reactions of the zirconium enolates proceed through a cyclic TS.

oM o OH o o

CRC=OHLs 4 proH=0 — g,/ + CHS)%Ph
oy SN, Ph CH3 CH,CH;
3 3 CH,CHj anti

E-enolate syn:anti Z-enolate syn:anti syn

Li 17:83 Li 45:55

Bu,B 3:97 Bu,B 94:6

(Cp),ZrCl 9:91 (Cp),ZrCl  86:14

2.1.2.4. Summary of the Relationship between Diastereoselectivity and the Transition
Structure. In this section we considered simple diastereoselection in aldol reactions
of ketone enolates. Numerous observations on the reactions of enolates of ketones
and related compounds are consistent with the general concept of a chairlike TS.
These reactions show a consistent £ — anti : Z — syn relationship. Noncyclic TSs
have more variable diastereoselectivity. The prediction or interpretation of the specific
ratio of syn and anti product from any given reaction requires assessment of several
variables: (1) What is the stereochemical composition of the enolate? (2) Does the
Lewis acid promote tight coordination with both the carbonyl and enolate oxygen
atoms and thereby favor a cyclic TS? (3) Does the TS have a chairlike conformation?
(4) Are there additional Lewis base coordination sites in either reactant that can lead to
reaction through a chelated TS? Another factor comes into play if either the aldehyde
or the enolate, or both, are chiral. In that case, facial selectivity becomes an issue and
this is considered in Section 2.1.5.

2.1.3. Aldol Addition Reactions of Enolates of Esters
and Other Carbonyl Derivatives

The enolates of other carbonyl compounds can be used in mixed aldol reactions.
Extensive use has been made of the enolates of esters, thiol esters, amides, and imides,
including several that serve as chiral auxiliaries. The methods for formation of these
enolates are similar to those for ketones. Lithium, boron, titanium, and tin derivatives
have all been widely used. The silyl ethers of ester enolates, which are called silyl
ketene acetals, show reactivity that is analogous to silyl enol ethers and are covalent
equivalents of ester enolates. The silyl thioketene acetal derivatives of thiol esters are
also useful. The reactions of these enolate equivalents are discussed in Section 2.1.4.

Because of their usefulness in aldol additions and other synthetic methods (see
especially Section 6.4.2.3), there has been a good deal of interest in the factors that

35. C. H. Heathcock, Modern Synthetic Methods, 6, 1 (1992); C. H. Heathcock, in Asymmetric Syntheses,
Vol. 3, J. D. Morrison, ed., 1984, Chap. 2, Academic Press; C. H. Heathcock, in Comprehensive
Carbanion Chemistry, Part B, E. Buncel and T. Durst, ed., Elsevier, Amsterdam, 1984, Chap. 4;
D. A. Evans, J. V. Nelson, and T. R. Taber, Top. Stereochem., 13, 1 (1982); A. T. Nielsen and
W. J. Houlihan, Org. React., 16, 1 (1968); R. Mahrwald, ed., Modern Aldol Reactions, Wiley-VCH
(2004).



control the stereoselectivity of enolate formation from esters. For simple esters such
as ethyl propanoate, the E-enolate is preferred under kinetic conditions using a strong
base such as LDA in THF solution. Inclusion of a strong cation-solvating cosolvent,
such as HMPA or DMPU, favors the Z-enolate.’® These enolates can be trapped and
analyzed as the corresponding silyl ketene acetals. The relationships are similar to
those discussed for formation of ketone enolates in Section 1.1.2.

LDA H  Osi(cH
CH{CH;00,CaMs — TMSCl (CHa)s

E-silyl ketene acetal

CHy OCzHg
CHy OSi(CHg)
CH4CH,CO,C,Hy — -PA _  TMSCI P ¥ Zsilyl ketene acetal
THF, HMPA H OC,H5

These observations are explained in terms of a chairlike TS for the LDA/THF condi-
tions and a more open TS in the presence of an aprotic dipolar solvent.

0] OR’
L \?R/ . % or ) : ©
RN H,Q/R— oﬁow R_>OR
H
E-enolate —

H :B” Z-enolate

Despite the ability to control ester enolate geometry, the aldol addition reactions
of unhindered ester enolate are not very stereoselective.’’

o OH OH
)K/CHs 1) LDA RO,C ) + ROLC_A
RO 2) RCH=0 R \(\R

CHs CHy

R R’ syn:anti

CH, (CH3),CH 45:55

CHjg Ph 4555

(CHgz);C  Ph 49:51

This stereoselectivity can be improved by use of a very bulky group. 2,6-
Dimethylphenyl esters give E-enolates and anti aldol adducts.™®

3. R. E. Ireland and A. K. Willard, Tetrahedron Lett., 3975 (1975); R. E. Ireland, R. H. Mueller, and
A. K. Willard, J. Am. Chem. Soc., 98, 2868 (1976); R. E. Ireland, P. Wipf, and J. D. Armstrong, III,
J. Org. Chem., 56, 650 (1991).

37 A. 1. Meyers and P. J. Reider, J. Am. Chem. Soc., 101, 2501 (1979); C. H. Heathcock, C. T. Buse,
W. A. Kleschick, M. C. Pirrung, J. E. Sohn, and J. Lampe, J. Org. Chem., 45, 1066 (1980).

3. M. C. Pirrung and C. H. Heathcock, J. Org. Chem., 45, 1728 (1980).

79

SECTION 2.1

Aldol Addition and
Condensation Reactions



80

CHAPTER 2

Reactions of Carbon
Nucleophiles with
Carbonyl Compounds

CH, CHy
OLi R
O/g + RCH=0 ArOZC/\(
CH, CHs R anti:syn
n-Bu 86:14
i-Pr >08:2
t-Bu >08:2
Ph 88:12

The lithium enolates of a-alkoxy esters exhibit high stereoselectivity, which is
consistent with involvement of a chelated enolate.’’*3° The chelated ester enolate is
approached by the aldehyde in such a manner that the aldehyde R group avoids being
between the a-alkoxy and methyl groups in the ester enolate. A syn product is favored
for most ester groups, but this shifts to anti with extremely bulky groups.

°R H CH3R1 CH; OR?
H‘§—< L R1 N
—_— Rzo fr—

RZO Do CO,R — CO,R
‘ L.’ OH OH
7 favored for most syn
ester groups

R RUT 4 CH, OR?
‘& R1\>i
Rzo 0 o R20 CO,R = Y CO.R
N OH OH
+ favored for very anti
Iarge ester groups
RO syn:anti
Methyl 70:30
2,6-Dimethylphenyl 83:17
2,6-Di-(i-propyl)phenyl 33:67
2,6-Di-(z-butyl)-4-methylphenyl <397

Boron enolates can be obtained from esters*>*' and amides*? by methods that

are similar to those used for ketones. Various combinations of borylating reagents
and amines have been used and the E:Z ratios are dependent on the reagents and
conditions. In most cases esters give Z-enolates, which lead to syn adducts, but there
are exceptions. Use of branched-chain alcohols increases the amount of anti enolate,
and with #-butyl esters the product ratio is higher than 97:3.

3. C. H. Heathcock, M. C. Pirrung, S. D. Young, J. P. Hagen, E. T. Jarvi, U. Badertscher, H.-P. Marki,
and S. H. Montgomery, J. Am. Chem. Soc., 106, 8161 (1984).

40- K. Ganesan and H. C. Brown, J. Org. Chem., 59, 2336 (1994).

41 A. Abiko, J.-F. Liu, and S. Masamune, J. Org. Chem., 61, 2590 (1996); T. Inoue, J.-F. Liu, D. C. Buske,
and A. Abiko, J. Org. Chem., 67, 5250 (2002).

42. K. Ganesan and H. C. Brown, J. Org. Chem., 59, 7346 (1994).
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1) Bu,BOSO,CF4 CO.CH
iProNEt s SECTION 2.1
CH4CH,CO,CHy —— & (CHg),CH ,
2) (CH3),CHCH=0 CH 85 % yield, Aldol Addition and
3/2 3 >97:3 syn:anti Condensation Reactions
1) (CeH11),BOSO,CF4 oH
Et;N CO,C(CHy)3

CHaCH,COLC(CHg)y — > &

2) (CHg)sCHCH=0 (CH),CH

CH,  69%yield,
>97:3 anti:syn
Ref. 41
Branched-chain esters also give mainly anti adducts when the enolates are formed
using dicyclohexyliodoborane.

1) (CeH14)2BlI OH OH
Et;N S CO,CH CO,C,H
RCH,CO,CoHy ————» 2~2'’s 2~2t’s
ZYT2Y2 2) PhCH=0 Ph/\( ° Ph
R R
anti favored for R = i-Pr, -Bu, Ph  synfavored for R = Me, Et

Ref. 40

Phenyl and phenylthio esters have proven to be advantageous in TiCl,-mediated

additions, perhaps because they are slightly more acidic than the alkyl analogs. The
reactions show syn diastereoselectivity, indicating that Z-enolates are formed.*’

OH
TiCl, CO,Ph
PhCH=0O + CH3;CH,CO,Ph —— 2 o
300, EtN ph;\( 80%
CHjy
82:18 syn:anti
OH
TiCl, COSPh
PhCHzCHzCH=O + CH3CHZCOSPh —_— Ph 99%
BusN
CHy

83:17 syn:anti

Among the most useful carbonyl derivatives are N-acyloxazolidinones, and as we
shall see in Section 2.3.4, they provide facial selectivity in aldol addition reactions.
1,3-Thiazoline-2-thiones constitute another useful type of chiral auxiliary, and they can
be used in conjunction with Bu,BO;SCF;,* Sn(0,;SCF;),,* or TiCl,* for generation
of enolates. The stereoselectivity of the reactions is consistent with formation of a
Z-enolate and reaction through a cyclic TS.

Sn2+
s o S/ \O i o OH
Sn(05SCFy), ,
ooy Aoy SO T on, REHO g7y o
-/ N-Ethylpiperidine ~ \__/ CHg

>97:3 syn:anti
Ref. 47

- Y. Tanabe, N. Matsumoto, S. Funakoshi, and N. Manta, Synlert, 1959 (2001).

4. C.-N. Hsiao, L. Liu, and M. J. Miller, J. Org. Chem., 52, 2201 (1987).

- Y. Nagao, Y. Hagiwara, T. Kumagai, M. Ochiai, T. Inoue, K. Hashimoto, and E. Fujita, J. Org. Chem.,
51, 2391 (1986); Y. Nagao, Y. Nagase, T. Kumagai, H. Matsunaga, T. Abe, O. Shimada, T. Hayashi,
and Y. Inoue, J. Org. Chem., 57, 4243 (1992).

- D. A. Evans, S. J. Miller, M. D. Ennis, and P. L. Ornstein, J. Org. Chem., 57, 1067 (1992).

- T. Mukaiyama and N. Isawa, Chem. Lett., 1903 (1982); N. Isawa, H. Huang, and T. Mukaiyama, Chem.
Lett., 1045 (1985).
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2.1.4. The Mukaiyama Aldol Reaction

The Mukaiyama aldol reaction refers to Lewis acid—catalyzed aldol addition
reactions of silyl enol ethers, silyl ketene acetals, and similar enolate equivalents.*®
Silyl enol ethers are not sufficiently nucleophilic to react directly with aldehydes or
ketones. However, Lewis acids cause reaction to occur by coordination at the carbonyl
oxygen, activating the carbonyl group to nucleophilic attack.

LA
e o0 OH
TMSO /H . I
c=C P — R R
R1/ \R2 R \H R2

Lewis acids such as TiCl, and SnCl, induce addition of both silyl enol ethers and
ketene silyl acetals to aldehydes.*

OSi(CHg), TiCly O OH
+ O=CHCH(CH or
Ph" "CH, (CHa). snCl, Ph)J\)\CH(CHs)z

If there is no other interaction, the reaction proceeds through an acyclic TS and steric
factors determine the amount of syn versus anti addition. This is the case with BF;,
where the tetracoordinate boron-aldehyde adduct does not offer any free coordination
sites for formation of a cyclic TS. Stereoselectivity increases with the steric bulk of
the silyl enol ether substituent R!.>

“BF F4BY “BF. F3B-
*O/ ° \O* +O/ ’ ’ \O*
H/\d§<CH3 H;dzbiCHB H/\@;:CH3 ' H_ Il _CHs
syn anti — syn anti ~——
Ph H H J\ Ph Ph JL H H J\ Ph
Ri~ OTMS Z-enol ether R~ OTMS TMSO™ R E-enol ether  TMSO~ ~R!
Z-silyl enol ether E-silyl enol ether
R! syn:anti syn:anti
Et 60:40 57:43
i-Pr 56:44 35:65
t-Bu <5:95 -
Ph 47:53 30:70

Quite a number of other Lewis acids can catalyze the Mukaiyama aldol reaction,
including Bu,Sn(0;SCF;),,>! Bu;SnClO,,>> Sn(0,SCF,;),,” Zn(0,SCF;),,** and

4. R. Mahrwald, Chem. Rev., 99, 1095 (1999).

49- T. Mukaiyama, K. Banno, and K. Narasaka, J. Am. Chem. Soc., 96, 7503 (1974).

30. C. H. Heathcock, K. T. Hug, and L. A. Flippin, Tetrahedron Lett., 25, 5973 (1984).

ST, Sato, J. Otera, and H. Nozaki, J. Am. Chem. Soc., 112, 901 (1990).

32- J. Otera and J. Chen, Synlett, 321 (1996).

3. T. Oriyama, K. Iwanami, Y. Miyauchi, and G. Koga, Bull. Chem. Soc. Jpn., 63, 3716 (1990).

3% M. Chini, P. Crotti, C. Gardelli, F. Minutolo, and M. Pineschi, Gazz. Chim. Ital., 123, 673 (1993).



LiClO4.55 Cerium, samarium, and other lanthanide halides promote addition of silyl
ketene acetals to aldehydes.’® Triaryl perchlorate salts are also very active catalysts.”’
In general terms, there are at least three possible mechanisms for catalysis. One is
through Lewis acid activation of the electrophilic carbonyl component, similar to that
discussed for BF;, TiCl,, and SnCl,. Another is by exchange with the enolate equiv-
alent to generate a more nucleophilic species. A third is activation of a catalytic cycle
that generates trimethylsilyl cation as the active catalysts.

Aldol additions of silyl enol ethers and silyl ketene acetals can be catalyzed by
(Cp),Zr*" species including [(Cp),ZrO-t-Bu]* and (Cp),Zr(0;SCF;),.*

0 (Cp)2Zr(03SCF3),  OCH; OTMS
TMSO I 5 mol % M cH,
C=CH, + CHyCCH,CH, Ph
Ph

The catalytic cycle involves transfer of the silyl group to the adduct.

_ AN
S SB N ™S
* OTMS O O*TMS o o |
)l\ + CH :\'/ . R + —Zr*

Trialkylsilyl cations may play a key role in other Lewis acid—catalyzed reactions.>
For example, trimethylsilyl triflate can be formed by intermolecular transfer of the
silyl group. When this occurs, the trimethylsilyl triflate can initiate a catalytic cycle
that does not directly involve the Lewis acid.

I'A\ I'A\ O*TMS  CF,SO; LA\
oTMS
)T - - )o\)L 4505 M +  (CHy);SIOSO,CF,
H R R R R R R’
™S

o] o*
J+  (CHy)sSI0SO,CFy M + CF;805
H 'R H R <
™S ™S
™S No  0'TMS No O

\
o oTMS ,

—_ CH;);SI0SO,CF.
H)L'R/\:ﬁq' RM R R/K)J\R’+ (O BI050:5%5

3. M. T. Reetz and D. N. A. Fox, Tetrahedron Lett., 34, 1119 (1993).

56- P. Van de Weghe and J. Colin, Tetrahedron Lett., 34, 3881 (1993); A. E. Vougioukas and H. B. Kagan,
Tetrahedron Lett., 28, 5513 (1987).

57- T. Mukaiyama, S. Kobayashi, and M. Murakami, Chem. Lett., 447 (1985); T. Mukaiyama, S. Kobayashi,
and M. Murakami, Chem. Lett., 1759 (1984); S. E. Denmark and C.-T. Chen, Tetrahedron Lett., 35,
4327 (1994).

8- (a) T. K. Hollis, N. P. Robinson, and B. Bosnich, Tetrahedron Lett., 33, 6423 (1992); (b) Y. Hong,
D. J. Norris, and S. Collins, J. Org. Chem., 58, 3591 (1993).

- E. M. Carreira and R. A. Singer, Tetrahedron Lett., 35, 4323 (1994); T. K. Hollis and B. Bosnich,
J. Am. Chem. Soc., 117, 4570 (1995).
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Hindered bis-phenoxyaluminum derivatives are powerful cocatalysts for reactions
mediated by TMS triflate and are believed to act by promoting formation of
trimethylsilyl cations by sequestering the triflate anion.*

o OH
OTMS  (CHg)3SiOSO,CFg Ph

0]

o,
Ph MABR 5 mol % 90%

MABR = bis-(4-bromo-2,6-di-tert-butylphenoxy)methylaluminum

The lanthanide salts are unique among Lewis acids in that they can be effective
as catalysts in aqueous solution.®’ Silyl enol ethers react with formaldehyde and
benzaldehyde in water-THF mixtures using lanthanide triflates such as Yb(O5;SCF;)s;.
The catalysis reflects the strong affinity of lanthanides for carbonyl oxygen, even in
aqueous solution.

OTMS  Yb(O4SCFg)s OH

10 mol %
PhCH=0 + Ph

91% yield, 73:27 syn:anti

Ref. 62
Certain other metal ions also exhibit catalysis in aqueous solution. Two important
criteria are rate of ligand exchange and the acidity of the metal hydrate. Metal hydrates
that are too acidic lead to hydrolysis of the silyl enol ether, whereas slow exchange
limits the ability of catalysis to compete with other processes. Indium(III) chloride
is a borderline catalysts by these criteria, but nevertheless is effective. The optimum
solvent is 95:5 isopropanol-water. Under these conditions, the reaction is syn selective,
suggesting a cyclic TS.%

O OH
OTMS InCl,
Ph)\/CHs + PhCH=0 Ph Ph
-PrOH-H,0
! 2 CHs  63%
96:4 syn:anti

In addition to aldehydes, acetals can serve as electrophiles in Mukaiyama
aldol reactions.** Effective catalysts include TiCl,,®> SnCl,,% (CH;);Si0,SCF;,*” and

- M. Oishi, S. Aratake, and H. Yamamoto, J. Am. Chem. Soc., 120, 8271 (1998).

61-'S. Kobayashi and K. Manabe, Acc. Chem. Res., 35, 209 (2002).

2. S. Kobayashi and 1. Hachiya, J. Org. Chem., 59, 3590 (1994).

93- 0. Munoz-Muniz, M. Quintanar-Audelo, and E. Juaristi, J. Org. Chem., 68, 1622 (2003).

%Y. Yamamoto, H. Yatagai, Y. Naruta, and K. Maruyama, J. Am. Chem. Soc., 102, 7107 (1980);
T. Mukaiyama and M. Murakami, Synthesis, 1043 (1987).

5. T. Mukaiyama and M. Hayashi, Chem. Lett., 15 (1974).

. R. C. Cambie, D. S. Larsen, C. E. F. Rickard, P. S. Rutledge, and P. D. Woodgate, Austr. J. Chem., 39,
487 (1986).

7-'S. Murata, M. Suzuki, and R. Noyori, Tetrahedron, 44, 4259 (1988).



Bu,Sn(0;SCF;),.%® The Lewis acids promote ionization of the acetal to an oxonium
ion that acts as the electrophile. The products are [3-alkoxy ketones.

RCH(OR'), + MX, — RCH=O0'R" + [ROMX,]~
o]
RCH=O0O'R’ + R®CH=CR® — RCHCH(!R:"
(l)TMS R'(l) ||22

In some cases, the enolate can be formed directly in the presence of the acetal with
the Lewis acid also activating the acetal.®’

o] 0 TiCl o ©O
CH?’\)J\/CHs + CH0— j ' CH3M
o]

Et,N
8 CHa

83%

Dibutylboron triflate promotes both enol borinate formation and addition.”

o) O Pn
(6] Bu,BOTf

} 2 o ™V "on
o (i-Pr),NEt

+ Ph

78%

Reactions with acetals can serve to introduce 3-alkoxy groups into complex molecules,
as in the following reaction.”!

TBDMSO 0O
TBDMSOM\)\)K/CHS TBDMSO 0o OCHs

TiCl
CH T TBDMSO OPMB
3 i AN 74
(i-Pr),NEt

(CH30)ZCHV\/OPMB CH, CH; CHs
+ 52%
CHs

It has been proposed that there may be a single electron transfer mechanism
for the Mukaiyama reaction under certain conditions.””> For example, photolysis of
benzaldehyde dimethylacetal and 1-trimethylsilyloxycyclohexene in the presence of a

% T. Sato, J. Otera, and H. Nozaki, J. Am. Chem. Soc., 112, 901 (1990).

% D. A. Evans, F. Urpi, T. C. Somers, J. S. Clark, and M. T. Bilodeau, J. Am. Chem. Soc., 112, 8215
(1990).

70- L.-S. Li, S. Das, and S. C. Sinha, Org. Lett., 6, 127 (2004).

71 G. E. Keck, C. A. Wager, T. T. Wager, K. A. Savin, J. A. Covel, M. D. McLaws, D. Krishnamurthy,
and V. J. Cee, Angew. Chem. Int. Ed. Engl., 40, 231 (2001).

72 T. Miura and Y. Masaki, J. Chem. Soc., Perkin Trans. 1, 1659 (1994); T. Miura and Y. Masaki, J.
Chem. Soc., Perkin Trans. 1, 2155 (1995); J. Otera, Y. Fujita, N. Sakuta, M. Fujita, and S. Fukuzumi,
J. Org. Chem., 61, 2951 (1996).
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typical photoelectron acceptor, triphenylpyrylium cation, gives an excellent yield of
the addition product.

CHO ©
otTMsS
—— Ph
PhCH(OMe), + Ph
=
- 94% yield, 66:34 symanti
Ph”SO* Ph

Ref. 73
These reactions may operate by providing a source of trimethylsilyl cations, which
serve as the active catalyst by a cycle similar to that for Lewis acids.

The Mukaiyama aldol reaction can provide access to a variety of [3-hydroxy
carbonyl compounds and use of acetals as reactants can provide (3-alkoxy derivatives.
The issues of stereoselectivity are the same as those in the aldol addition reaction, but
the tendency toward acyclic rather than cyclic TSs reduces the influence of the E- or
Z-configuration of the enolate equivalent on the stereoselectivity.

Scheme 2.2 illustrates several examples of the Mukaiyama aldol reaction. Entries
1 to 3 are cases of addition reactions with silyl enol ethers as the nucleophile and TiCl,
as the Lewis acid. Entry 2 demonstrates steric approach control with respect to the
silyl enol ether, but in this case the relative configuration of the hydroxy group was
not assigned. Entry 4 shows a fully substituted silyl enol ether. The favored product
places the larger C(2) substituent syn to the hydroxy group. Entry 5 uses a silyl ketene
thioacetal. This reaction proceeds through an open TS and favors the anti product.

Entries 6 to 9 involve reactions conducted under catalytic conditions. Entry 6 uses
an yttrium catalyst that is active in aqueous solution. Entries 7 and 8 are examples of the
use of (Cp),Ti(O;SCF;), as a Lewis acid. Entry 9 illustrates the TMS triflate-MABR
catalytic combination.

Entries 10 to 14 show reactions involving acetals. Interestingly, Entry 10 shows
much-reduced stereoselectivity compared to the corresponding reaction of the aldehyde
(The BF;-catalyzed reaction of the aldehyde is reported to be 24:1 in favor of the
anti product; ref. 80, p. 91). There are no stereochemical issues in Entries 11 or 12.
Entry 13, involving two cyclic reactants, gave a 2:1 mixture of stereoisomers. Entry 14 is
a step in a synthesis directed toward the taxane group of diterpenes. Four stereoisomeric
products were produced, including the Z: E isomers at the new enone double bond.

2.1.5. Control of Facial Selectivity in Aldol and Mukaiyama Aldol Reactions

In the discussion of the stereochemistry of aldol and Mukaiyama reactions,
the most important factors in determining the syn or anti diastereoselectivity were
identified as the nature of the TS (cyclic, open, or chelated) and the configuration
(E or Z) of the enolate. If either the aldehyde or enolate is chiral, an additional factor
enters the picture. The aldehyde or enolate then has two nonidentical faces and the
stereochemical outcome will depend on facial selectivity. In principle, this applies to
any stereocenter in the molecule, but the strongest and most studied effects are those
of a- and B-substituents. If the aldehyde is chiral, particularly when the stereogenic
center is adjacent to the carbonyl group, the competition between the two diastereotopic
faces of the carbonyl group determines the stereochemical outcome of the reaction.

73 M. Kamata, S. Nagai, M. Kato, and E. Hasegawa, Tetrahedron Lett., 37, 7779 (1996).



Scheme 2.2. The Mukaiyama Aldol Reaction

A. Reactions of silyl end ethers with aldehydes and ketones

12 OTMS O OH

0 cH TiCl,
+ =
A Ph —78°C Ph
94%

1:1 syn:anti

0
TMSO .
TiCl CH
CHCH=0 + @ —7?64 3$ 96%
OH

O HO

! I |
PhC=CH, + (CHg),C=0 "'Cl4 PhCCH,C(CHs),

| 0°C
OTMS 70-74%

2b

C

o OH OH

44 OTMS BF, )17/1\ (0] =
)\ACHg + PhCH=O0 CH Pho+ CH)J7/\Ph

X B
CH3 %C,Hsg CH,
CH,

84:16

. TMSO_ CHs BF, CH,
5 + PhCH=O )\/ Ph
(CH»CS  H (CHa;CSC™
8’3 I oH 96%

19:1 anti:syn

B. Catalytic Mukaiyama Reactions

6f
Y(OTf)g
OTMS 10 mol %

CHS\/l\/CHs + PhCH=O0

O OH

CH
THF-H,0 s Ph
CHg 89%
7 63:37 syn:anti
0
/OTMS _ I
(CHg),CHCH—0 + H,C=C (Cp),Ti(O3SCFy), (CH3)2CHC|HCH2CPh
\Ph 0.5 mol % TMSO

h
8 CHj

oTMs
CHZCH,CH=0 + CH,CH=C (Cp)Ti(O5SCFs), CHSQ/Z\COZCHa

OCHz; 5 mol %; -78°C OH
TMSOTS 91% vyield, 1:1.4 syn:anti

5 MABR OH

/OTMS 5 mol % Ph
+ H,C=C _78°C m
ij N © 90%

Ph
MABR = bis(4-bromo-2,6-di-tert butylphenoxy) methyl aluminum
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C. Reactions with acetals

CH
(I:H3 OTMS Ve ) C(CH,)
- | TiCl 23
10) PhCHCH(OCH,), + CH,=CC(CHg); —  Ph C(CHy) + P™
—78°C o ocHY
OCH,;
84% yield, 2.5:1 syn:anti
1% otms
(CHg),Si0;SCF, O OCHs4
+ (CHg),C(OCHg),  5mol % C(CHyg),
87%
12!
OCH; CH; O

OTMS  Bu,Sn(04SCFs),

CH3(CH2)3C|JCH3 + CHy=CC(CHy), —Mol% CH3(CH2)3?CHZCC(CH3)3
-78°C
OCH, OCH, 100%

13™
C

H3
TMSO. .‘\\CHS D\ Ph3C+ _C|O4 (@] _‘\\CHa
T No”OoCH,

-78°C

C(CHg) C(CHj),
14" CH; CO,CH; CH;  CO,CH;,

CHy | cH CH,4 Y
Ticl CHj
CHy * % CH
o -50°C 4
o

OTMS 90%
o}
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Similarly, there will be a degree of selectivity between the two faces of the enolate if
it contains a stereocenter.

The stereogenic centers may be integral parts of the reactants, but chiral auxiliaries
can also be used to impart facial diastereoselectivity and permit eventual isolation
of enantiomerically enriched product. Alternatively, use of chiral Lewis acids as
catalysts can also achieve facial selectivity. Although the general principles of control
of the stereochemistry of aldol addition reactions have been well developed for simple
molecules, the application of the principles to more complex molecules and the



selection of the optimum enolate system requires analyses of the individual cases.’

Often, one of the available reactant systems proves to be superior.”” Sometimes a
remote structural feature strongly influences the stereoselectivity.”® The issues that
have to be addressed in specific cases include the structure of the reactants, including its
configuration and potential sites for chelation; the organization of the TS (cyclic, open,
or chelated); and the steric, electronic, and polar factors affecting the facial selectivity.

2.1.5.1. Stereochemical Control by the Aldehyde. A chiral center in an aldehyde can
influence the direction of approach by an enolate or other nucleophile. This facial
selectivity is in addition to the simple syn, anti diastereoselectivity so that if either
the aldehyde or enolate contains a stereocenter, four stereoisomers are possible. There
are four possible chairlike TSs, of which two lead to syn product from the Z-enolate
and two to anti product from the E-enolate. The two members of each pair differ
in the facial approach to the aldehyde and give products of opposite configuration
at both of the newly formed stereocenters. If the substituted aldehyde is racemic, the
enantiomeric products will be formed, making a total of eight stereoisomers possible.
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X R2 X R? X B2
&(H + N1 L— i R'
R R R Y
o o oH © oH ©
o-Substituent in 2,3-syn;3,4-syn 2,3-anti;3,4-anti
aldehyde
X R? X R2
R R Y
o © oH ©
2,3-anti;3,4-syn 2,3-syn;3,4-anti
H R2 R2 R2
R
\{Y + %/Fﬂ R R? R]/\/k’(l:‘1
o} H
X _ =
o O X OH ° x OHO
B-Substituent in 2,3-syn;3,5-syn 2,3-anti:3,5-anti
aldehyde
2 R2
A A A RMW
X OH ° x OH?O

2,3-anti;3,5-syn

2,3-syn;3,5-anti
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If the substituents are nonpolar, such as an alkyl or aryl group, the control is
exerted mainly by steric effects. In particular, for a-substituted aldehydes, the Felkin
TS model can be taken as the starting point for analysis, in combination with the
cyclic TS. (See Section 2.4.1.3, Part A to review the Felkin model.) The analysis and
prediction of the direction of the preferred reaction depends on the same principles
as for simple diastereoselectivity and are done by consideration of the attractive and
repulsive interactions in the presumed TS. In the Felkin model for nucleophilic addition
to carbonyl centers the larger a-substituent is aligned anti to the approaching enolate
and yields the 3,4-syn product. If reaction occurs by an alternative approach, the
stereochemistry is reversed, and this is called an anti-Felkin approach.

HX HX
OH
9y \C§8,,M — 4 oy, = R]/k/u\x
e R
CHa CHj CHs
3,4-syn (Felkin)

HO

CHy. /"

3. R

R/g”o /gﬁQM X
Hl

e} Hs
3,4-anti  (anti-Felkin)

A study of the lithium enolate of pinacolone with several a-phenyl aldehydes
gave results generally consistent with the Felkin model. Steric, rather than electronic,
effects determine the conformational equilibria.”” If the alkyl group is branched, it
occupies the “large” position. Thus, the ¢-butyl group occupies the “large” position,
not the phenyl.

OLi ph T
L J\/\’(C(CHa)a )ﬁ/\V(C(CHS)S
R CH=0 % C(CHg)s R éH o v R on ©
3,4-anti 3,4-syn
R 3,4-anti:syn ratio
CH, 3.64:1
CoHs 6.05:1
(CH3),CH 2.25:1
(CH3)sC 117

The situation encounters another factor with enolates having a C(2) substituent.
The case of steric control has been examined carefully. The stereoselectivity depends
on the orientation of the stereocenter relative to the remainder of the TS. The Felkin TS
is A. TS B represents a non-Felkin conformer, but with the same facial approach as A.
The preferred TS for the Z-enolate is believed to be structure C. This TS is preferred
to A because of the interaction between the RM group and the R? group of the enolate

77- E. P. Lodge and C. H. Heathcock, J. Am. Chem. Soc., 109, 3353 (1987).



in A.7® This double-gauche interaction is analogous to the 1,3-diaxial relationship in
chair cyclohexane. TS C results in the anti-Felkin approach. The relative energy of TS
B and TS C depends on the size of RY, with larger R groups favoring TS C because
of an increased R?/RY interaction.

R1
H J/\O';BR'z RM R- R ,
H%\ . . . s ‘\O,/BRZ
H (0] - - H LT /
/ RL | — (0]
R2 H
RM A R2 C
si-face re-face
RV R2 RM R2 RM R?
H B B H B 1
RLWR1 RL/WR1 AL R
OH O OH O OH O

2,3-syn-3,4-syn-product 2,3-syn-3,4-syn-product  2,3-syn-3,4-anti-product

For E-enolates the Felkin TS is preferred, the enolate approaches opposite the
largest aldehyde substituent, and the preferred product is 2,3-anti-3,4-syn. TS D is
preferred for E-enolates because of the gauche interaction between R? and R in TS E.

R
H )\ BR OH RM R! OH O
Rz N \O 2 . H.: __BR, Rl
wy=0 - A A A Rzﬁ\/’;\g . R
Hl R H Il;(L o M
RM D RV R H E R™ R,
E-enolate 2,3-anti-3,4-syn product E-enolate 2,3-anti-3,4-anti product

si-face re-face

The qualitative application of these models depends on evaluating the magnitude
of the steric interactions among the various groups. In this regard, phenyl and vinyl
groups seem to be smaller than alkyl groups, perhaps because of their ability to
rotate into conformations in which the 7 dimension minimizes steric repulsions. These
concepts have been quantitatively explored using force field models. For nonpolar
substituents, steric interactions are the controlling factor in the stereoselectivity, but
there is considerable flexibility for adjustment of the TS geometry in response to the
specific interactions.”

Mukaiyama reactions of a-methyl aldehydes proceed through an open TS and
show a preference for the 3,4-syn stereoisomer, which is consistent with a Felkin TS.%

H,.__ \R 0
H% MOTBDMS e ks CHy
2 2
CHa Y _H BF3 CHa H = g, 5 AR
O:@fH —
[ FsBO | H OH O
R R

R=Ph; R"=t-Bu:24:1syn:anti

78- W. R. Roush, J. Org. Chem., 56, 4151 (1991).

79 C. Gennari, S. Vieth, A. Comotti, A. Vulpetti, J. M. Goodman, and I. Paterson, Tetrahedron, 48, 4439
(1992).

80. C. H. Heathcock and L. A. Flippin, J. Am. Chem. Soc., 105, 1667 (1983); D. A. Evans and J. R. Gage,
Tetrahedron Lett., 31, 6129 (1990).
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The stereoselectivity of aldol addition is also affected by chelation.®! - and
B-Alkoxy aldehydes can react through chelated structures with Li* and other Lewis
acids that can accommodate two donor groups.

R
1 0"
o g
Ny j: Mo R
4 o=
7 g H
o—alkoxy aldehyde B-alkoxy aldehyde

The potential for coordination depends on the oxy substituents.?> Alkoxy substituents
are usually chelated, whereas highly hindered silyloxy groups usually do not chelate.
Trimethylsiloxy groups are intermediate in chelating ability. The extent of chelation
also depends on the Lewis acid. Studies with a-alkoxy and (3-alkoxy aldehydes with
lithium enolates found only modest diastereoselectivity.®®

OLi OH O
PhCH,0” N\ CH=0  + C%%\Ph - PhCHzoNPh
H CH,4
66:34 anti:syn
Ref. 84
i PhCH
OCH,Ph on, OLICHa CH,Q C?Ha CH, PhCH,Q  CHs o,
* 7z CHs _— CHs  + oH CH,
CH, CH=O0 S OTMS 3 oTMS
OTMS OH © o)
2:1 mixture OH
Ref. 83b

Several a-methyl-B3-alkoxyaldehydes show a preference for 2,3-syn-3,4-anti products
on reaction with Z-enolates. A chelated TS can account for the observed stereo-
chemistry.®> The chelated aldehyde is most easily approached from the face opposite
the methyl and R’ substituents.

CHg OLi

2,3-syn-3,4-anti
R =CH,OCH,Ph, R’=H, Et, PhCH,

Dialkylboron enolates cannot accommodate an additional aldehyde ligand group
and chelated TSs are not expected. When BF; is used as the Lewis acid, chelation is

81 M. T. Reetz, Angew. Chem. Int. Ed. Engl., 23, 556 (1984); R. Mahrwald, Chem. Rev., 99, 105 (1999).

82. X. Chen, E. R. Hortelano, E. L. Eliel, and S. V. Frye, J. Am. Chem. Soc., 114, 1778 (1992).

83. (a) C. H. Heathcock, S. D. Young, J. P. Hagen, M. C. Pirrung, C. T. White, and D. Van Derveer, J. Org.
Chem., 45, 3846 (1980); (b) C. H. Heathcok, M. C. Pirrung, J. Lampe, C. T. Buse, and S. D. Young,
J. Org. Chem., 46, 2290 (1981).

8. M. T. Reetz, K. Kesseler, and A. Jung, Tetrahedron, 40, 4327 (1984).

85- S, Masamune, J. W. Ellingboe, and W. Choy, J. Am. Chem. Soc., 104, 5526 (1982).



also precluded in Mukaiyama reactions. Chelation control does occur in the Mukaiyama
reaction using other Lewis acids. Both «- and (3-alkoxy aldehydes give chelation-
controlled products with SnCl, and TiCl,, but not with BF,.% If there is an additional
substituent on the aldehyde, the chelate establishes a facial preference for the approach
of the nucleophile.?’

Ph Ph

1/ Phy | 7~ 0
Z-Ti— ) o
\B (e} N 7 Ti— R
=0 pn. L ° /N T oph _OH
: :
o 0

In each instance, the silyl enol ether approaches anti to the methyl substituent on the
chelate. This results in a 3,4-syn relationship between the hydroxy and alkoxy groups
for a-alkoxy aldehydes and a 3,5-anti relationship for 3-alkoxy aldehydes with the
main chain in the extended conformation.

OH fe)
PhCHZC% CHy _ OTMs  TiCl, CHs
CH/_ or=o \_<Ph Ph
° PhCH,O  CHj 97 % 2,3-syn-3,4-syn
3 % 2,3-anti-3,4-anti
Ref. 88
CH
" “eH=0 otms Ty, TNy OH o
H + CHy= e A
PhCH,0 Ph Ph

CHg .
92:8 3,5-anti:syn

Ref. 84

A crystal structure is available for the SnCl, complex of 2-benzyloxy-3-
pentanone.?® The steric shielding by the methyl group with respect to the C=0 is
evident in this structure (Figure 2.1). NMR studies indicate that the reaction involves

Fig. 2.1. Structure of the SnCl, complex of 2-benzyloxy-3-pentanone. Reproduced
from Acc. Chem. Res., 26, 462 (1993) by permission of the American Chemical
Society.

86 Heathcock, S. K. Davidsen, K. T. Hug, and L. A. Flippin, J. Org. Chem., 51, 3027 (1986).

- C.H.

87 M. T. Reetz and A. Jung, J. Am. Chem. Soc., 105, 4833 (1983); C. H. Heathcock, S. Kiyooka, and
T. A. Blumenkopf, J. Org. Chem., 51, 4214 (1984).

8. M. T. Reetz, K. Kesseler, S. Schmidtberger, B. Wenderoth, and P. Steinbach, Angew. Chem. Int. Ed.
Engl., 22, 989 (1983).

8. M. T. Reetz, K. Harms, and W. Reif, Tetrahedron Lett., 29, 5881 (1988).
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formation of trimethylsilyl chloride from the chelated intermediate. This step is
followed by conversion to the more stable aldol chelate.*

CI CI ol cl
\' \|_Cl \T/ _Cl
PhCHz\ . PhCHQ\O/T'\ PRCH,0 O
oy Mo\ -sicH), e
H CH [l CHy
CH,CC(CH,), C(CHy)s
H

With - and B-benzyloxyaldehydes, the z-butylthio ketene acetals also gave
chelation-controlled addition.”!

CHs =<OTMS Ticl, CHy
PhCHO. : + CH — % PhCH,0
PN P
CH=0 SC(CHy)s VYCOSC(CH3)3
80% OH

> 97:3 3,4-anti:syn

This reaction occurs through a TS in which the aldehyde is chelated, but the silyl
thioketene acetal is not coordinated to the Ti (open TS).

~Ti— OH
PhCHo /' o H H
H H PhCH,OCH, H
H H COSC(CHa)s
CH, CH,
& >oTBDMS
|
C(CHy)s

The choice of Lewis acid can determine if a chelated or open TS is involved.
For example, all four possible stereoisomers of 1 were obtained by variation of the
Lewis acid and the stereochemistry in the reactant.”> The BF;-catalyzed reactions
occur through an open TS, whereas the TiCl, reactions are chelation controlled.

OH
CHO0 OH CHQ ¢
3 CO,C.Hs WCOZCZHS
BF, Ph Ph = BF3
CH
CH3 3 \
CH30 steric  3,4-syn-4,5-syn 3,4-syn-4,5-anti  steric CH30
_ control only isomer only isomer control )\/ =
Ph CH=0 y ; Ph CH=0
chelate chelate C
control CH30 W
TiCl, )\(XCO2C2H5 WCOng Ticl
CHs3
3,4-anti-4,5-syn 3,4-anti- 4 5 anti
11:1ds 7:1ds

%- M. T. Reetz, B. Raguse, C. F. Marth, H. M. Hiigel, T. Bach, and D. N. A. Fox, Tetrahedron, 48, 5731
(1992); M. T. Reetz, Acc. Chem. Res., 26, 462 (1993).

- C. Gennari and P. G. Cozzi, Tetrahedron, 44, 5965 (1988).

92.°S. Kiyooka, M. Shiinoki, K. Nakata, and F. Goto, Tetrahedron Lett., 43, 5377 (2002).



In the reaction of a-methylthiobutanal, where the methylthio group has the potential
for chelation, BF; gave 100% of anti product, whereas TiCl, gave a 5:1 syn:anti ratio.”*

SCHy oh SCH,

CHg Vk +  CH,=<X CH, Ph

CH=0 OTMS

OH O
BF,  100% anti
TiCl, 5:1 syn

Chelation-controlled product is formed from reaction of a-benzyloxypropanal
and the TBDMS silyl ketene acetal derived from ethyl acetate using 3% LiClO, as
catalyst.”

OCHPh OTBDMS 3% LiCIO, OCH,Ph
PN + CH — 8
CHy” “cH=0 2:<OCH ohch CHy Y co,CH,
° -30°C OTBDMS
84%

92:8 3,4-syn:anti

Recently, (CH;),AICI and CH;AICl, have been shown to have excellent chelation
capacity. These catalysts effect chelation control with both 3-benzyloxy- and 3-(t-
butyldimethylsilyoxy)-2-methylpropanal, whereas BF; leads to mainly syn product.”
The reaction is believed to occur through a cationic complex, with the chloride ion
associated with a second aluminum as [(CH;),AICL,]". Interestingly, although TiCl,
induced chelation control with the benzyloxy group, it did not do so with the TBDMS

group.

HO O HO O
CH=0 OTBDMS |[ewis Acid s
RO N\ ewis Aci :
H + /\ RO/\_)\)]\C(CH:;):; + RO/\/\/U\C(CH(;):;
CH3 C(CH3)3 = z
CHg CHy
anti syn
TBDMSO R

|
(CHg)sC H oML

CH,

chelated transition

structure
Lewis acid R = CH,Ph R = OTBDMS

anti:syn anti:syn

BF; 26:74 9:91
SnCl, 50:50 7:93
TiCl, 97:3 7:93
(CH;),AlCI 90:10 97:3
CH;AICl, 78:22 77:23

9 R. Annuziata, M. Cinquini, F. Cozzi, P. G. Cozzi, and E. Consolandi, J. Org. Chem., 57, 456 (1992).

% M. T. Reetz and D. N. A. Fox, Tetrahedron Lett., 34, 1119 (1993).

% D.A.Evans, B.D. Allison, and M. G. Yang, Tetrahedron Lett., 40,4457 (1999); D. A. Evans, B. D. Allison,
M. G. Yang, and C. E. Masse, J. Am. Chem. Soc., 123, 10840 (2001).
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Heteroatom substituents also introduce polar effects. In the case of a-alkoxy
aldehydes the preferred TS appears to be F and G for the E- and Z-enolates, respec-
tively. These differ from the normal Felkin TS for nucleophilic addition. The reactant
conformation is believed to be determined by minimization of dipolar repulsion
between the alkoxy substituent and the carbonyl group.’® This model predicts higher
3,4-anti ratios for Z-enolates, and this is observed.

H 1 R p2 OH
ro RI'R OH O ro P R? pp OH O
RzY\ELoﬁBRZ A WO — n A,
| o —— Y R ~F Y
H H H =9
H F RO R, R G RO R
E-enolate 2,3-anti-3,4-syn product Z-enolate 2,3-syn-3,4-anti product

Dipole-dipole interactions may also be important in determining the stereoselec-
tivity of Mukaiyama aldol reactions proceeding through an open TS. A BF;-catalyzed
reaction was found to be 3,5-anti selective for several B-substituted 5-phenylpentanals.
This result can be rationalized by a TS that avoids an unfavorable alignment of the
C=0 and C-X dipoles.”

TMSO X 0O OH X
BF O oH ¢
»=CH, + 0=CH \)v\ 3 OH X + :
(CHy).CH Ph 3B ph (GHg,cH 35 Ph
(CHy),CH I
CH,CH,Ph X 3,5-anti:syn
CH,CH,Ph
2 - X OTBDMS ~ 73:27
H %~ CH(CHq), H 43:57
" o~ TCH,CCH(CHy),  OAc :
ar I o 83:17
| o)
BF,

The same stereoselectivity was observed with a more complex pair of reactants in
which the B-substituent is a cyclic siloxy oxygen.”

OCHs

Thus we see that steric effects, chelation, and the polar effects of a- and
[B-substituents can influence the facial selectivity in aldol additions to aldehydes. These
relationships provide a starting point for prediction and analysis of stereoselectivity

% D. A. Evans, S. J. Siska, and V. J. Cee, Angew. Chem. Int. Ed. Engl., 42, 1761 (2003).
7 D. A. Evans, M. J. Dart, J. L. Duffy, and M. G. Yang, J. Am. Chem. Soc., 118, 4322 (1996).
8- 1. Paterson, R. A. Ward, J. D. Smith, J. G. Cumming, and K.-S. Yeung, Tetrahedron, 51, 9437 (1995).



Table 2.3. Summary of Stereoselectivity for Aldol Addition Reactions

Aldehyde Steric
(Felkin) Control

Cyclic TS

RZ oM

RE R?

Aldehyde Chelate
TS

Y8 OH O
R 5 4 3 2 R1
X RZ RE

Aldehyde Polar
Substituent Control

3,4-syn for X*=medium

E-enolate 2,3-anti, 3,4-syn

X®*=alkoxy 3,4-syn
YB = alkoxy 3,5-anti

Z-enolate 2,3-syn, 3,4-anti

X*=alkoxy
E-enolate 2,3-anti, 3,4-weak
Z-enolate 2,3-syn,3,4-anti

Y# = alkoxy 3,5-anti
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Open TS

3,4-syn for X*=medium

based on structural effects in the reactant aldehyde. These general principles have
been applied to the synthesis of a number of more complex molecules. Table 2.3
summarizes the relationships discussed in this section.

Scheme 2.3 shows reactions of several substituted aldehydes of varying
complexity that illustrate aldehyde facial diastereoselectivity in the aldol and
Mukaiyama reactions. The stereoselectivity of the new bond formation depends on the
effect that reactant substituents have on the detailed structure of the TS. The 3,4-syn
stereoselectivity of Entry 1 derives from a Felkin-type acyclic TS.

CH3\0+BF3_ CHy OBF3~ o OH
A Ph
Ph——= =
TBDMSO P Q& CH3ﬁCH2ﬁ—Ph = CHS)W
CHy H h O H H CHs
CH,

Entry 2 shows an E-enolate of a hindered ester reacting with an aldehyde
having both an a-methyl and 3-methoxy group. The reaction shows a 13:1 preference
for the Felkin approach product (3,4-syn) and is controlled by the steric effect of
the a-methyl substituent. Another example of steric control with an ester enolate
is found in a step in the synthesis of (+)-discodermolide.”” The E-enolate of a
hindered aryl ester was generated using LiTMP and LiBr. Reaction through a Felkin
TS resulted in syn diastereoselectivity for the hydroxy and ester groups at the
new bond.

9 1. Paterson, G. J. Florence, K. Gerlach, J. P. Scott, and N. Sereinig, J. Am. Chem. Soc., 123, 9535
(2001).
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Scheme 2.3. Examples of Aldol and Mukaiyama Reactions with Stereoselectivity Based

on Aldehyde Structure

A. Steric Contol

12 CH Hs
3 OTBDMS :
/ BF CHg
PhCHCH=0 + CH,=C B en Y
\CH -78°C OH O 75%
3
10:1 3,4-syn:anti
i oLi CH, CH, cH, CH, CH,
2 Ar H OBOM : 0BOM
oY + Ar0,C
CHg O  OTBDMS OH OTBDMS 92%
Ar=2,6-dimethylpheny! BOM = benzyloxymethyl 13:1 2,3-anti:syn-3,4-syn
3¢ CHjy SC(CH,), BF, CHj 9H3
/L + - . SC(CHg)3
Ph" NcH=0o CH; OTBDMS Ph
OH O
13:1 2,3-anti:syn-3,4-syn
4 CHg CH,
= OTMS BF.
A~ CH3>:< ° CH, | SePh
TBDPSO CH=O+PhSe oM —_— : CO.CH
e %
TBDPSO [ <~ o2-Ts B4%
B. Chelation Control OH 3,4-syn
CH3><8H3
o CHanCHs OTMS Licio, CHg CHy
5 070 4+ (CHy),C=C 0.3 6q
OCH,4 25°C CO,CHj4
CH=0 TMSO
>98% 3,4-syn
f oTBDMS LiCIO, ~ OCHzPh
OCH,Ph o0
6 T2 H,C=C 8 mol % CO,CH,
CH;~ “CH=0 OCH,  —30°C OH
92:8 3,4-syn:anti
79 OCH,Ph OTMS PhCH,O
= TiCl H C(CH
CHy” “CH=0 * H,C=C_ _7430 . (CHa)s
C(CHa)s 8 OH O >97% syn
8° PhCH,__
OCH,Ph SC(CHa)s  gncy, 0 C;)Hs scoy
PN = _
CH™ "CH=0 CH, OTBDMS CHy Y e
OH O
9¢ 2,3-syn-3,4-syn
CH
QCHzPh N CHy OoTMS Et,BOTf CHy SaePh
CH3/\CH=O PhSe OMe PhCHZO CO2CH3 84%
1o OH >20:1 3,4-anti
CHs o
OCHPh  H,C s , PhCH,O0  CHy ch,
: OCH,Ph  TiCl, ;
CHAN CH OCH,Ph
8 CH=0 + OTMS . 8
~78°C OH 97% yield
99:1 3,4-syn

(Continued)



Scheme 2.3. (Continued)

C. Polar Control

11
N\ / 3\/\ / ?
\/Y\CH=O . N/ Ph BF, N N/)\/\Ph
PMBO OTMS z 75%
) 90:10 3,5-anti:syn
12 ,TBDMS
TIPSO
¢ OCHj CH;  oTms
CHS = * —
— CH=0" cHj CHg CH,
CH, 3
13 8:13,5-anti o1
:1 3,5-anti:syn
TBDMSO TBDMSO 5 4
OTMS BF3 H
CH=0 + 4 C_ﬂ'/ _ CO,C(CHs)s
| (CH3>2CH B 2 OC(CH ) -78°C <CH3)ZCH E 75%
14 CHs 33 CH;  >9554dr
CH
(?:H:3 : 3 CH, (;:H3CH3
CH R ;
3. WCH:O /iTBDMS BF, CHa., SC(CHy),
CHy H
PMBO % _7g0 HO 92%
7 . SC(CHa)s 78°C ’ PMBO O
OCH c
° OCHs 51355y
CH,Br
15m oTMS CHe B(‘DFCH o *_,OCH,Ph
M\/OCHZPh \)\/j/
CHg —
CH; CHj + O=CH “OCH 35 OCH3
8 CH3 CHz OCH,Ph
64% 2,3-anti-3,5-anti
21% 2,3-anti-3,5-syn
a. C. H. Heathcock and L. A. Flippin, J. Am. Chem. Soc., 105, 1667 (1983).
b. L. Paterson, Tetrahedron Lett., 24, 1311 (1983).
c. C. Gennari, M. G. Beretta, A. Bernardi, G. Moro, C. Scolastico, and R. Todeschini, Tetrahedron, 42, 893 (1986).
d. Y. Guindon, M. Prevost, P. Mochirian, and B. Guerin, Org. Lett., 4, 1019 (2002).
e. J. Ipaktschi and A. Heydari, Chem. Ber., 126, 1905 (1993).
f. M. T. Reetz and D. N. A. Fox, Tetrahedron Lett., 34, 1119 (1993).
g. M. T. Reetz, B. Raguse, C. F. Marth, H. M. Hiigel, T. Bach, and D. N. A. Fox, Tetrahedron, 48, 5731 (1992).
h. C. Q. Wei, X. R. Jiang, and Y. Ding, Tetrahedron, 54, 12623 (1998).
i. F. Yokokawa, T. Asano, and T. Shioiri, Tetrahedron, 57, 6311 (2001).
j- R. E. Taylor and M. Jin, Org. Lett., 5, 4959 (2003).
k. L. C. Dias, L. J. Steil and V. de A. Vasconcelos, Tetrahedron: Asymmetry, 15, 147 (2004).
. G. E. Keck and G. D. Lundquist, J. Org. Chem., 64, 4482 (1999).
m. D. W. Engers, M. J. Bassindale, and B. L. Pagenkopf, Org. Lett., 6, 663 (2004).

CHs Co,ArCH;CMs

Ar=2,6-dimethylphenyl 2 -o—/’ i ds>97%

Entries 3 and 8 show additions of a silyl thioketene acetal to o-substituted
aldehydes. Entry 3 is under steric control and gives an 13:1 2,3-anti-syn ratio. The
reaction proceeds through an open TS with respect to the nucleophile and both the
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E- and Z-silyl thioketene acetals give the 2,3-anti product. The 3,4-syn ratio is
50:1, and is consistent with the Felkin model. When this nucleophile reacts with
2-benzyloxypropanal (Entry 8), a chelation product results. The facial selectivity with
respect to the methyl group is now reversed. Both isomers of the silyl thioketene acetal
give mainly the 2,3-syn-3,4-syn product. The ratio is higher than 30:1 for the Z-enolate
but only 3:1 for the E-enolate.

§i
H L CH,
Pho
cHy Syl
COSC(CHa)s

Entries 4 and 9 are closely related structures that illustrate the ability to control
stereochemistry by choice of the Lewis acid. In Entry 4, the Lewis acid is BF; and
the B-oxygen is protected as a z-butyldiphenylsilyl derivative. This leads to reaction
through an open TS, and the reaction is under steric control, resulting in the 3,4-syn
product. In Entry 9, the enolate is formed using di-n-butylboron triflate (1.2 equiv.),
which permits the aldehyde to form a chelate. The chelated aldehyde then reacts via
an open TS with respect to the silyl ketene acetal, and the 3,4-anti isomer dominates
by more than 20:1.

CQ CZHS

H5\ /
PhCH, A
o \

CHy  OTMS CHS&
3 TMSO  CH .
=~/ = e OTBDPS
CHgy L THPRSEOCHs  cuo” Vsepn Ho

TS for chelate control TS for steric control

Entry 5 is an example of LiClO, catalysis and results in very high stereoselectivity,
consistent with a chelated structure for the aldehyde.

CHs cp, CH>3<CH3
oot P
0 9 CH,
€ CHs “/[~CO,CHy
H Y I OTMS  H CH,
CHy
OCH,

Entries 6 and 7 are examples of reactions of a-benzyloxypropanal. In both cases, the
product stereochemistry is consistent with a chelated TS.



PhCHz\ ’Mn+ PhCHz\ 101

o ‘b ° i OCH,Ph
2 H Z SECTION 2.1

7 - & = /\/\
or” Y CH?’/\[\CHchZCH3 = CHy Y COCH, Aldol Addition and
H H OH Condensation Reactions
CH,_OTMS
OCHjs

Entry 10 is an example of the application of chelate-controlled stereoselectivity using
TiCl,. Entry 11 also involves stereodirection by a 3-(p-methoxybenzyloxy) substituent.
In this case, the BF;-catalyzed reaction should proceed through an open TS and the
B-polar effect described on p. 96 prevails, resulting in the anti-3,5-isomer.

OTMS O oH OPMB
.0 -,
Ar s Ar \CH2
H
PMBO —
CH

2

The B-methoxy group in Entry 12 has a similar effect. The aldehydes in Entries 13
and 14 have a-methyl-3-oxy substitution and the reactions in these cases are with
a silyl ketene acetal and silyl thioketene acetal, respectively, resulting in a 3,4-syn
relationship between the newly formed hydroxy and a-methyl substituents.

Entry 15 involves a benzyloxy group at C(2) and is consistent with control by a
[B-oxy substituent, which in this instance is part of a ring. The anti relationship between
the C(2) and the C(3) groups results from steric control by the branched substituent in
the silyl enol ether. The stereogenic center in the ring has only a modest effect.

T™MSO  GH.R O CH,R
2 O oOH
R OCH,Ph RsC OCHPh 3
3 S - oH RsC CH,R’
) o
H™ ) OB HoH CH,0OCH,Ph

2.1.5.2. Stereochemical Control by the Enolate or Enolate Equivalent. The facial
selectivity of aldol addition reactions can also be controlled by stereogenic centers in
the nucleophile. A stereocenter can be located at any of the adjacent positions on an
enolate or enolate equivalent. The configuration of the substituent can influence the
direction of approach of the aldehyde.

R H R
X > = H
\</\ X\e<’/oz
74 0z _
stereocenter in stereocenter in stereocenter in
the 1-substituent the E-substituent the Z-substituent

When there is a nonchelating stereocenter at the 1-position of the enolate, the
two new stereocenters usually adopt a 2,2'-syn relationship to the M substituent. This
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result is consistent with a cyclic TS having a conformation of the chiral group with the
hydrogen pointed toward the boron and the approach to the aldehyde from the smaller
of the other two substituents as in TS H.'

H RM CH, RM
’4_ L R L
cHg Y R R
OBR, OH O
This stereoselectivity, for example, was noted with enolate 2.'°!
H
GHa CHa CHg CHy CHs CHy
CHy
y-CH=0 , =
OTBDMS
=P on © OTBDMS
BBN
2 2,2’-syn
The same effects are operative with titanium enolates.'*%
TBDMS\ ) Tic TBDMS\
1) TiCly O O OH
e 9 i-Pr,NEt
(CH3),CH /kHK/CHS 2) (CH3),CHCH=0  (CH3),CH WCH(CHsb
CHs CH; CHy 82%

95:5 2,2’-syn

Little steric differentiation is observed with either the lithium or boron enolates of
2-methyl-2-pentanone.'*

CHs
CH
CHy CH, CH ’
+ CH;CH,CH=0 SWCHs
OM O OH
M=Li 57:43 2',3-anti:syn

M=BBu, 64:36 2’,3-anti:syn

a-Oxygenated enolates show a strong dependency on the nature of the oxygenated
substituent. TBDMS derivatives are highly selective for 2, 2'-syn-2,3-syn product, but
benzyloxy substituents are much less selective. This is attributed to involvement of
two competing chelated TSs in the case of benzyloxy, but of a nonchelated TS for the
siloxy substituent.!”® The contrast between the oxy substituents is consistent with the
tendency for alkoxy groups to be better donors toward Ti(IV) than siloxy groups.

100 (a) D. A. Evans, D. L. Rieger, M. T. Bilodeau, and F. Urpi, J. Am. Chem. Soc., 113, 1047 (1991);
(b) A. Bernardi, A. M. Capelli, A. Comotti, C. Gennari, M. Gardner, J. M. Goodman, and I. Paterson,
Tetrahedron, 47, 3471 (1991).

101. 1, Paterson and A. N. Hulme, J. Org. Chem., 60, 3288 (1995).

102D, Seebach, V. Ehrig, and M. Teschner, Liebigs Ann. Chem., 1357 (1976); D. A. Evans, J. V. Nelson,
E. Vogel, and T. R. Taber, J. Am. Chem. Soc., 103, 3099 (1981).

103-°S. Figueras, R. Martin, P. Romea, F. Urpi, and J. Vilarrasa, Tetrahedron Lett., 38, 1637 (1997).



Oxy substituent R 2,2 -syn-2,3-syn:2,2'-anti-2,3-syn
TBDMS CH; 30:1
TBDMS PhCH, 35:1
TBDMS (CH;),CH >95:1
PhCH, CH;4 5:1
PhCH, PhCH, 4:1
PhCH, (CH;),CH 1:1
O OH

CHjz
CH(CHy),

TBDMSO CHg

2,2’-syn-2,3-syn 2,2’syn-2,3-syn 2,2’-anti-2,3-syn
favored non-chelated competing chelated
transition structure transition structure
for TBDMS for benzyloxy

The stereoselectivity of this reaction also depends on the titanium reagent used to
prepare the enolate.'®* When the substituent is benzyloxy, the 2, 2'-anti-2,3-syn product
is preferred when (i-PrO)TiCl, is used as the reagent, as would be expected for a
chelated TS. However, when TiCl, is used, the 2, 2'-syn-2,3-syn product is formed.
A detailed explanation for this observation has not been established, but it is expected
that the benzyloxy derivative would still react through a chelated TS. The reversal on
use of TiCl, indicates that the identity of the titanium ligands is also an important
factor.

High facial selectivity attributable to chelation was observed with the TMS silyl
ethers of 3-acyloxy-2-butanone.'%

oTMs oH O — !
CH, TGl : CH 5o) Si—
(CHy).CHCH=0  + CH%\( ® " (CHy,CH S S = [
H
0,CPh 0,CPh PhCO; \'/'CH,
H

Several enolates of 4,4-dimethyl-3-(trimethylsiloxy)-2-pentanone have been
investigated.'” The lithium enolate reacts through a chelated TS with high 2,2'-anti
stereoselectivity, based on the steric differentiation by the ¢-butyl group.

104 J. G. Solsona, P. Romea, F. Urpi, and J. Villarrasa, Org. Lett., 5, 519 (2003).

105- B, M. Trost and H. Urabe, J. Org. Chem., 55, 3982 (1990).

106 C, H. Heathcock and S. Arseniyadis, Tetrahedron Lett., 26, 6009 (1985) and Erratum Tetrahedron Lett.,
27, 770 (1986); N. A. Van Draanen, S. Arseniyadis, M. T. Crimmins, and C. H. Heathcock, J. Org.
Chem., 56, 2499 (1991).
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(CH3)3Q/ TMS
OLi Has O O OH
N H H
(CH3)3C1/&CH3 + RCH=O0 H% .-Li — (© 3)307)J\_/\R
{ o/ Z
OoTMS CH, /k g TBSO  CHs
R O major
R 2,2’-anti:syn
i-Pr >95:5
t-Bu >95:5
Ph >95:5

PhCH,OCH,  >95:5

The corresponding di-n-butylboron enolate gives the 2,2'-syn adduct. The nonchelating
boron is thought to react through a TS in which the conformation of the substituent is
controlled by a dipolar effect.

The E-titanium enolate was prepared by deprotonation with TMP-MgBr, followed
by reaction with (i-PrO),TiCl in the presence of HMPA. The TS for addition is also
dominated by a polar effect and gives and 2,2'-anti product.

1) TMPMgBr TBDMSB\* H
o 2) HMPA
(CHz):C CH, (iPrO)sTiCl,
3)RCH=0  CH,

Q
o
I
@
5
(@]
nQ
T

“~ ,lei(Oi-Pr)a (CH,),C ~R

OTBDMS o TBDMSO  CH;,

An indication of the relative effectiveness of oxygen substituent in promoting
chelation of lithium enolates is found in the enolates 3a—d. The order of preference
for the chelation-controlled product is CH;OCH,O > TMSO > PhCH,0O > TBDMSO,
with the nonchelation product favored for TBDMSO. !

OR CHs OR CHs oR
1) LDA (CH3).CH,__A (CH3),CH
CHs TMEDA : .
0 2) (CHg),CHCH=0 OH O OH O
2’,3-anti 2,3-syn
chelation-control
R
— A
«_CH(CH
o, S, CHsOCH, 937
o PhCH, 75:25
0 c TMS 88:12
R d TBDMS 24:76
chelated TS

107.C. Siegel and E. R. Thornton, Tetrahedron Lett., 27, 457 (1986); A Choudhury and E. R. Thornton,
Tetrahedron Lett., 34, 2221 (1993).



Tin(II) enolates having 3'-benzyloxy substituents are subject to chelation control.
The enolate from 2-(benzyloxymethyl)-3-pentanone gave mainly 2,2'-syn-2,3-syn
product, a result that is consistent with a chelated TS.!%

CH,
CH, B CHs CHs CH, CH
i__ocH,pn SN CH N RCH=O RMY?VOCHZPh . R 2__OCH,Ph

CHM Et,N 0., O :
o SN NCHPh  GH O oH O
ot 2,2’-syn-2,3-syn 2,2"-anti-2,3-syn
CH,
2, CH,Ph

Polar effects appear to be important for 3’-alkoxy substituents in enolates.
3-Benzyloxy groups enhance the facial selectivity of E-boron enolates, and this is
attributed to a TS I in which the benzyloxy group faces toward the approaching
aldehyde. This structure is thought to be preferable to an alternate conformation J,
which may be destabilized by electron pair repulsions between the benzyloxy oxygen
and the enolate oxygen.'"”

Q__-CH,Ph

o7

N O
HacH,  PhOHQS Chs
K % Oo X CH3
CHj | 0 J

This effect is seen in the case of ketone 4, where the stereoselectivity of the benzyloxy
derivative is much higher than the compound lacking the benzyloxy group.!!'’

CH,
0 O(c-CeHy),  ~/ o OH
-CgHy1),BC] -
phCHonbCHs (0-Col11),BC PhCHzo/Yg O=CH _ pnch,0 /" CH,
EtN L H
CH; 4 CH, 3 CH; CH,

The same B-alkoxy effect appears to be operative in a 2’-methoxy substituted system.!!!

0=CH
° 7 0TBDPS o OH
CH; & H
(c-CeHy):BCI 3 CH :
PhCHzo/\:)K/OCH3 ‘;t‘;\lz & PhCH,0™ NN OTBDPS
= 3 z z
CH, CHy OcH,CHs ch,

108- 1, Paterson and R. D. Tillyer, Tetrahedron Lett., 33, 4233 (1992).

109-° A Bernardi, C. Gennari, J. M. Goodman, and 1. Paterson, Tetrahedron: Asymmetry, 6, 2613 (1995).
110- 1, Paterson, J. M. Goodman, and M. Isaka, Tetrahedron Lett., 30, 7121 (1989).

L1, Paterson and R. D. Tillyer, J. Org. Chem., 58, 4182 (1993).
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A 3'-benzyloxy ketone gives preferential 2,2'-syn stereochemistry through a
chelated TS for several titanium enolates. The best results were obtained using
isopropoxytitanium trichloride.!'? The corresponding E-boron enolate gives the 2,2’-
anti-2,3-anti isomer as the main product through a nonchelated TS."°

o] 1) FPrOTICl, o OH o OH
CH,  (FProNEt :
PhCHzo/\Kb 2 RCH=0 PhCHzow R PhCHZOW R
CHg CHg CH, CHj CHy
2,2’-syn-2,3-syn 2,2"-anti-2,3-syn
R ratio
C,Hs 93:7
(CHy),CH 97:3
(CHa),CHCH, 94:6
Ph 94:6

In summary, the same factors that operate in the electrophile, namely steric,
chelation, and polar effects, govern facial selectivity for enolates. The choice of the
Lewis acid can determine if the enolate reacts via a chelate. The final outcome depends
upon the relative importance of these factors within the particular TS.

Scheme 2.4 provides some specific examples of facial selectivity of enolates.
Entry 1 is a case of steric control with Felkin-like TS with approach anti to the

cyclohexyl group.

_____ "mOSi(CHg),

Entry 2 is an example of the polar (-oxy directing effect. Entries 3 and 4 involve
formation of E-enolates using dicyclohexylboron chloride. The stereoselectivity is
consistent with a cyclic TS in which a polar effect orients the benzyloxy group away

from the enolate oxygen.

112 J. G. Solsona, J. Nebot, P. Romea, and F. Urpi, J. Org. Chem., 70, 6533 (2005).



Scheme 2.4. Examples of Facial Selectivity in Aldol and Mukaiyama Reactions Based on 107
Enolate Structure
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TBDMSO TBDMSO CH, >98:2 ds
PMBO OH
PMBO BUZOTf :
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2) O=CH(CH,) 83% 94:6 1,2-anti
3 0 1) (CgHy4),BCI o M CH
CH, EtN NS 8
PhCH,O0 : 2) O=CH PhCHO 2
CH = CHy CH, s
s CHKCHa *82% 97% ds
3
49 o) 1) (CgH,4),BCI
CH;  EN
MBS S - OCH,Ph 84%
2) O=CH 5
CH, ) ~/>OCH,Ph cH >97:3 ds
TBDMS /N
TBDMS PMBO © OocH
“o J OCH, ™ oo o
0 1) LHMDS CH
Y 2
opmp (CHICH 3 : H
H CH CH, CH, OCH,
CH, CH, OCH CH-O : ¢ 55%
(CHS)ZCH Y - 8:1ds
CH,
o 2) TBDMSO
yTicl,, O=CH NN
Pr,NEt =
P CH, CHs CH,
OTBDMS
<CHs HO TBDMSO

C,H:0,C

CH, CHs; CH,

Qe
QI
I
Tin
Qun
I
%
On
I
o

70% dr>96:4

A. Evans, D. L. Rieger, M. T. Bilodeau, and F. Urpi, J. Am. Chem. Soc., 113, 1047 (1991).

. D.
. D. A. Evans, P. J. Coleman, and B. Cote, J. Org. Chem., 62, 788 (1997).
. L. Paterson and M. V. Perkins, Tetrahedron, 52, 1811 (1996)

. L

Paterson and I. Lyothier, J. Org. Chem., 70, 5454 (2005).
. R. Roush, T. D. Bannister, M. D. Wendt, J. A. Jablonsowki, and K. A. Scheidt, J. Org. Chem., 67, 4275 (2002).

. Defosseux, N. Blanchard, C. Meyer, and J. Cossy, J. Org. Chem., 69, 4626 (2004).

Entry 5, where the same stereochemical issues are involved was used in the synthesis
of (+4)-discodermolide. (See Section 13.5.6 for a more detailed discussion of this
synthesis.) There is a suggestion that this entry involves a chelated lithium enolate and
there are two stereogenic centers in the aldehyde. In the next section, we discuss how
the presence of stereogenic centers in both reactants affects stereoselectivity.
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Entry 6 involves a titanium enolate of an ethyl ketone. The aldehyde has no
nearby stereocenters. Systems with this substitution pattern have been shown to
lead to a 2,2'-syn relationship between the methyl groups flanking the ketone,
and in this case, the [-siloxy substituent has little effect on the stereoselectivity.
The configuration (Z) and conformation of the enolate determines the 2,3-syn
stereochemistry.'"

2.1.5.3. Complementary/Competitive Control: Double Stereodifferentiation. If both
the aldehyde and the enolate in an aldol addition are chiral, mutual combinations
of stereoselectivity come into play. The chirality in the aldehyde and enolate each
impose a bias toward one absolute configuration. The structure of the chairlike
TS imposes a bias toward the relative configuration (syn or anti) of the newly
formed stereocenters as described in Section 2.1.2. One combination of configurations,
e.g., (R)-aldehyde/(S)-enolate, provides complementary, reinforcing stereoselection,
whereas the alternative combination results in opposing preferences and leads to dimin-
ished overall stereoselectivity. The combined interaction of stereocenters in both the
aldehyde and the enolate component is called double stereodifferentiation.''* The
reinforcing combination is called matched and the opposing combination is called
mismatched.

favored

R-enolate M R-aldehyde R-enolate S-aldehyde
and or and

S-enolate  =———>  S-aldehyde S-enolate =——— R-aldehyde
favored favored

13- D. A. Evans, D. L. Rieger, M. T. Bilodeau, and F. Urpi, J. Am. Chem. Soc., 113, 1047 (1991).
114.°S, Masamune, W. Choy, J. S. Petersen, and L. R. Sita, Angew. Chem. Int. Ed. Engl., 24, 1 (1985).



For example the aldol addition of (§)-2-cyclohexylpropanal is more stereoselective
with the enolate (S)-5 than with the enantiomer (R)-5. The stereoselectivity of these
cases derives from relative steric interactions in the matched and mismatched cases.

CHs +
H
Ph §”; CH, Hﬁ -
complementary
TMSO OLi* o S selectivity
S-5 ratio = 9:1
CHg
CH, Ph H +
</ CH Hﬁ -
TMSO . opposed
i oLt Og selectivity
-5 ratio = 1.3:1
Ref. 115

Chelation can also be involved in double stereodifferentiation. The lithium
enolate of the ketone 7 reacts selectively with the chiral aldehyde 6 to give a single
stereoisomer.!''® The enolate is thought to be chelated, blocking one face and leading
to the observed product.

Gy £Ho 0
WCH:O * CH3\)}VC(CH3)3 -
o_ 0 :
7 OTMS
6 7

There can be more than two stereocenters, in which case there are additional
combinations. For example with three stereocenters, there will be one fully matched
set, one fully mismatched set, and two partially matched sets. In the latter two, one
of the factors may dominate the others. For example, the ketone 8 and the four
stereoisomers of the aldehyde 9 have been examined.!'"” Both the E-boron and the
Z-titanium enolates were studied. The results are shown below.

115 S, Masamune, S. A. Ali, D. L. Snitman, and D. S. Garvey, Angew. Chem. Int. Ed. Engl., 19, 557 (1980).

6. C. H. Heathcock, M. C. Pirrung, C. T. Buse, J. P. Hagen, S. D. Young, and J. E. Sohn, J. Am. Chem.
Soc., 101, 7077 (1979).

17-D. A. Evans, M. J. Dart, J. L. Duffy, and D. L. Rieger, J. Am. Chem. Soc., 117, 9073 (1995).
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_BCeHi): TBOMSO 4 JTicl,
TBDMSO O TBSDMSO @
CH, CH,
N (CH,),CH X
(CHg),CH (CH,),CH
CH 8 CH,
CH, ° CH,
o OPmB
TBSDMSQ o OH OPMB M TBSDMSOQ OH OPMB
: H Y\ TCH(CHy),
(CH,),CH ~~ CH(CHy), Z
CH, CH, CH, ¢ CH, CH, CH,
A fully matched; >99:1 85% 9a E partially matched; both syn 87:13 81%

TBSDMSQ OH OPMB OPMB TBSDMSO OH OPMB

O H
CH(CH), k/\CH CH,) W

(CH,),CH H
CH, CH, CH, é CH; CH, CH,
3
B partially matched; >99:1 85% 9b F  fully matched;89:11; both syn 86%
o OPMB
TBSDMSO o OH OPMB TBSDMSO OH OPMB
H CH(CH,),
(CH,),CH CH(CH,),
CH
CH, s Ch, * Hs CH,
C partially matched: 81:19: both anti 9 G fully ml|s-matched, 37.35.28, two.ma'jor 79%
stereoisomers both syn plus a third isomer
o OPmB
TBSDMSO OPMB H
O OH ? H)Y\CH(CHS)Z TBSDMSO o) OH OPMB
CH(CH,)
(CH),CH i ¥2 CH, (CHy),
CH 3 CH
3 3 CH; CH; CH,
D fully mis-matched; 65:25:10; two major 9d H partially matched; 92:8; both syn 85%

stereoisomers both anti plus a third isomer

The results for the boron enolates show that when the aldehyde and enolate centers
are matched the diastereoselectivity is high (Cases A and B). In Case C, the enolate
is matched with respect to the (-alkoxy group but mismatched with the a-methyl
group. The result is an 81:19 dominance of the anti-Felkin product. For the titanium
enolates, Cases E and F correspond to a matched relationship with the a-stereocenter.
Case G is fully mismatched and shows little selectivity. In Case H, the matched
relationship between the enolate and the B-alkoxy group overrides the a-methyl effect
and a 2,3-syn (Felkin) product is formed. The corresponding selectivity ratios have
also been determined for the lithium enolates.!'® Comparison with the boron enolates
shows that although the stereoselectivity of the fully matched system is higher with
the boron enolate, in the mismatched cases for the lithium enolate, the aldehyde
bias overrides the enolate bias and gives modest selectivity for the alternative anti
isomer.

In general, BF;-catalyzed Mukaiyama reactions lack a cyclic organization because
of the maximum coordination of four for boron. In these circumstances, the reactions
show a preference for the Felkin type of approach and exhibit a preference for syn
stereoselectivity that is independent of silyl enol ether structure.'"’

18- D. A. Evans, M. G. Yang, M. J. Dart, and J. L. Duffy, Tetrahedron Lett., 37, 1957 (1996).
119-D. A. Evans, M. G. Yang, M. J. Dart, J. L. Duffy, and A. S. Kim, J. Am. Chem. Soc., 117, 9598 (1995).
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Aldol Addition and
e} OH  OTBDMS OTBDMS o) OH QTBDMS Condensation Reactions
(CHg),CH CH(CH,), O=CH]ﬂ'CH(CH3)2 (CHy),CH CH(CHy),
CHs CH,  95% CHs Ch, 68%
95:5 syn:anti; CH, 87:13 syn:anti;
> 99:1 Felkin > 99:1 Felkin
OH OTBDMS OH TBDM
? OTBDMS o 7 s
(CH,),CH CH(CHj) =
3)5 . 32 O=CH CH(CH,) (CH,),CH CH(CH,),
c 3 CH 0, 32 CH
5 89% 5 CH, 75
. - CH 91:9 syn:anti; °
70:30 syn:anti; 3 : . . .
- 99:1 Felkin 87:13 Felkin-anti-Felkin

When there is also a stereogenic center in the silyl enol ether, it can enhance or
detract from the underlying stereochemical preferences. The two reactions shown
below possess reinforcing structures with regard to the aldehyde a-methyl and the
enolate TBDMSO groups and lead to high stereoselectivity. The stereochemistry of
the B-TBDMSO group in the aldehyde has little effect on the stereoselectivity.

OTBDMS
o = TBDMSQ o §F OTBDMS
H)YCH(CHS)Z o CH)\)WCH(%»
TBDMSQ  oTMs CH e H
M 8 CHy CHs 750, 98:2 syn
+ or ——
(GH),CH CH OTBDMS
3 0 OTBDMS TBDMSO o OH
CH(CH CH(CHy),
H (CHa) (CHg),CH
CHy CHy CHa 539, 98:0 syn

Scheme 2.5 gives some additional examples of double stereodifferentiation.
Entry 1 combines the steric (Felkin) facial selectivity of the aldehyde with the facial
selectivity of the enolate, which is derived from chelation. In reaction with the racemic
aldehyde, the (R)-enantiomer is preferred.

favored disfavored

Entry 2 involves the use of a sterically biased enol boronate with an a-substituted
aldehyde. The reaction, which gives 40:1 facial selectivity, was used in the synthesis
of 6-deoxyerythronolide B and was one of the early demonstrations of the power of
double diastereoselection in synthesis. In Entry 3, the syn selectivity is the result of a
chelated TS, in which the 3-p-methoxybenzyl substituent interacts with the tin ion.'?

120- 1, Paterson and R. D. Tillyer, Tetrahedron Lett., 33, 4233 (1992).
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. Heathcock, M. C. Pirrung, J. Lampe, C. T. Buse, and S. D. Young, J. Org. Chem., 46, 2290 (1981).
samune, M. Hirama, S. Mori, S. A. Ali, and D. S. Garvey, J. Am. Chem. Soc., 103, 1568 (1981).

. Correa, Jr., and R. A. Pilli, Angew. Chem. Int. Ed. Engl., 42, 3017 (2003).

eve, M. Ferrero, P. Romea, F. Urpi, and J. Vilarrasa, Tetrahedron Lett., 40, 5083 (1999).

. Keck, C. E. Knutson, and S. A. Wiles, Org. Lett., 3, 707 (2001).

. Evans, A. S. Kim, R. Metternich, and V. J. Novack, J. Am. Chem. Soc., 120, 5921 (1998).

. Evans, D. M. Fitch, T. E. Smith, and V. J. Cee, J. Am. Chem. Soc., 122, 10033 (2000).

. Evans, B. Cote, P. J. Coleman, and B. T. Connell, J. Am. Chem. Soc., 125, 10893 (2003).
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The aldehyde a-methyl substituent determines the facial selectivity with respect to the
aldehyde.

Entry 4 has siloxy substituents in both the (titanium) enolate and the aldehyde. The
TBDPSO group in the aldehyde is in the “large” Felkin position, that is, perpendicular
to the carbonyl group.!?! The TBDMS group in the enolate is nonchelated but exerts
a steric effect that governs facial selectivity.!?? In this particular case, the two effects
are matched and a single stereoisomer is observed.

o OH
___ CH, GCH,Ph

TBDMSO  CH, OTBDPS

Entry 5 is a case in which the a- and 3-substituents reinforce the stereoselectivity,
as shown below. The largest substituent is perpendicular to the carbonyl, as in the
Felkin model. When this conformation is incorporated into the TS, with the a-methyl

121 C. Esteve, M. Ferrero, P. Romea, F. Urpi, and J. Vilarrasa, Tetrahedron Lett., 40, 5079 (1999).
122.°S. Figueras, R. Martin, P. Romea, F. Urpi, and J. Vilarrasa, Tetrahedron Lett., 38, 1637 (1997).
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group in the “medium position,” the predicted approach leads to the observed 3,4-syn
stereochemistry.

Felkin
trajectory OH
CHa H
HR
o OCH
tmso  CHs Ly o O/ L
Lo — oty = A
R H oCH R H OCH
H 8 Ho B CHg

Entry 6 is an example of the methodology incorporated into a synthesis of
6-deoxyerythronolide.'”® Entries 7 and 8 illustrates the operation of the B-alkoxy
group in cyclic structures. The reaction in Entry 7 was used in the synthesis of
phorboxazole B.

2.1.5.4. Stereochemical Control Through Chiral Auxiliaries. Another approach to
control of stereochemistry is installation of a chiral auxiliary, which can achieve a
high degree of facial selectivity.'** A very useful method for enantioselective aldol
reactions is based on the oxazolidinones 10, 11, and 12. These compounds are available
in enantiomerically pure form and can be used to obtain either enantiomer of the
desired product.

(CHg)oCH, iy

H
PhCH,, H CHa N
s \\| “ =N >—:,O
[ =0 [ =0 o

o o Ph
10 11 12

These oxazolidinones can be acylated and converted to the lithium, boron, tin, or
titanium enolates by the same methods applicable to ketones and esters. For example,
when they are converted to boron enolates using di-n-butylboron triflate and triethyl-
amine, the enolates are the Z-stereoisomers.'?

R
O\-—cH,R H
YCHR | Boso,cF, JX—O\
( N>: _ ( N ,BL2
R~ o LN=0
g R L\C;P—O

The substituents direct the approach of the aldehyde. The acyl oxazolidinones can
be solvolyzed in water or alcohols to give the enantiomeric 3-hydroxy acid or ester.
Alternatively, they can be reduced to aldehydes or alcohols.

123D, A. Evans, A. S. Kim, R. Metternich, and V. J. Novack, J. Am. Chem. Soc., 120, 5921 (1998).

124. M. Braun and H. Sacha, J. Prakt. Chem., 335, 653 (1993); S. G. Nelson, Tetrahedron: Asymmetry, 9,
357 (1998); E. Carreira, in Catalytic Asymmetric Synthesis, 2nd Edition, I. Ojima, ed., Wiley-VCH,
2000, pp. 513-541; F. Velazquez and H. F. Olivo, Curr. Org. Chem., 6, 303 (2002).

125- D. A. Evans, J. Bartoli, and T. L. Shih, J. Am. Chem. Soc., 103, 2127 (1981).



R2
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OH
o 0 O oH
R2
Ph  CH, 2
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)=—0 YUY OH
Ph 9] O O OH

The reacting aldehyde displaces the oxazolidinone oxygen at the tetravalent boron in
the reactive TS. The conformation of the addition TS for boron enolates is believed to
have the oxazolidinone ring oriented with opposed dipoles of the ring and the aldehyde
carbonyl groups.

The chiral auxiliary methodology using boron enolates has been successfully applied
to many complex structures (see also Scheme 2.6).

OTBDMS
o o 0 OH
O X oowe  TEOMSQ ook, I geme
Q N O—CH G Bu,BOTf Q7 "N” ~CH,
= " CH : :
+ H 3 B
: Et,N : CH
ODMB 3
(CHg),CH CHa —78°C (CHy),CH
72%
Ref. 126
o o OTES o
R Bu,BOTf
O=CH 2
OJ\NJJ\/OPMB \/omes EN
+ % CH —50°
CH, OCHg CHy 50°C
PhCH,

Ref. 127

126. W, R. Roush, T. G. Marron, and L. A. Pfeifer, J. Org. Chem., 62, 474 (1997).
127 T, K. Jones, R. A. Reamer, R. Desmond, and S. G. Mills, J. Am. Chem. Soc., 112, 2998 (1990).
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Titanium enolates also can be prepared from N-acyloxazolidinones. These

Z-enolates, which are chelated with the oxazolidinone carbonyl oxygen,'?® show syn
stereoselectivity, and the oxazolidinone substituent exerts facial selectivity.
cl,
Ti O O OH
O)J\N)K/ TiCl, P )\/ (CHg),CHCH=0 Q" "N" Y "CH(CHy),
: 0 "N CH,
iPINEt, &H,Ph
CH,Ph
CHPh 87% yield, 94:6 syn:anti

The N-acyloxazolidinones give anti products when addition is effected by a
catalytic amount of MgCl, in the presence of a tertiary amine and trimethylsilyl
chloride. Under these conditions the adduct is formed as the trimethylsilyl ether.'?

o O 1) MgCl, o O OH
PN (10 mol %) Py :
O N + PhCH=0 —— 0O 'N Ph
Et;N, TMSCI \_( oH
2) MeOH, TFA 3
CHayPh CH,Ph

91% 32:1 dr

Under similar conditions, the corresponding thiazolidinethione derivatives give anti
product of the opposite absolute configuration, at least for cinnamaldehyde.

o)
LA by AL
s N + O=CH (20 mol %) yZ
\/\Ph — S N ¥ Ph
EtsN, TMSCI \ ( CH,
CH,Ph 2) MeOH, TFA
CH,Ph 87% 10:1 dr

The mechanistic basis for the stereoselectivity of these conditions remains to be
determined. The choice of reactant and conditions can be used to exert a substantial
degree of control of the stereoselectivity.

Recently several other molecules have been developed as chiral auxiliaries.
These include derivatives of ephedrine and pseudoephedrine. The N-methylephedrine
[(1R,2S5)-2-dimethyamino-1-phenyl-1-propanol] chiral auxiliary 13 has been examined
with both the (S)- and (R)-enantiomers of 2-benzyloxy-2-methylpropanal.'* The two
enantiomers reacted quite differently. The (R)-enantiomer gave a 60% yield of a pure
enantiomer with a syn configuration at the new bond. The (S)-enantiomer gave a
combined 22% yield of two diastereomeric products in a 1.3:1 ratio. The aldehyde is
known from NMR studies to form a chelated complex with TiCl,,'*! and presumably
reacts through a chelated TS. The TS J from the (R)-enantiomer has the methyl
groups from both the chiral auxiliary and the silyl enol ether in favorable environ-
ments (matched pair). The products from the (S)-enantiomer arise from TS K and

128- D. A. Evans, D. L. Rieger, M. T. Bilodeau, and F. Urpi, J. Am. Chem. Soc., 113, 1047 (1991).
129-D. A. Evans, J. S. Tedrow, J. T. Shaw, and C. W. Downey, J. Am. Chem. Soc., 124, 392 (2002).
130-°G. Gennari, L. Colombo, G. Bertolini, and G. Schimperna, J. Org. Chem., 52, 2754 (1987).

Bl G. E. Keck and S. Castellino, J. Am. Chem. Soc., 108, 3847 (1986).



TS L, each of which has one of the methyl groups in an unfavorable environment.

(mismatched pairs).

CHs J _o_ph
O (CHy, ©O=CH
0“( 5
(S)-enantiomer
)-enantiomer TiCly, CH3 TiCly
PhCH \o
PhCH2\ / o Z\OéH3
OH CHg -
D H
CH3' Y X
J H l K X v
(:HS(:;H3 CH3 CH3
X “ _O. X ON
ﬁ/k{\/ CH,Ph ; CHZPh Y
O OH O OH O OH
60% yield 12% yield 10% yield
100% ee 100% ee 65-70% ee
Ph
X = /:\‘/N(CHS)2 Y = OSi(CHy);
CHs3

Enantioselectivity can also be induced by use of chiral boron enolates. Both
the (4) and (—) enantiomers of diisopinocampheylboron triflate have been used to
generate syn addition through a cyclic TS.!* The enantioselectivity was greater than
80% for most cases that were examined. Z-Boron enolates are formed under these
conditions and the products are 2,3-syn.

1) (Ipc)2808020F3 CH,

" on, U Tn

O OH

2) RCH=0

R’=Me, n-Pr, i-Pr

Favored Disfavored

132. 1 Paterson, J. M. Goodman, M. A. Lister, R. C. Schumann, C. K. McClure, and R. D. Norcross,
Tetrahedron, 46, 4663 (1990).
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Another promising boron enolate is derived from (—)-menthone.'* It yields E-boron
enolates that give good enantioselectivity in the formation of anti products.'**

CH(CHj3),

CH3 CH3
CHsﬁ/\ (CHg CH,),BCl )X/R RCH=0 R}H\/R’
R H ’
o OB(CH,menth), O OH
EtgN

R = CyHs, i-CgHy, R’ = CoHs, FCaHy, c-CgHyy, Ph

The boron enolates of a-substituted thiol esters also give excellent facial selectivity.'

CH(CHa),

H CH,menth
(CH3---.<:§_CH2)2BCI X ISR 2
XCH,COSR RCH=0 " N cosr F:;/,Ji_ A

2 s OH X = O CHomenth

X = Cl, Br, OCH,Ph

The facial selectivity in these chiral boron enolates has its origin in the steric effects
of the boron substituents.
Several chiral heterocyclic borylating agents have been found useful for enantio-
selective aldol additions. The diazaborolidine 14 is an example.'
Ph, ,Ph

ATSON. __NSOAr

|
Br 14
Ar = 3,5-di(trifluoromethyl)phenyl

Ph, Ph
TSN, __NTs oH /?\/(Q\H
s :
o I 7" “CH(CHj),
CHa CH, Br (CHg),CHCH=0 CHa
i-ProNEt 85% yield, 98:2 syn:anti, 95% e.e.

Derivatives with various substituted sulfonamides have been developed and used
to form enolates from esters and thioesters.'’’ An additional feature of this chiral
auxiliary is the ability to select for syn or anti products, depending upon choice of
reagents and reaction conditions. The reactions proceed through an acyclic TS, and
diastereoselectivity is determined by whether the E- or Z-enolate is formed.'*® #-Butyl
esters give E-enolates and anti adducts, whereas phenylthiol esters give syn adducts.'3®

133 C. Gennari, Pure Appl. Chem., 69, 507 (1997).

134. G. Gennari, C. T. Hewkin, F. Molinari, A. Bernardi, A. Comotti, J. M. Goodman, and 1. Paterson, J.
Org. Chem., 57,5173 (1992).

135 C. Gennari, A. Vulpetti, and G. Pain, Tetrahedron, 53, 5909 (1997).

136. E. J. Corey, R. Imwinkelried, S. Pikul, and Y. B. Xiang, J. Am. Chem. Soc., 111, 5493 (1989).

BT E. I. Corey and S. S. Kim, J. Am. Chem. Soc., 112, 4976 (1990).

138 E. J. Corey and D. H. Lee, Tetrahedron Lett., 34, 1737 (1993).



Ph, Ph
ArSOZN\B/NSO2Ar OH
r
CH3CH,CO,C(CH
3CH,C0,C(CHg)g CH,
Ar = 3,5-di(trifluoromethyl)phenyl 96:4 syn:anti, 75% e.e.
OH
(”) 14 Q
(CH3),CHCH=0 + —
e CH,4CH,CSPh (CHy),CH SPh
CH, 72%

97% e.e.

Scheme 2.6 shows some examples of the use of chiral auxiliaries in the aldol and
Mukaiyama reactions. The reaction in Entry 1 involves an achiral aldehyde and the
chiral auxiliary is the only influence on the reaction diastereoselectivity, which is very
high. The Z-boron enolate results in syn diastereoselectivity. Entry 2 has both an a-
methyl and a 3-benzyloxy substituent in the aldehyde reactant. The 2,3-syn relationship
arises from the Z-configuration of the enolate, and the 3,4-anti stereochemistry is
determined by the stereocenters in the aldehyde. The product was isolated as an
ester after methanolysis. Entry 3, which is very similar to Entry 2, was done on a
60-kg scale in a process development investigation for the potential antitumor agent
(4)-discodermolide (see page 1244).

Entries 4 and 5 are cases in which the oxazolidinone substituent is a 3-ketoacyl
group. The a-hydrogen (between the carbonyls) does not react as rapidly as the
v-hydrogen, evidently owing to steric restrictions to optimal alignment. The all-syn
stereochemistry is consistent with a TS in which the exocyclic carbonyl is chelated to
titanium.

O o O OH

- § R

0" N YT Y
CH3 CH3
CH,Ph

In Entry 5, the aldehyde is also chiral and double stereodifferentiation comes into
play. Entry 6 illustrates the use of an oxazolidinone auxiliary with another highly
substituted aldehyde. Entry 7 employs conditions that were found effective for a-
alkoxyacyl oxazolidinones. Entries 8 and 9 are examples of the application of the
thiazolidine-2-thione auxiliary and provide the 2,3-syn isomers with diastereofacial
control by the chiral auxiliary.

2.1.5.5. Stereochemical Control Through Reaction Conditions. In the early 1990s
it was found that the stereochemistry of reactions of boron enolates of
N-acyloxazolidinones can be altered by using a Lewis acid complex of the aldehyde
or an excess of the Lewis acid. These reactions are considered to take place through
an open TS, with the stereoselectivity dependent on the steric demands of the Lewis
acid. With various aldehydes, TiCl, gave a syn isomer, whereas the reaction was
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120 Scheme 2.6. Control of Stereochemistry of Aldol and Mukaiyama Aldol Reactions Using
Chiral Auxiliaries

CHAPTER 2
O OH
Reactions of Carbon 1# )L )K/C 1) BupBO3SCF3, EtN )k i (o)
Nucleophiles with 3 O N \
Carbonyl Compounds R ",, D\CH o \\_/ CHg -
PR “CH, PH CHy o
>99% ds
b 6 O O=CH
? PN )K/CH3 _V\OCHZPh OH
0" °N R:BO3SCF; &y NaOCH; CH,0,C
TN 3 — ~~ “OCH,Ph
EtN(i-Pr), CH.OH : 2
‘CH(CHa), s CHy CH,
8° O=CH ~opmMB O O OH
Bu,BOTf C
k/CH 2 CHy 0" N OPMB
Et;N /
7; °C . Ot CH3 62% on a 60 kg scale
(]
/CHzPh ‘CHgPh
“ 5 0 o
1) TiClL(-P,NEt O O O OH
P A e R
H 2) PhCH=0 [N i <" “Ph
CH I
CH,Ph che Chs
2 81% yields, 96:4 syn:anti
52 O 0 O 0=cH” " 0 _CMs OCHjg
= O 0 O OH
O)LNMK/CHS Ticl, q O)J\N z
CHs iPr,NEt L A o
< CH; CH CH
CH,Ph 3 CH,Ph 3 Vs 3 86%
6f

e} TBDMSO  OCHg OTBDMS

O ¢
o=cH PN

— iPr,NEt CHy CH,

CH,Ph -78°C

N CH, CH,
90% > 95:5 dr

79 1) 1eqTiCl,
2.5 eq iPr,NEt O O oH

)K/o NcH 1 eq NMP o) NJWCHZ
2 z
CHZOCHZPh 2) CH,=CHCH=0 ? O\‘/§CH2

PhCH PhCH, CH,OCH,Ph  72%,
’ 97:3 dr
8h
I X LY
CH _ ;
S N 8 O:CH\/\ TiCl, sTONT Y 7 CH,OCH,Ph
s 5 + CH,OCH,Ph L_cH,
PhCH, — (CHINCHINCHY, PRCH: <

79%

(Continued)
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a. S. F. Martin and D. E. Guinn, J. Org. Chem., 52, 5588 (1987).
b. D. Seebach, H.-F. Chow, R. F. W. Jackson, K. Lawson, M. A. Sutter, S. Thaisrivongs, and J. Zimmerman, J. Am.
Chem. Soc., 107, 5292 (1985).
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R. M. Wang, L. Wakole, D. Xu, and S. Xue, Org. Proc. Res. Dev., 8, 92 (2004).
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. L. C. Dias, L. G. de Oliveira, and M. A. De Sousa, Org. Lett., 5, 265 (2003).
M. T. Crimmins and J. She, Synlett, 1371 (2004).
Wu, X. Shen, Y.-Q. Yang, Q. Hu, and J.-H. Huang, J. Org. Chem., 69, 3857 (2004).
Zuev and L. A. Paquette, Org. Lett., 2, 679 (2000).
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anti selective using (C,Hs),AlCL'* The anti selectivity is proposed to arise as a
result of the greater size requirement for the complexed aldehyde with (C,Hs),AICl.
These reactions both give a different stereoisomer than the reaction done without the
additional Lewis acid. The chiral auxiliary is the source of facial selectivity.

R. R R R
Ny N
7 No R o o OH g b H o o OH
T oy, —— IS I CH, M
A 2 9N R o JTicL— QN R
H ’ cl) ‘ CH, \—‘ RO 0 ‘ CH,
H CH(CHy), CH(CHy)
CH(CH a2
CH(CHg),  AI(C,H,),Cl J (CHy), 2.3-syn

R = C,Hs, (CHg)5CH, (CHg),CHCH,, (CHy),C, Ph

With titanium enolates it was found that use of excess (3 equiv.) of the titanium
reagent reversed facial selectivity of oxazolidinone enolates.'* This was attributed to
generation of a chelated TS in the presence of the excess Lewis acid. The chelation
rotates the oxazolidinone ring and reverses the facial preference, while retaining the
Z-configuration syn diastereoselectivity.

0
o OH (CHs)ZCH—(N\i 044,\7)""0"'(0'"'3)2 o o OH

O
OJLNJJ\:/\H CI4Ti~~off\\g Cl3Ti=0) )J\ J]\/'\
z \ - \O/ D O N ‘ R
—{ cH, o /\R A on
CH(CHy), CH, CHg CH(GHY),
normal transition structure chelated transition structure

139 M. A. Walker and C. H. Heathcock, J. Org. Chem., 56, 5747 (1991).
140- M. Nerz-Stormes and E. R. Thornton, Tetrahedron Lett., 27, 897 (1986); M. Nerz-Stormes and
E. R. Thornton, J. Org. Chem., 56, 2489 (1991).



122 Crimmins and co-workers have developed N-acyloxazolidinethiones as chiral
auxiliaries. These reagents show excellent 2,3-syn diastereoselectivity and enantio-
CHAPTER 2 selectivity in additions to aldehydes. The titanium enolates are prepared using TiCl,,
Reactions of Carbon with (—)-sparteine being a particularly effective base.'*!

Nucleophiles with
Carbonyl Compounds

TiCl JVCH N g
O)J\N J\/ iCla  o=cH o N Y Y CHy
(-)-sparteine \—‘ CH, CHs 83%
CH,Ph CH,Ph  >98:2

The facial selectivity of these compounds is also dependent on the amount of TiCl,
that is used. With two equivalents, the facial selectivity is reversed. This reversal is
also achieved by adding AgSbF,. It was suggested that the excess reagent or the silver
salt removes a C1~ from the titanium coordination sphere and promotes chelation with
the thione sulfur.'** This changes the facial selectivity of the enolate by causing a
reorientation of the oxazolidinethione ring. The greater affinity of titanium for sulfur
over oxygen makes the oxazolidinethiones particularly effective in these circumstances.
The increased tendency for chelation has been observed with other chiral auxiliaries
having thione groups.'*?

mQ

0
0
O)J\NJ\/\R Cl,Ti —\-ojﬂ\Tg ClaTi \\o//\\ O)LN)‘\(LR
ﬂ Hg o o\~ \—§
h

R CH
CH, ChHs CHs CH,Ph°
normal transition structure chelated transition structure

o Om

A related effect is noted with a-alkoxyacyl derivatives. These compounds give
mainly the anti adducts when a second equivalent of TiCl, is added prior to the
aldehyde.'** The anti addition is believe to occur through a TS in which the alkoxy
oxygen is chelated. In the absence of excess TiCl,, a nonchelated cyclic TS accounts
for the observed syn selectivity.

i 0] 1) TiCl,, s o OH
OR (-)-sparteine A
o} NJ\/ - o)J\N R

2) TiCl, OR
CHPh 3 RCH=O CH,Ph

141 M. T. Crimmins and B. W. King, J. Am. Chem. Soc., 120, 9084 (1998); M. T. Crimmins, B. W. King,
E. A. Tabet, and C. Chaudhary, J. Org. Chem., 66, 894 (2001); M. T. Crimmins and J. She, Synlett,
1371 (2004).

142. M. T. Crimmins, B. W. King, and E. A. Tabet, J. Am. Chem. Soc., 119, 7883 (1997).

43 T H. Yan, C. W. Tan, H. C. Lee, H. C. Lo, and T. Y. Huang, J. Am. Chem. Soc., 115, 2613 (1993).

144 M. T. Crimmins and P. J. McDougall, Org. Lett., 5, 591 (2003).
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0 )i =S ToRr | o R
H N H 3 O. . N OR
o . PhCH, H N CaTcl, Ny
HO R o H o a OH
OR c,Tico” LR H H
syn OR CH,Ph anti

syn transition structure anti transition structure

Camphor-derived sulfonamide can also permit control of enantioselectivity by
use of additional Lewis acid. These chiral auxiliaries can be used under conditions in
which either cyclic or noncyclic TSs are involved. This frequently allows control of the
syn or anti stereoselectivity.'"* The boron enolates give syn products, but inclusion of
SnCl, or TiCl, gave excellent selectivity for anti products and high enantioselectivity
for a range of aldehydes.!®

(o) 1) (C,H5),BOSO,CF4 o "
i-PerEt
N 2) RCH—0 ,N )
’ 2) RCH=0
SO, ) - ot
R=Me, Et iPr,Ph oo 146
o 1) (C5H5),BOSO,CF; o "
i-ProNEt J\/'\
A 5 oy
, 2) RCH=0, S0, CH
SO, Ticl, ;
R=Me, Et, i-Pr, Ph
Ref. 147

In the case of boron enolates of the camphor sulfonamides, the TiCl,-mediated reaction
is believed to proceed through an open TS, whereas in its absence, the reaction proceeds
through a cyclic TS.

C|4T|
O OH
H CHa N CH
- ﬁCHs %2H5
., R
H 802 ‘ SO B 2 H H
N 0 B(C,H
anti (CoHs), syn

Scheme 2.7 gives some examples of the control of stereoselectivity by use of
additional Lewis acid and related methods. Entry 1 shows the effect of the use of
excess TiCl,. Entry 2 demonstrates the ability of (C,Hs),AlCl to shift the boron
enolate toward formation of the 2,3-anti diastereomer. Entries 3 and 4 compare the use
of one versus two equivalents of TiCl, with an oxazoldine-2-thione auxiliary. There
is a nearly complete shift of facial selectivity. Entry 5 shows a subsequent application
of this methodology. Entries 6 and 7 show the effect of complexation of the aldehyde

45y -C. Wang, A.-W. Hung, C.-S. Chang, and T.-H. Yan, J. Org. Chem., 61, 2038 (1996).
146 W. Oppolzer, J. Blagg, 1. Rodriguez, and E. Walther, J. Am. Chem. Soc., 112, 2767 (1990).
147 W. Oppolzer and P. Lienhard, Tetrahedron Lett., 34, 4321 (1993).
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Scheme 2.7. Examples of Control of Stereoselectivity by Use of Additional Lewis Acid

CHAPTER 2

Reactions of Carbon
Nucleophiles with
Carbonyl Compounds

a
1 J\/ 1) TiCly or TiOPr); © ©O oH
CHj (i-Pry)NEt
O "N 3efq)uiv O N R R=i-Pr, Bu, Ph
— CHg
CH(CHg), 2) RCH=0 CH(CHa),
2b 0 OH
0 o s ? 3
O)kNJ\/CHs 1) BuBO3SCF; O N)H/\R > 85% anti
\—Q 2) RCH=O/Et,AICI CHs
CH(CHg) CH(CHg),
vz R = Et, i-Pr, +-Bu, i-Bu, Ph
3¢ S O OH
)1 eqTiCl, M
0 NJ\/ H3 Spaﬂeme Q NJ\/\R R = CH(CHa),
~78°C —\ CHy
CH,Ph 2) RCH=0 C_Hzph
70% yield, 97.6 ds
4° s o OH
1) 2 eqTiCl,
o NJ\/CHs iPINEt, O)kN R R = CH(CHa),
-78°C \_‘ CH3
CH,Ph 2) RCH=0 CH,Ph
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* i D 1) 2 eqTiCl s o y"
eq TiCly
0 NJ\/CHS 1.1. eqiPr,NE OKNWPh
= = CH
CH,Ph 2) PhCH=CHCH=0 e
69 O 0 OH
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J 7 (iPryNEL

,\/l ,\/l r R=Me, Et, i-Pr, Ph
2) RCH=0
S0, ) S0, CHj
7f
0 1) Et,BO;SCF5
Nk/ (i-Pra)NEt )K_/LR R = Me, Et, i-Pr, i-Bu, Ph
/ 2) RCH=O/TiCl =
SO, ¢ so2 CH
89 o o OH OTBDPS
)K/ OTBDPS 3 equiv Et,BOTf
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SO, SO/z CHs  83%
M. Nerz-Stormes and E. R. Thornton, J. Org. Chem., 56, 2489 (1991).
M. A. Walker and C. H. Heathcock, J. Org. Chem., 56, 5747 (1991).

M. T. Crimmins, B. W. King, and E. A. Tabet, J. Am. Chem. Soc., 119, 7883 (1997).

T. K. Chakraborty, S. Jayaprakash, and P. Laxman, Tetrahedron, 57, 9461 (2001).

W. Oppolzer, J. Blagg, I. Rodriguez, and E. Walther, J. Am. Chem. Soc., 112, 2767 (1990).
W. Oppolzer and P. Lienhard, Tetrahedron Lett., 34, 4321 (1993).

B. Fraser and P. Perlmutter, J. Chem. Soc., Perkin Trans. 1, 2896 (2002).

who ae o



with TiCl, using the camphor sultam auxiliary. Entry 8 is an example of the use of
excess diethylboron triflate to obtain the anti stereoisomer in a step in the synthesis of
epothilone.

These examples and those in Scheme 2.6 illustrate the key variables that determine
the stereochemical outcome of aldol addition reactions using chiral auxiliaries. The
first element that has to be taken into account is the configuration of the ring system
that is used to establish steric differentiation. Then the nature of the TS, whether it is
acyclic, cyclic, or chelated must be considered. Generally for boron enolates, reaction
proceeds through a cyclic but nonchelated TS. With boron enolates, excess Lewis
acid can favor an acyclic TS by coordination with the carbonyl electrophile. Titanium
enolates appear to be somewhat variable but can be shifted to chelated TSs by use
of excess reagent and by auxiliaries such as oxazolidine-2-thiones that enhance the
tendency to chelation. Ultimately, all of the factors play a role in determining which
TS is favored.

2.1.5.6. Enantioselective Catalysis of the Aldol Addition Reaction. There are also
several catalysts that can effect enantioselective aldol addition. The reactions generally
involve enolate equivalents, such as silyl enol ethers, that are unreactive toward
the carbonyl component alone, but can react when activated by a Lewis acid. The
tryptophan-based oxazaborolidinone 15 has proven to be a useful catalyst.'*

This catalyst induces preferential re facial attack on simple aldehydes, as indicated in
Figure 2.2. The enantioselectivity appears to involve the shielding of the si face by
the indole ring through a m-stacking interaction.

The B-3,5-bis-(trifluoromethyl)phenyl derivative was found to be a very effective
catalyst.'¥

\ O
N
HTS/ B
CH N B
3 OTMS H
CH=0 :
CH + \—/
3/\/ Ph CHW Ph
R = 3,5-di(trifluoromethyl)phenyl CHs

> 99:1 syn; > 99% e.e.

148 E. J. Corey, C. L. Cywin, and T. D. Roper, Tetrahedron Lett., 33, 6907 (1992); E. J. Corey, T.-P. Loh,
T. D. Roper, M. D. Azimioara, and M. C. Noe, J. Am. Chem. Soc., 114, 8290 (1992); S. G. Nelson,
Tetrahedron: Asymmetry, 9, 357 (1998).

149- K. Ishihara, S. Kondo, and H. Yamamoto, J. Org. Chem., 65, 9125 (2000).
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Fig. 2.2. Origin of facial selectivity
in indolylmethyloxazaborolidinone
structure. Reproduced from Tetra-
hedron: Asymmetry, 9, 357 (1998),
by permission of Elsevier. (See also
color insert.)

An oxazaborolidinone derived from valine is also an effective catalyst. In one case,

the two enantiomeric catalysts were completely enantioselective for the newly formed
150

center.
(CHg),CH O
ToN. O OTBDMS
| —
H cmMcog—m
CHy CHs  OH
OTBDMS OTMS
CH < oH=0 ] *
’ &H OPh OTBDMS
CH, CMs
CHS/\‘/ki/_YoozPh
(CHgCH 0O CHz CHs  OH
TsN. O
B
|
H

Another group of catalysts consist of cyclic borinates derived from tartaric acid.
These compounds give good reactivity and enantioselectivity in Mukaiyama aldol
reactions. Several structural variations such as 16 and 17 have been explored.'"!

130- S, Kiyooka, K. A. Shahid, F. Goto, M. Okazaki, and Y. Shuto, J. Org. Chem., 68, 7967 (2003).
151 K. Ishihara, T. Maruyama, M. Mouri, Q. Gao, K. Furuta, and H. Yamamoto, Bull. Chem. Soc. Jpn., 66,
3483 (1993).



i-PrO O CO2 i-PrO O X
Oi-Pr o Oi-Pr
16 17

These catalysts are believed to function through an acyclic TS. In addition to the
normal steric effects of the open TS, the facial selectivity is probably influenced by
stacking with the aryl ring and possibly hydrogen bonding by the formyl hydrogen.!>?

TSMO H
R R
R
./
R H O"B\

An interesting example of the use of this type of catalysis is a case in which the
addition reaction of 3-methylcyclohex-2-enone to 5-methyl-2-hexenal was explored
over a range of conditions. The reaction was investigated using both the lithium
enolate and the trimethylsilyl enol ether. The yield and stereoselectivity are given
for several sets of conditions.' Whereas the lithium enolate and achiral Lewis acids
TiCl, and BF; gave moderate anti diastereoselectivity, the catalyst 17 induces good
syn selectivity, as well as high enantioselectivity.

(0]
CHs3 fjo CHjy : OX
X Conditions Yield syn anti e.e.

Li (kinetic) 63 18 82 -
Li (thermo) 66 55 45 -
T™S TiCl, 53 15 85 -
TMS BF; 68 25 75 -
T™S Cat 16 51 42 58 24(R)
TMS Cat 17 94 91 9 99(R)

The lesson from this case is that reactions that are quite unselective under simple
Lewis acid catalysis can become very selective with chiral catalysts. Moreover, as this
particular case also shows, they can be very dependent on the specific structure of the
catalyst.

152 K. Furuta, T. Maruyama, and H. Yamamoto, J. Am. Chem. Soc., 113, 1041 (1991); K. Ishihara, Q. Gao,
and H. Yamamoto, J. Am. Chem. Soc., 115, 10412 (1993).
153 K. Takao, T. Tsujita, M. Hara, and K. Tadano, J. Org. Chem., 67, 6690 (2002).
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Another effective group of catalysts is composed of copper bis-oxazolines.!>* The
chirality is derived from the 4-substituents on the ring.

O
/ \ j
Bu N\CU’N ~ntBu
[ OTMS 7N\ CH;OHO
CHiCCO,CH,CHy + CHy=( CF3S0,0  0SO,CF, J
R CHZ0,C R
R = CH3, CGHS

This and similar catalysts are effective with silyl ketene acetals and silyl thioketene
acetals.!™ One of the examples is the tridentate pyridine-BOX-type catalyst 18.
The reactivity of this catalyst has been explored using o«- and [3-oxy substi-
tuted aldehydes.'™ «-Benzyloxyacetaldehyde was highly enantioselective and the
a-trimethylsilyoxy derivative was weakly so (56% e.e.). Nonchelating aldehydes such
as benzaldehyde and 3-phenylpropanal gave racemic product. 3-Benzyloxypropanal
also gave racemic product, indicating that the 3-oxy aldehydes do not chelate with this
catalyst.

"]
NS
o= N %
&N_ﬁ””NJ
OTMs  Ph Ph
oTf
PROCH,CH=0 + H,C 18" phono Y CocH:
OC,H;5 OH

98% e.e.

The Cu-BOX catalysts function as Lewis acids at the carbonyl oxygen. The chiral
ligands promote facial selectivity, as shown in Figure 2.3.

Several catalysts based on Ti(IV) and BINOL have shown excellent enantiose-
lectivity in Mukaiyama aldol reactions.'>® A catalyst prepared from a 1:1 mixture of
BINOL and Ti(O-i-Pr), gives good results with silyl thioketene acetals in ether, but
is very solvent sensitive.'’

OTMS TP, OH O
Ti(OiPr)
RCH=0 + CH=( ) PN
SCCHs  4a s R SC(CHs)3

R = alkyl, alkenyl, aryl
Y vi-ay 70-90% 89 to >98% ee

The structure of the active catalyst and the mechanism of catalysis have not been
completely defined. Several solid state complexes of BINOL and Ti(O-i-Pr), have been
characterized by X-ray crystallography.'*® Figure 2.4 shows the structures of complexes
having the composition (BINOLate)Ti, (O-i-Pr), and (BINOLate)Ti;(O-i-Pr) .

154 D. A. Evans, J. A. Murry, and M. C. Kozlowski, J. Am. Chem. Soc., 118, 5814 (1996).

155 D. A. Evans, D. W. C. MacMillan, and K. R. Campos, J. Am. Chem. Soc., 119, 10859 (1997); D. A. Evans,
M. C. Kozlowski, C. S. Burgey, and D. W. C. MacMillan, J. Am. Chem. Soc., 119, 7893 (1997).

136.'S. Matsukawa and K. Mikami, Tetrahedron: Asymmetry, 6, 2571 (1995); H. Matsunaga, Y. Yamada,
T. Ide, T. Ishizuka, and T. Kunieda, Tetrahedron: Asymmetry, 10, 3095 (1999).

157 G. E. Keck and D. Krishnamurthy, J. Am. Chem. Soc., 117, 2363 (1995).

158 T J. Davis, J. Balsells, P. J. Carroll, and P. J. Walsh, Org. Lett., 3, 699 (2001).



Fig. 2.3. Origin of facial selectivity of bis-
oxazoline catalyst. Reproduced from Tetrahedron:
Asymmetry, 9, 357 (1998), by permission of
Elsevier. (See also color insert.)

Halogenated BINOL derivatives of Zr(O-¢-Bu), such as 19 also give good yields

and enantioselectivity.'>’
|
O-+Bu OH
O _/ CH; OTMS 19 :
Fp | PROH=O & = A
w0 PrERU CH, OCH, FPrOH CH, CHs
o 19 89% 97% e.e.

Fig. 2.4. Left: dinuclear complex of composition (BINOLate)Ti, (O-i-Pr)s. Right: trinuclear complex of
composition (BINOLate)Ti;(O-i-Pr);,. Reproduced from Org. Lett., 3, 699 (2001), by permission of the
American Chemical Society.

139-°S. Kobayashi, H. Ishitani, Y. Yamashita, M. Ueno, and H. Shimizu, Tetrahedron, 57, 861 (2001).
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A titanium catalyst 20 that incorporates binaphthyl chirality along with imine
and phenolic (salen) donors is highly active in addition of silyl ketene acetals to
aldehydes.'®

OO 7 Br oTMS 20 oTMS
N\ o) RCH=O0 + CHz_ﬂ/ - - R/\/Cocha

o Tli 0_4 OCH,
[e) 95-99% e.e.
R = Alkenyl
20 tBu
tBu

This catalyst is also active toward the simple enol ether 2-methoxypropene.'®!

= OCHjz 20 OH O
Ph/\/CH o+ CHz_ﬂ/ H

CHy Ph/\/\)]\CH

98% yield, 90% e.e.

3

Entry 6 in Scheme 2.9 is an example of the use of this catalyst in a multistep
synthesis.

The enantioselectivity of Sn(Il) enolate reactions can be controlled by chiral
diamine additives. These reagents are particularly effective for silyl thioketene
acetals.'®? Several diamines derived from proline have been explored and 1-methyl-2-
(1-piperidinomethyl)pyrrolidine 21 is an example. Even higher enantioselectivity can
be achieved by attachment of bicyclic amines to the pyrrolidinomethyl group.'®?

O

)
CHj3

These reactions have been applied to a-benzyloxy and «-(z-butyldimethylsiloxy)-
thioacetate esters.'® The benzyloxy derivatives are anti selective, whereas the siloxy
derivatives are syn selective. These differences are attributed to a chelated structure in
the case of the benzyloxy derivative and an open TS for the siloxy system.

160- B, M. Carreira, R. A. Singer, and W. Lee, J. Am. Chem. Soc., 116, 8837 (1994).

161. B, M. Carreira, W. Lee, and R. A. Singer, J. Am. Chem. Soc., 117, 3649 (1995).

162.°S. Kobayashi, H. Uchiro, Y. Fujishita, I. Shiina, and T. Mukaiyama, J. Am. Chem. Soc., 113, 4247
(1991); S. Kobayashi, H. Uchiro, 1. Shiina, and T. Mukaiyama, Tetrahedron, 49, 1761 (1993).

163.S. Kobayashi, M. Horibe, and M. Matsumura, Synlett, 675 (1995); S. Kobayashi and M. Horibe, Chem.
Eur. J., 3, 1472 (1997).

164 T, Mukaiyama, 1. Shiina, H. Uchiro, and S. Kobayashi, Bull. Chem. Soc. Jpn., 67, 1708 (1994).
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o\ SEtR otvms R

OTMS

open TS leading to syn product chelated TS leading to anti product

White and Deerberg explored this reaction system in connection with the synthesis of
a portion of the structure of rapamycin.'® Better yields were observed from benzyloxy
than for a methoxy substituent, and there was a slight enhancement of stereoselectivity
with the addition of ERG substituents to the benzyloxy group.

oTMS . O OH
— n ;
TG O—CH%CHS (OTf), e .C A on,
OR CHs 2 OR CH,
R syn:anti e.e.
CH3;0 70:30 87
PhCH,O 85:15 93
PMB 90:10 96
2,4-DMB 95:5 92

Scheme 2.8 gives some examples of chiral Lewis acids that have been used to catalyze
aldol and Mukaiyama reactions.

Scheme 2.9 gives some examples of use of enantioselective catalysts. Entries 1 to
4 are cases of the use of the oxazaborolidinone-type of catalyst with silyl enol ethers
and silyl ketene acetals. Entries 5 and 6 are examples of the use of BINOL-titanium
catalysts, and Entry 7 illustrates the use of Sn(OTf), in conjunction with a chiral
amine ligand. The enantioselectivity in each of these cases is determined entirely by
the catalyst because there are no stereocenters adjacent to the reaction sites in the
reactants.

A different type of catalysis is observed using proline as a catalyst.'® Proline
promotes addition of acetone to aromatic aldehydes with 65-77% enantioselectivity.
It has been suggested that the carboxylic acid functions as an intramolecular proton
donor and promotes reaction through an enamine intermediate.

165 J. D. White and J. Deerberg, Chem. Commun., 1919 (1997).
166. B, List, R. A. Lerner, and C. F. Barbas, III, J. Am. Chem. Soc., 122, 2395 (2000); B. List, L. Hoang,
and H. J. Martin, Proc. Natl. Acad. Sci., USA, 101, 5839 (2004).
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Scheme 2.8. Chiral Catalysts for the Mukaiyama Aldol Reactions
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. S. Burgey, and D. W. C. MacMillan, J. Am. Chem. Soc., 119, 7893 (1997); D. A. Evans, D. W. C. MacMillan, and
. R. Campos, J. Am. Chem. Soc., 119, 10859 (1997).

. Mitami and S. Matsukawa, J. Am. Chem. Soc., 115, 7039 (1993); K. Mitami and S. Matsukawa, J. Am. Chem. Soc.,
16, 4077 (1994); G. E. Keck and D. Krishnamurthy, J. Am. Chem. Soc., 117, 2363 (1995); G. E. Keck, X.-Y. Li, and

f.

D. Krishnamurthy, J. Org. Chem., 60, 5998 (1995).
g. E. M. Carreira, R. A. Singer, and W. Lee, J. Am. Chem. Soc., 116, 8837 (1994).
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(CH),C=0 + com = (CHS)QC—N; — 7
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CH,
CN
O HO™ "o ’Oz OH 0

A DFT study found a corresponding TS to be the lowest energy.!®” This study also
points to the importance of the solvent, DMSO, in stabilizing the charge buildup
that occurs. A further computational study analyzed the stereoselectivity of the
proline-catalyzed aldol addition reactions of cyclohexanone with acetaldehyde, isobu-
tyraldehyde, and benzaldehyde on the basis of a similar TS.'®® Another study, which
explored the role of proline in intramolecular aldol reactions, is discussed in the next
section.'®

167 K. N. Rankin, J. W. Gauld, and R. J. Boyd, J. Phys. Chem. A, 106, 5155 (2002).
168. 'S, Bahmanyar, K. N. Houk, H. J. Martin, and B. List, J. Am. Chem. Soc., 125, 2475 (2003).
169.°S. Bahmanyar and K. N. Houk, J. Am. Chem. Soc., 123, 12911 (2001).



Scheme 2.9. Enantioselective Catalysis of Aldol and Mukaiyama Aldol Reactions
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K
Visual models, additional information and exercises on Proline-Catalyzed Aldol
Reactions can be found in the Digital Resource available at: Springer.com/carey-
sundberg.

2.1.5.7. Summary of Facial Stereoselectivity in Aldol and Mukaiyama Reactions. The
examples provided in this section show that there are several approaches to controlling
the facial selectivity of aldol additions and related reactions. The E- or Z-configuration
of the enolate and the open, cyclic, or chelated nature of the TS are the departure
points for prediction and analysis of stereoselectivity. The Lewis acid catalyst and the
donor strength of potentially chelating ligands affect the structure of the TS. Whereas
dialkyl boron enolates and BF; complexes are tetracoordinate, titanium and tin can be
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hexacoordinate. If the reactants are chiral, facial selectivity must be taken into account.
Examples of steric, chelation, and polar effects on TS structure have been described.
Chiral auxiliaries can influence facial selectivity not only by their inherent steric effects,
but also on the basis of the conformation of their Lewis acid complexes. This can be
controlled by the choice of the enolate metal and reaction conditions. Dialkylboron
enolates react through a cyclic TS that cannot accommodate additional coordination.
Titanium and tin enolates of oxazolidinones are chelated under normal conditions, but
the use of excess Lewis acid can modify the TS structure and reverse facial selectivity.
Chiral catalysts require that additional stereochemical features be taken into account,
and the issue becomes the fit of the reactants within the chiral environment. Although
most catalysts rely primarily on steric factors for facial selectivity, hydrogen bonding
and m stacking can also come into play.

2.1.6. Intramolecular Aldol Reactions and the Robinson Annulation

The aldol reaction can be applied to dicarbonyl compounds in which the
two groups are favorably disposed for intramolecular reaction. Kinetic studies on
cyclization of 5-oxohexanal, 2,5-hexanedione, and 2,6-heptanedione indicate that
formation of five-membered rings is thermodynamically somewhat more favorable
than formation of six-membered rings, but that the latter is several thousand times
faster.!”® A catalytic amount of acid or base is frequently satisfactory for formation
of five- and six-membered rings, but with more complex structures, the techniques
required for directed aldol condensations are used.

Scheme 2.10 illustrates intramolecular aldol condensations. Entries 1 and 2
are cases of formation of five-membered rings, with aldehyde groups serving as
the electrophilic center. The regioselectivity in Entry 1 is due to the potential for
dehydration of only one of the cyclic aldol adducts.

OH CH=O0 CH=0
CH=0
_ O=CH™ "1 — @
CH=0 —— CH(CHy, — @OH CH(CHy),

CH(CHa), CH(CHg),

dehydration not
available

In Entry 2, the more reactive aldehyde group serves as the electrophilic component
in preference to the ketone. Entries 3 to 6 are examples of construction of new rings
in preexisting cyclic systems. The structure and stereochemistry of the products of
these reactions are dictated by ring geometry and the proximity of reactive groups.
Entry 5 is interesting in that it results in the formation of a bridgehead double bond.
Entries 7 to 9 are intramolecular Mukaiyama reactions, using acetals as the precursor
of the electrophilic center. Entry 9, which is a key step in the synthesis of jatrophones,
involves formation of an eleven-membered ring. From a retrosynthetic perspective,
bonds between a carbinol (or equivalent) carbon and a carbon that is a to a carbonyl
carbon are candidates for formation by intramolecular aldol additions.

A particularly important example of the intramolecular aldol reaction is the
Robinson annulation, a procedure that constructs a new six-membered ring from a
ketone.!”! The reaction sequence starts with conjugate addition of the enolate to methyl

170- 3. P. Guthrie and J. Guo, J. Am. Chem. Soc., 118, 11472 (1996).



Scheme 2.10. Intramolecular Aldol and Mukaiyama Aldol Reactions
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Scheme 2.10. (Continued)
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vinyl ketone or a similar enone. This is followed by cyclization by an intramolecular
aldol addition. Dehydration usually occurs to give a cyclohexenone derivative.

0]
I conjugate _CH -
CH3CCH=CH, addition H2(|3 21} aldol adddltlon m
—_— an
- ~C 0 dehydration O
o~ 0™ \
0 CHs

Other a,3-unsaturated enones can be used, but the reaction is somewhat sensitive to
substitution at the 3-carbon and adjustment of the reaction conditions is necessary.!”?
Scheme 2.11 shows some examples of Robinson annulation reactions. Entries 1
and 2 show annulation reactions of relatively acidic dicarbonyl compounds. Entry 3
is an example of use of 4-(trimethylammonio)-2-butanone as a precursor of methyl
vinyl ketone. This compound generates methyl vinyl ketone in situ by B-elimination.
The original conditions developed for the Robinson annulation reaction are such
that the ketone enolate composition is under thermodynamic control. This usually
results in the formation of product from the more stable enolate, as in Entry 3.
The C(1) enolate is preferred because of the conjugation with the aromatic ring. For
monosubstituted cyclohexanones, the cyclization usually occurs at the more-substituted
position in hydroxylic solvents. The alternative regiochemistry can be achieved by
using an enamine. Entry 4 is an example. As discussed in Section 1.9, the less-
substituted enamine is favored, so addition occurs at the less-substituted position.
Conditions for kinetic control of enolate formation can be applied to the Robinson
annulation to control the regiochemistry of the reaction. Entries 5 and 6 of Scheme 2.11
are cases in which the reaction is carried out on a preformed enolate. Kinetic

7l E. D. Bergmann, D. Ginsburg, and R. Pappo, Org. React., 10, 179 (1950); J. W. Cornforth and
R. Robinson, J. Chem. Soc., 1855 (1949); R. Gawley, Synthesis, 777 (1976); M. E. Jung, Tetrahedron,
32, 3 (1976); B. P. Mundy, J. Chem. Ed., 50, 110 (1973).

172.°C. J. V. Scanio and R. M. Starrett, J. Am. Chem. Soc., 93, 1539 (1971).



Scheme 2.11. The Robinson Annulation Reaction
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control is facilitated by use of somewhat more activated enones, such as methyl
1-(trimethylsilyl)vinyl ketone.

o)
i CHBCCHCHZ (CHa)sS OH.
+ CHeCC=CH, —
0 | CH3)

Si(CHz)s +  (CHg)4SiOH

Ref. 173

The role of the trimethylsilyl group is to stabilize the enolate formed in the conjugate
addition. The silyl group is then removed during the dehydration step. Methyl
1-trimethylsilylvinyl ketone can be used under aprotic conditions that are compatible
with regiospecific methods for enolate generation. The direction of annulation of
unsymmetrical ketones can therefore be controlled by the method of enolate formation.

1) Sli(CH3)3
CH,=CCCH
CH3 CH3 2 ” 3
(CH3)3SiI0 LiO 2) KOH
H H o}

Ref. 174
Methyl 1-phenylthiovinyl ketones can also be used as enones in kinetically controlled
Robinson annulation reactions, as illustrated by Entry 6. Entry 7 shows a annulation
using silyl enol ether as the enolate equivalent. These reactions are called Mukaiyama-
Michael reactions (see Section 2.6.3).

The Robinson annulation is a valuable method for preparing bicyclic and tricyclic
structures that can serve as starting materials for the preparation of steroids and
terpenes.!” Reaction with 2-methylcyclohexan-1,3-dione gives a compound called the
Wieland-Miescher ketone.

o 0
CH 0 CH; O CHy
4 N, — cH, ——
CH,=CHCCH;4 3
o 0 0

A similar reaction occurs with 2-methylcyclopentane-1,3-dione,'’® and can be done

enantioselectively by using the amino acid L-proline to form an enamine intermediate.
The (S)-enantiomer of the product is obtained in high enantiomeric excess.'”’

Ch O CH; O
3
3 &002

H+

—_

CH3CCHZCH2 o o

OH

173 G. Stork and B. Ganem, J. Am. Chem. Soc., 95, 6152 (1973); G. Stork and J. Singh, J. Am. Chem. Soc.,
96, 6181 (1974).

174 R. K. Boeckman, Jr., J. Am. Chem. Soc., 96, 6179 (1974).

175 N. Cohen, Acc. Chem. Res., 9, 412 (1976).

176. 7. G. Hajos and D. R. Parrish, J. Org. Chem., 39, 1615 (1974); U. Eder, G. Sauer, and R. Wiechert,
Angew. Chem. Int. Ed. Engl., 10, 496 (1971); Z. G. Hajos and D. R. Parrish, Org. Synth., 63, 26 (1985).

177-"J. Gutzwiller, P. Buchshacher, and A. Furst, Synthesis, 167 (1977); P. Buchshacher and A. Furst, Org.
Synth., 63, 37 (1984); T. Bui and C. F. Barbas, III, Tetrahedron Lett., 41, 6951 (2000).



The detailed mechanism of this enantioselective transformation remains under investi-
gation.'”® It is known that the acidic carboxylic group is crucial, and the cyclization is
believed to occur via the enamine derived from the catalyst and the exocyclic ketone.
A computational study suggested that the proton transfer occurs through a TS very

similar to that described for the proline-catalyzed aldol reaction (see page 132).!7
HsC
N P HC o
N | .
) o
“c-0--H “, ___ OH
I COy~

Visual models, additional information and exercises on Proline-Catalyzed Aldol
Reactions can be found in the Digital Resource available at: Springer.com/carey-
sundberg.

2.2. Addition Reactions of Imines and Iminium Ions

Imines and iminium ions are nitrogen analogs of carbonyl compounds and they
undergo nucleophilic additions like those involved in aldol reactions. The reactivity
order is C=NR < C=0 < [C=NR,]|" < [C=0H]". Because iminium ions are more
reactive than imines, the reactions are frequently run under mildly acidic conditions.
Under some circumstances, the iminium ion can be the reactive species, even though
it is a minor constituent in equilibrium with the amine, carbonyl compound, and
unprotonated imine.

/H
/Eo + H,NR  THO NR H* } N"\

R

Addition of enols, enolates, or enolate equivalents to imines or iminium ions provides
an important route to 3-amino ketones.

ox Qo
+ H,C=NR" —— )H/:’\ NR’
R /gCHFP ? R

R2

178- P, Buchschacher, J.-M. Cassal, A. Furst, and W. Meier, Helv. Chim. Acta, 60,2747 (1977); K. L. Brown,
L. Damm, J. D. Dunitz, A. Eschenmoser, R. Hobi, and C. Kratky, Helv. Chim. Acta, 61, 3108 (1978);
C. Agami, F. Meynier, C. Puchot, J. Guilhem, and C. Pascard, Tetrahedron, 40, 1031 (1984); C. Agami,
J. Levisalles, and C. Puchot, J. Chem. Soc., Chem. Commun., 441 (1985); C. Agami, Bull. Soc. Chim.
Fr., 499 (1988).

179-S. Bahmanyar and K. N. Houk, J. Am. Chem. Soc., 123, 12911 (2001).
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2.2.1. The Mannich Reaction

The Mannich reaction is the condensation of an enolizable carbonyl compound
with an iminium ion."® It is usually done using formaldehyde and introduces an
a-dialkylaminomethyl substituent.

[l I
RCH,CR* + CH,=0 + HN(CHg), — (CH3)2NCH2(|)HCR’
R

The electrophile is often generated in situ from the amine and formaldehyde.

+

H .
CH,=0 + HN(CHg), == HOCH,N(CHg); == CH2=N(CHy),

The reaction is normally limited to secondary amines, because dialkylation can occur
with primary amines. The dialkylation reaction can be used to advantage in ring
closures.

o}
CH3(|)H2 <”) (|3HZCH3 CaHs CoHs
CH30,CCH—C—CHCO,CH; + CHy=0 + CHgNH, — CHsOQCwCOzCHs

N

Ref. 181

Scheme 2.12 shows some representative Mannich reactions. Entries 1 and 2
show the preparation of typical “Mannich bases” from a ketone, formaldehyde, and
a dialkylamine following the classical procedure. Alternatively, formaldehyde equiva-
lents may be used, such as bis-(dimethylamino)methane in Entry 3. On treatment with
trifluoroacetic acid, this aminal generates the iminium trifluoroacetate as a reactive
electrophile. N,N-(Dimethyl)methylene ammonium iodide is commercially available
and is known as Eschenmoser’s salt.'s? This compound is sufficiently electrophilic to
react directly with silyl enol ethers in neutral solution.'®? The reagent can be added to
a solution of an enolate or enolate precursor, which permits the reaction to be carried
out under nonacidic conditions. Entries 4 and 5 illustrate the preparation of Mannich
bases using Eschenmoser’s salt in reactions with preformed enolates.

The dialkylaminomethyl ketones formed in the Mannich reaction are useful
synthetic intermediates.'3* Thermal elimination of the amines or the derived quaternary
salts provides a-methylene carbonyl compounds.

180. B F. Blicke, Org. React., 1, 303 (1942); J. H. Brewster and E. L. Eliel, Org. React., 7, 99 (1953);
M. Tramontini and L. Angiolini, Tetrahedron, 46, 1791 (1990); M. Tramontini and L. Angiolini,
Mannich Bases: Chemistry and Uses, CRC Press, Boca Raton, FL, 1994; M. Ahrend, B. Westerman,
and N. Risch, Angew. Chem. Int. Ed. Engl., 37, 1045 (1998).

181 C, Mannich and P. Schumann, Chem. Ber., 69, 2299 (1936).

182 J. Schreiber, H. Maag, N. Hashimoto, and A. Eschenmoser, Angew. Chem. Int. Ed. Engl., 10, 330
(1971).

183§ Danishefsky, T. Kitahara, R. McKee, and P. F. Schuda, J. Am. Chem. Soc., 98, 6715 (1976).

184 G. A. Gevorgyan, A. G. Agababyan, and O. L. Mndzhoyan, Russ. Chem. Rev. (Engl. Transl.), 54, 495
(1985).



Scheme 2.12. Synthesis and Utilization of Mannich Bases

A. Aminomethylation Using the Mannich Reaction

+ H
128 PhCOCH3; + CH,O + (CHg),NH,CIm PhCOCHzCH2l\£(CH3)2CI_ 0%
‘o

+ H
25 CH4COCH; + CH,O + (CH3CH,),NH,CIT . CH3COCH,CH,N(CoH;),Clm
+

66—-75%

CF4CO,H
¢ (CHg),CHCOCH; + [(CHa)oN,CHy —>~ 22" (CHg),CHCOCH,CH,N(CHs),
49 OSiMeg OLi o

CH3L| ) (CHa), )oN= CH, CH,N(CHg),
2)H,0, H*, "OH
87%

5e

CH3)2 _CH2 CH,N(CHj),
THF, 0°C
88%

B. Reactions Involving Secondary Transformations of Aminomethylation Products.

§ 1) 60°C, 6 h CH,=CCH=O0
6 CH3CH,CH,CH=0 + CH,O + (C+H3)2NH2C|’ 2) distil ? |

73%
CHs
79 Q I o
PhNH,
+ (CH,0), —* = CH,
CF5;CO,, THF
gr-e 90%
g O
Na H CH20H2COPh
+ PhCOCH,CH,N(CHg), '2OH
52%
9 PhCOCH,CH,N(CHg), + KCN — PhCOCH,CH,CN
67%
a. C. E. Maxwell, Org. Synth., III, 305 (1955).
b. A. L. Wilds, R. M. Novak, and K. E. McCaleb, Org. Synth., IV, 281 (1963).
c. M. Gaudry, Y. Jasor, and T. B. Khac, Org. Synth., 59, 153 (1979).
d. S. Danishefsky, T. Kitahara, R. McKee, and P. F. Schuda, J. Am. Chem. Soc., 98, 6715 (1976).
e. J. L. Roberts, P. S. Borromeo, and C. D. Poulter, Tetrahedron Lett., 1621 (1977).
f. C. S. Marvel, R. L. Myers, and J. H. Saunders, J. Am. Chem. Soc., 70, 1694 (1948).
g. J. L. Gras, Tetrahedron Lett., 2111, 2955 (1978).
h. A. C. Cope and E. C. Hermann, J. Am. Chem. Soc., 72, 3405 (1950).
i. E. B. Knott, J. Chem. Soc., 1190 (1947).

(CHs)QCHC|H0H=o heat (CH3)ZCH(|fCH=o

CH,N(CHg), CH,
Ref. 185

These o,B-unsaturated ketones and aldehydes are used as reactants in conjugate
additions (Section 2.6), Robinson annulations (Section 2.1.4), and in a number of
other reactions that we will encounter later. Entries 8 and 9 in Scheme 2.12 illustrate

185 C. S. Marvel, R. L. Myers, and J. H. Saunders, J. Am. Chem. Soc., 70, 1694 (1948).
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conjugate addition reactions carried out by in situ generation of o,(-unsaturated
carbonyl compounds from Mannich bases.

a-Methylenelactones are present in a number of natural products.'®® The reaction
of ester enolates with N,N-(dimethyl)methyleneammonium trifluoroacetate,'” or
Eschenmoser’s salt,'® has been used for introduction of the a-methylene group in the
synthesis of vernolepin, a compound with antileukemic activity.'-1%

) LDA, THF, HMPA
2) CHy=N(CHg),l

. 0O
vernolepin

Mannich reactions, or a mechanistic analog, are important in the biosynthesis
of many nitrogen-containing natural products. As a result, the Mannich reaction has
played an important role in the synthesis of such compounds, especially in syntheses
patterned after the biosynthesis, i.e., biomimetic synthesis. The earliest example of
the use of the Mannich reaction in this way was Sir Robert Robinson’s successful
synthesis of tropinone, a derivative of the alkaloid tropine, in 1917.

CO,~

| _

CH, CO,

CH,CH=O0 |

| + HoNCH; + C=0 — o — (0]

CH,CH=0 éH

| 2 COZ_
CO,~

2

Ref. 191

As with aldol and Mukaiyama addition reactions, the Mannich reaction is subject
to enantioselective catalysis.'” A catalyst consisting of Ag" and the chiral imino
aryl phosphine 22 achieves high levels of enantioselectivity with a range of N-(2-
methoxyphenyl)imines.'”> The 2-methoxyphenyl group is evidently involved in an
interaction with the catalyst and enhances enantioselectivity relative to other N-aryl
substituents. The isopropanol serves as a proton source and as the ultimate acceptor
of the trimethylsilyl group.

186. 'S M. Kupchan, M. A. Eakin, and A. M. Thomas, J. Med. Chem., 14, 1147 (1971).

187- N. L. Holy and Y. F. Wang, J. Am. Chem. Soc., 99, 499 (1977).

188. J. L. Roberts, P. S. Borromes, and C. D. Poulter, Tetrahedron Lett., 1621 (1977).

189.°S. Danishefsky, P. F. Schuda, T. Kitahara, and S. J. Etheredge, J. Am. Chem. Soc., 99, 6066 (1977).

190 For reviews of methods for the synthesis of a-methylene lactones, see R. B. Gammill, C. A. Wilson,
and T. A. Bryson, Synth. Comm., 5, 245 (1975); J. C. Sarma and R. P. Sharma, Heterocycles, 24, 441
(1986); N. Petragnani, H. M. C. Ferraz, and G. V. J. Silva, Synthesis, 157 (1986).

191 R. Robinson, J. Chem. Soc., 762 (1917).

192 A, Cordova, Acc. Chem. Res., 37, 102 (2004).

193-'N. S. Josephsohn, M. L. Snapper, and A. H. Hoveyda, J. Am. Chem. Soc., 126, 3734 (2004).
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AN

OTMS 1-5 mol % NH
RCH=N—Ar + CH, , - = 0O SECTION 2.2
R 1 eq. i-PrOH /\)k ,
R R Addition Reactions of
Ar=2-methoxyphenyl  R'=CHg,Ph o 76-96% e.e. [mines and Iminium lons
R=alkyl, aryl, alkenyl CHy
H
N

NS
YL
@\ o) OCH,

PPh, cat 22

A zinc catalyst 23 was found effective for aryl hydroxymethyl ketones in reactions
with glyoxylic imines. In this case, the 4-methoxy-2-methylphenylimines gave the
best results.!* Interestingly, the 2-methoxyphenyl ketone gave substantially enhanced
2,3-diastereoselectivity (20:1) compared to about 10:1 for most other aryl groups,
suggesting that the o-methoxy group may introduce an additional interaction with the
catalyst. All the compounds gave e.e. > 95%.

o NHAr
o} N Ar cat 23
+ — CO,CoH
Ar)K/OH CHs0,C7 4 AMS Ar Zras
OH
Ar’ =4-methoxy-2-methylphenyl dr=2:1to>20:1
Ar e.e. 95->99%
Ar O\ /O Ar
Zn Z/n‘ EAr
N O N
cat 23

Other types of catalysts that are active in Mannich reactions include the Cu-bis-
oxazolines.'®> Most of the cases examined to date are for relatively reactive imines,
such as those derived from glyoxylate or pyruvate esters.

As already discussed for aldol and Robinson annulation reactions, proline is also
a catalyst for enantioselective Mannich reactions. Proline effectively catalyzes the
reactions of aldehydes such as 3-methylbutanal and hexanal with N-arylimines of
ethyl glyoxalate.!®® These reactions show 2,3-syn selectivity, although the products
with small alkyl groups tend to isomerize to the anti isomer.

proline NHAr
10mol % o— :
(CH3)2CHCH,CH=0 + CpHs0,CCH=NAr ——~ = A q o1y

Ar =4 —methoxyphenyl CH(CHs),
dr>10:1 e.e.=87%

194- B, M. Trost and L. M. Terrell, J. Am. Chem. Soc., 125, 338 (2003).

195 K. Juhl and K. A. Jorgensen, J. Am. Chem. Soc., 124, 2420 (2002); M. Marigo, A. Kjaersgaard, K. Juhl,
N. Gathergood, and K. A. Jorgensen, Chem. Eur. J., 9, 2359 (2003).

196. W Notz, F. Tanaka, S. Watanabe, N. S. Chowdari, J. M. Turner, R. Thayumanavan, and C. F. Barbas, 111,
J. Org. Chem., 68, 9624 (2003).
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With aromatic aldehydes, d.r. ranged up to more than 10:1 for propanal.

1) proline NHAr
30 mol % H

CHCH,CH=0 + ACH=NAr ——— | A\ ar
2) NaBH, H
CHs3

Ar’ =4-methoxyphenyl

The proline-catalyzed reaction has been extend to the reaction of propanal, butanal, and
pentanal with a number of aromatic aldehydes and proceeds with high syn selectivity.'"’
The reaction can also be carried out under conditions in which the imine is formed
in situ. Under these conditions, the conjugative stabilization of the aryl imines leads
to the preference for the aryl imine to act as the electrophile. A good yield of the
expected B-aminoalcohol was obtained with propanal serving as both the nucleophilic
and the electrophilic component. The product was isolated as a y-amino alcohol after
reduction with NaBH,.

1) proline NHAr
10 mol % . CH
/\/\/ 3

CH,CH,CH=0 + H,NAr
e 2 2)NaBH, HO

GH, 70%yield
dr>95:5, 96% e.e.

Ar’ =4-methoxyphenyl

Ketones such as acetone, hydroxyacetone, and methoxyacetone can be condensed with
both aromatic and aliphatic aldehydes.'3

o 20-35 mol % 0 NHAr
proline :
OCHz + ArCH=0 + ArNH, CH)K-AAV
CHj 8 2
Ar' = 4-methoxyphenyl OCH;4

The TS proposed for these proline-catalyzed reactions is very similar to that
for the proline-catalyzed aldol addition (see p. 132). In the case of imines, however,
the aldehyde substituent is directed toward the enamine double bond because of the
dominant steric effect of the N-aryl substituent. This leads to formation of syn isomers,
whereas the aldol reaction leads to anti isomers. This is the TS found to be the most
stable by B3LYP/6-31G* computations.'® The proton transfer is essentially complete
at the TS. As with the aldol addition TS, the enamine is oriented anti to the proline
carboxy group in the most stable TS.

SN H-O
Il 7 H
R

197y Hayashi, W. Tsuboi, I. Ashimine, T. Urushima, M. Shoji, and K. Sakai, Angew. Chem. Int. Ed.
Engl., 42, 3677 (2003).

198. B, List, P. Pojarliev, W. T. Biller, and H. J. Martin, J. Am. Chem. Soc., 124, 827 (2002).

199-°S. Bahmanyar and K. N. Houk, Org. Lett., 5, 1249 (2003).



Structure 24, which is a simplification of an earlier catalyst,>® gives excellent

results with N-z-butoxycarbonylimines.?’! Catalysts of this type are thought to function
through hydrogen-bonding interactions.

C(CH
cat 24 CHs (CHy)s

NCOC(CHy); ~ QTBOMS  gimoie,  NHCO,C(CHy) = S
+ _
Ph” “H OCH(CHg), —40° ph/\/CC’zCH(CHa)z TIAN
100% 94% e.e. N
cat 24

2.2.2. Additions to N-Acyl Iminium Ions

Even more reactive C=N bonds are present in N-acyliminium ions.>?

O\\
CR
c /
R,C=N
AN

R

Gas phase reactivity toward allyltrimethylsilane was used to compare the reactivity
of several cyclic N-acyliminium ions and related iminium ions.””> Compounds with
endocyclic acyl groups were found to be more reactive than compounds with exocyclic
acyl substituents. Five-membered ring compounds are somewhat more reactive than
six-membered ones. The higher reactivity of the endocyclic acyl derivatives is believed
to be due to geometric constraints that maximize the polar effect of the carbonyl group.

4 H 0" CHs 07 cH,

N-Acyliminium ions are usually prepared in situ in the presence of a potential
nucleophile. There are several ways of generating acyliminium ions. Cyclic examples
can be generated by partial reduction of imides.?*

(CHo), NaBH4 (CHy), (CHo),
oJ: N ROH J;)(OR o IN{) i
A A A

Various oxidations of amides or carbamates can also generate acyliminium ions. An
electrochemical oxidation forms a-alkoxy amides and lactams, which then generate

200 P, Vachal and E. N. Jacobsen, J. Am. Chem. Soc., 124, 10012 (2002).

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

202. H. Hiemstra and W. N. Speckamp, in Comprehensive Organic Synthesis, Vol. 2, B. Trost and I. Fleming,
eds., 1991, pp. 1047-1082; W. N. Speckamp and M. J. Moolenaar, Tetrahedron, 56, 3817 (2000);
B. E. Maryanoff, H.-C. Zhang, J. H. Cohen, I. J. Turchi, and C. A. Maryanoff, Chem. Rev., 104, 1431
(2004).

203- M. G. M. D’Oca, L. A. B. Moraes, R. A. Pilli, and M. N. Eberlin, J. Org. Chem., 66, 3854 (2001).

204-J. C. Hubert, J. B. P. A. Wijnberg, and W. Speckamp, Tetrahedron, 31, 1437 (1975); H. Hiemstra,
W. J. Klaver, and W. N. Speckamp, J. Org. Chem., 49, 1149 (1984); P. A. Pilli, L. C. Dias, and
A. O. Maldaner, J. Org. Chem., 60, 717 (1995).
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acyliminium ions.?”> N-Acyliminium ions can also be obtained by oxidative decar-

bo

such as silyl enol ethers?®” and isopropenyl acetate.

xylation of N-acyl-a-amino acids such as N-acyl proline derivatives.?%

Q\COQH PAI(OAC), 12 | »—~0CH,
I I

CH3OH

CO,CHg CO,CH,

Acyliminium ions are sufficiently electrophilic to react with enolate equivalents
208

0,CCH, OTMS (GH,),810,SCF CH,CPh

+ cH=C I
N \ N O

Ph
O “qus 0" “H  89%

Acyliminium ions can be used in enantioselective additions with enolates having chiral

au

205

206.
207.

208.
209.

210.

xiliaries, such as N-acyloxazolidinones or N-acylthiazolidinethiones.
Cl
CI\_I|_i _Cl HO fj\
<Ikoc H o R N N P
2P 4 .
| CH"’\/\NJ\O / CHg
CO,C(CHg)s (CH3)3C0O.C
PhCH,
PhCH,
Ref. 209
S CHgy
0,CCH,4 0 o S

Ref. 210

- T. Shono, H. Hamaguchi, and Y. Matsumura, J. Am. Chem. Soc., 97, 4264 (1975); T. Shono,
Y. Matsumura, K. Tsubata, Y. Sugihara, S. Yamane, T. Kanazawa, and T. Aoki, J. Am. Chem. Soc.,
104, 6697 (1982); T. Shono, Tetrahedron, 40, 811 (1984).

A. Boto, R. Hernandez, and E. Suarez, J. Org. Chem., 65, 4930 (2000).

R. P. Attrill, A. G. M. Barrett, P. Quayle, J. van der Westhuizen, and M. J. Betts, J. Org. Chem., 49, 1679
(1984); K. T. Wanner, A. Kartner, and E. Wadenstorfer, Heterocycles, 27, 2549 (1988); M. A. Ciufolini,
C. W. Hermann, K. H. Whitmire, and N. E. Byrne, J. Am. Chem. Soc., 111, 3473 (1989); D. S. Brown,
M. I. Earle, R. A. Fairhurst, H. Heaney, G. Papageorgiou, R. F. Wilkins, and S. C. Eyley, Synlett, 619
(1990).

T. Shono, Y. Matsumura, and K. Tsubata, J. Am. Chem. Soc., 103, 1172 (1981).

R. A. Pilli and D. Russowsky, J. Org. Chem., 61, 3187 (1996); R. A. Pilli, C. de F. Alves,
M. A. Boeckelmann, Y. P. Mascarenhas, J. G. Nery, and I. Vencato, Tetrahedron Lett., 40, 2891 (1999).
Y. Nagao, T. Kumagi, S. Tamai, T. Abe, Y. Kuramoto, T. Taga, S. Aoyagi, Y. Nagase, M. Ochiai,
Y. Inoue, and E. Fujita, J. Am. Chem. Soc., 108, 4673 (1986); T. Nagao, W.-M. Dai, M. Ochiai,
S. Tsukagoshi, and E. Fujita, J. Org. Chem., 55, 1148 (1990).



2.2.3. Amine-Catalyzed Condensation Reactions

Iminium ions are intermediates in a group of reactions that form «,3-unsaturated
compounds having structures corresponding to those formed by mixed aldol addition
followed by dehydration. These reactions are catalyzed by amines or buffer systems
containing an amine and an acid and are referred to as Knoevenagel condensations.*"!
The reactive electrophile is probably the protonated form of the imine, since it is a
more reactive electrophile than the corresponding carbonyl compound.?'?

H* H+
ArCH=NC,Hy —= ArCHNHC,H, — ArCH-_NHC,H, — ArCH=CHNO,
|
“CH,NO, CH,NO, H-CCHNO,

The carbon nucleophiles in amine-catalyzed reaction conditions are usually rather
acidic compounds containing two EWG substituents. Malonate esters, cyanoacetate
esters, and cyanoacetamide are examples of compounds that undergo condensation
reactions under Knoevenagel conditions.?!® Nitroalkanes are also effective as nucle-
ophilic reactants. The single nitro group activates the a-hydrogens enough to permit
deprotonation under the weakly basic conditions. A relatively acidic proton in the
nucleophile is important for two reasons. First, it permits weak bases, such as amines,
to provide a sufficient concentration of the enolate for reaction. An acidic proton
also facilitates the elimination step that drives the reaction to completion. Usually the
product that is isolated is the «,-unsaturated derivative of the original adduct.

B
T/CozR ,/COR
R,C—C —. RC=C
e “oN
X=0H or NR,

Malonic acid or cyanoacetic acid can also be used as the nucleophile. With malonic
acid or cyanoacetic acid as reactants, the products usually undergo decarboxylation.
This may occur as a concerted fragmentation of the adduct.?'*

X
0 g
I RQC—LCHCOZH
RCR + CH,(CO,H), — | —= R,C=CHCO,H
CcC=0
X=0H or NR, Ccl)

Decarboxylative condensations of this type are sometimes carried out in pyridine,
which cannot form an imine intermediate, but has been shown to catalyze the
decarboxylation of arylidene malonic acids.?’®> The decarboxylation occurs by
concerted decomposition of the adduct of pyridine to the o,3-unsaturated diacid.

211 G. Jones, Org. React., 15,204 (1967); R. L. Reeves, in The Chemistry of the Carbonyl Group, S. Patai,
ed., Interscience, New York, 1966, pp. 593-599.

212. T I. Crowell and D. W. Peck, J. Am. Chem. Soc., 75, 1075 (1953).

213 A. C. Cope, C. M. Hofmann, C. Wyckoff, and E. Hardenbergh, J. Am. Chem. Soc., 63, 3452 (1941).

214 E. J. Corey, J. Am. Chem. Soc., 74, 5897 (1952).

215- E. J. Corey and G. Fraenkel, J. Am. Chem. Soc., 75, 1168 (1953).
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Scheme 2.13. Amine-Catalyzed Condensation Reactions of the Knoevenagel Type

1a (I?
I piperidine /CCH3
CHaCH,CH,CH=0 + CH3CCH,CO,CoHs —  CHgCH,CH,CH=C
NCO,C,Hs 81%

C0,CoHs

2b +
RNH; OAc <:>: c
NCCH H
<:>:O + CC ZCOQCQ 5 (R ) ) \CN 100%

=ion exchange resin)

3¢ . /CN
_ B-alanine
C,HsCOCH; + N=CCH,CO,Cy,H5 . GC,H;C=C

Lh, COLCoH B1-87%

4d piperidine
CH3(CH2)3CHCH=O + CH2(00202H5)2 FET_' CH3(CH2)3CHCH=C(00202H5)2
2
CH,CH3 CH,CHj 87%
5 NH,OAc /N
<:>:o + NCCH,CO,H ——— c
CO,H  65-76%
6f pyridine ,CO:H

PhCH=0 + CHyCH,CH(CO,H), —— PhCH=C
NC,Hy 60%

pyridin
7? CH,=CHCH=0 + CH,(CO,H), —C» CH, = CHCH=CHCO,H
60° 42-46%
gh pyridine
QCHO + CHy(CO,H), —— CH=CHCO,H
o o 75-80%
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. F. Pratt and E. Werbie, J. Am. Chem. Soc., 72, 4638 (1950).

. C. Cope, A. A. D’Addieco, D. E. Whyte, and S. A. Glickman, Org. Synth., IV, 234 (1963).

. J. Gensler and E. Berman, J. Am. Chem. Soc., 80, 4949 (1958).

. J. Jessup, C. B. Petty, J. Roos, and L. E. Overman, Org. Synth., 59, 1 (1979).

. H. Wiley and N. R. Smith, Org. Synth., IV, 731 (1963).

50 e a0 o
wwé>m1w>

ArCH ~<CHCOH
! NN
ArCH=C(CO,H), + Q—» + C=0 — ArCH=CHCOH

O 6

Scheme 2.13 gives some examples of Knoevenagel condensation reactions.

2.3. Acylation of Carbon Nucleophiles

The reactions that are discussed in this section involve addition of carbon nucle-
ophiles to carbonyl centers having a potential leaving group. The tetrahedral interme-
diate formed in the addition step reacts by expulsion of the leaving group. The overall



transformation results in the acylation of the carbon nucleophile. This transformation
corresponds to the general reaction Path B, as specified at the beginning of this chapter

(p. 64).

I % T
RC—X + R,C—EWG — R(|3—CR'2 — RC(|3R’2
X Ewa EWG

The reaction pattern can be used for the synthesis of 1,3-dicarbonyl compounds and
other systems in which an acyl group is 3 to an anion-stabilizing group.

o
o}
RJKX + R2CH,EWG R1l¥/{ EWG

’

R2

2.3.1. Claisen and Dieckmann Condensation Reactions

An important group of acylation reactions involves esters, in which case the
leaving group is alkoxy or aryloxy. The self-condensation of esters is known as
the Claisen condensation.*'® Ethyl acetoacetate, for example, is prepared by Claisen
condensation of ethyl acetate. All of the steps in the mechanism are reversible, and a
full equivalent of base is needed to bring the reaction to completion. Ethyl acetoacetate
is more acidic than any of the other species present and is converted to its conjugate
base in the final step. The B-ketoester product is obtained after neutralization.

CH3CO,CH,CH; + CHaCH,0~ == ~CH,CO,CH,CHz + CHyCH,OH
o on

CH3gooH2c:H3 + "CHyCO,CH,CHy == CH3C|)OCHZCH3

ICHZCOQCHQCH3

% I

CHsC<0OCH,CH; == CHgCCH,CO,CH,CHy + CHyCH,0™
C|2H20020H20H3
o o

| |
CH3CCH2002CH20H3 + CchHzo_ —_— CH3CQHCOch20H3 + CH3CH20H

As a practical matter, the alkoxide used as the base must be the same as the alcohol
portion of the ester to prevent product mixtures resulting from ester interchange.
Sodium hydride with a small amount of alcohol is frequently used as the base for ester
condensation. The reactive base is the sodium alkoxide formed by reaction of sodium
hydride with the alcohol released in the condensation.

R'OH + NaH — R’ONa + H,

As the final proton transfer cannot occur when a-substituted esters are used, such
compounds do not condense under the normal reaction conditions, but this limitation

216 C, R. Hauser and B. E. Hudson, Jr., Org. React., 1, 266 (1942).
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can be overcome by use of a very strong base that converts the reactant ester completely
to its enolate. Entry 2 of Scheme 2.14 illustrates the use of triphenylmethylsodium for
this purpose. The sodium alkoxide is also the active catalyst in procedures that use
sodium metal, such as in Entry 3 in Scheme 2.14. The alkoxide is formed by reaction
of the alcohol that is formed as the reaction proceeds.

The intramolecular version of ester condensation is called the Dieckmann condens-
ation.®"” Tt is an important method for the formation of five- and six-membered rings
and has occasionally been used for formation of larger rings. As ester condensation is
reversible, product structure is governed by thermodynamic control, and in situations
where more than one product can be formed, the product is derived from the most
stable enolate. An example of this effect is the cyclization of the diester 25.2'8 Only
27 is formed, because 26 cannot be converted to a stable enolate. If 26, synthesized
by another method, is subjected to the conditions of the cyclization, it is isomerized
to 27 by the reversible condensation mechanism.

o
CH
CO,CoHs | 8 NaOFEt CHs CO,CoHs
CH <3 CoH50,CCH,(CH,)3CHCO,CoHy —
3 xylene
25
26 & NaOEt j 27

xylene

Entries 3 to 8 in Scheme 2.14 are examples of Dieckmann condensations. Entry
6 is a Dieckmann reaction carried out under conventional conditions, followed by
decarboxylation. The product is a starting material for the synthesis of a number of
sarpagine-type indole alkaloids and can be carried out on a 100-g scale. The combi-
nation of a Lewis acid, such as MgCl,, with an amine can also promote Dieckmann
cyclization.?! Entry 7, which shows an application of these conditions, is a step in
the synthesis of a potential drug. These conditions were chosen to avoid the use of
TiCl, in a scale-up synthesis and can be done on a 60-kg scale. The 14-membered
ring formation in Entry 8 was carried out under high dilution by slowly adding the
reactant to the solution of the NaHMDS base. The product is a mixture of both possible
regioisomers (both the 5- and 7-carbomethoxy derivatives are formed) but a single
product is obtained after decarboxylation.

Mixed condensations of esters are subject to the same general restrictions as
outlined for mixed aldol reactions (Section 2.1.2). One reactant must act preferentially
as the acceptor and another as the nucleophile for good yields to be obtained. Combin-
ations that work best involve one ester that cannot form an enolate but is relatively
reactive as an electrophile. Esters of aromatic acids, formic acid, and oxalic acid are
especially useful. Some examples of mixed ester condensations are shown in Section C
of Scheme 2.14. Entries 9 and 10 show diethyl oxalate as the acceptor, and aromatic
esters function as acceptors in Entries 11 and 12.

2.3.2. Acylation of Enolates and Other Carbon Nucleophiles

Acylation of carbon nucleophiles can also be carried out with more reactive
acylating agents such as acid anhydrides and acyl chlorides. These reactions must

217- . P. Schaefer and J. J. Bloomfield, Org. React., 15, 1 (1967).
218. N, S. Vul’fson and V. L. Zaretskii, J. Gen. Chem. USSR, 29, 2704 (1959).
219-°S. Tamai, H. Ushitogochi, S. Sano, and Y. Nagao, Chem. Lett., 295 (1995).
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A. Intermolecular ester condensations SECTION 2.3
1a NaOEt Acylation of Carbon
CHg(CH,)3C0O,CoHy —— CH3(CH2)3CO‘CHCOZCZH5 Nucleophiles

CH,CH,CHy  77%

2b O CH,CHg4
PhyC~ Na* [
CHSCHZC‘HCOZCZH5 CH30H2C‘:HC—C‘:CO202H5
CHs CHs CHg 63%

B. Cyclization of diesters
3c O

Na, toluene
C,H50,C(CH,)4CO,CoHs5 é/ CO,CoHg

74-81%
40 CO,CoHs
HLHCOLoMs \ooer Hel
CH;—N —— — CHgN* o
“CH,CH,CO,C,H; PenZene H 71%

5 CO,C,H; CO,CoHs
NaH CH
C,H50,CCH,CH,CHCHCH, —~ 3

CO,CoHs ST S

1) NaH, CH;0OH
N—CH,Ph toluene

CO,CH, 2) HCI, H,O
CH3CO,H

CO,CH, OH

79
CO,CH,
@( JCHACOLCH, o B

S0,—N - N
DBU N X
0 )
CFs CFy
gh PhCH,0 O CH, PhCH,0 O CH,
o/l\/\/COZCHa[(CH3)SSi]2NNa o CO,CHj

dilute solution
H
PhCH,O CO,CHy PhCH,O @) 77%

C. Mixed ester condensations

g o (l)OCOZCZHS
NaOEt
(CH,CO,CoHs), + (CO,CoH5), ——= C|2H00202H5

CH,CO,CoHs 86-91%

10 NaOEt
C17H35C0,C5Hs + (CO,CoHs), —= C16H33?H00202H5

COCO,CoHs  68-71%

(Continued)
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Scheme 2.14. (Continued)

1 1k AN COQCzHS NaH N CO?HCOZCQHs
| _ + CHg(CH2),COCoH; —= || _ CH,CH,4
N 68%

N

12! (i-Pr),NMgBr
{;ycogczri5 + CHyCH,CO,C,Hs QCOCHCOZCZHS
|

CH, 51%
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be done in nonnucleophilic solvents to avoid solvolysis of the acylating agent. The
use of these reactive acylating agents can be complicated by competing O-acylation.
Magnesium enolates play a prominent role in these C-acylation reactions. The
magnesium enolate of diethyl malonate, for example, can be prepared by reaction with
magnesium metal in ethanol. It is soluble in ether and undergoes C-acylation by acid
anhydrides and acyl chlorides. The preparation of diethyl benzoylmalonate (Entry 1,
Scheme 2.15) is an example of the use of an acid anhydride. Entries 2 to 5 illustrate
the use of acyl chlorides. Entry 3 is carried out in basic aqueous solution and results
in deacylation of the initial product.

Monoalkyl esters of malonic acid react with Grignard reagents to give a chelated
enolate of the malonate monoanion.

R'O,CCH,CO,H + 2RMgX — O O~

These carbon nucleophiles react with acyl chlorides?® or acyl imidazolides.??' The

initial products decarboxylate readily so the isolated products are [3-ketoesters.

,|V|92+ o)
6 o RCOCI I
+ o — R’OZC(l')HCR

, N
R o)\/go RCOIm CH,

CHs

220- R, E. Ireland and J. A. Marshall, J. Am. Chem. Soc., 81, 2907 (1959).

221- J. Maibaum and D. H. Rich, J. Org. Chem., 53, 869 (1988); W. H. Moos, R. D. Gless, and H. Rapoport,
J. Org. Chem., 46, 5064 (1981); D. W. Brooks, L. D.-L. Lu, and S. Masamune, Angew. Chem. Int. Ed.
Engl., 18, 72 (1979).



Scheme 2.15. Acylation of Ester Enolates with Acyl Halides, Anhydrides, and Imidazolides

A. Acylation with acyl halides and mixed anhydrides
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Acyl imidazolides are more reactive than esters but not as reactive as acyl halides.
Entry 7 is an example of formation of a (3-ketoesters by reaction of magnesium enolate
monoalkyl malonate ester by an imidazolide. Acyl imidazolides also are used for
acylation of ester enolates and nitromethane anion, as illustrated by Entries 8, 9, and
10. N-Methoxy-N-methylamides are also useful for acylation of ester enolates.

OCHg oL ; ) 5;8(":0 o
CHg(CHz)CN_ + CH=C_ 3;ﬁ|' CHg(CH,)4CCH,CO,CoHs
CHs OC,Hs 82%

Ref. 222
Both diethyl malonate and ethyl acetoacetate can be acylated by acyl chlorides
using magnesium chloride and pyridine or triethylamine.??

c”> ﬁ O=CR
MgCl, RCCI
C,HsO,CCH,CCH; —= =%  C,H;O,CCHCCH
21 152 2 3 pyridine 21 152 ” 3
o]

Rather similar conditions can be used to convert ketones to [-keto acids by
carboxylation.??*

O
[l MgCl,, Nal ~ p+ [
CH5CH,CCH,CHs . CHACH,CCHCH,
CH4CN, CO, |
Et,N CO,H

These reactions presumably involve formation of a magnesium chelate of the keto
acid. The B-ketoacid is liberated when the reaction mixture is acidified during workup.

M g2+
_d b_

Carboxylation of ketones and esters can also be achieved by using the magnesium
salt of monomethyl carbonate.

?I) 0
DMF H* I
QCCHS + Mg(0,COCHy); —o= —= QCCHZCOZH

Ref. 225

222- 3. A. Turner and W. S. Jacks, J. Org. Chem., 54, 4229 (1989).

23- M. W. Rathke and P. J. Cowan, J. Org. Chem., 50, 2622 (1985).

24 R. E. Tirpak, R. S. Olsen, and M. W. Rathke, J. Org. Chem., 50, 4877 (1985).
225 M. Stiles, J. Am. Chem. Soc., 81, 2598 (1959).
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HO,C.,,
O 1) Mg(0,COMe),
2) H*
CgH;7 Y07 O CeHi,”7 Y07 O 75%

Ref. 226

The enolates of ketones can be acylated by esters and other acylating agents.

The products of these reactions are (3-dicarbonyl compounds, which are rather acidic

and can be alkylated by the procedures described in Section 1.2. Reaction of ketone

enolates with formate esters gives a [3-ketoaldehyde. As these compounds exist in the

enol form, they are referred to as hydroxymethylene derivatives. Entries 1 and 2 in

Scheme 2.16 are examples. Product formation is under thermodynamic control so the

structure of the product can be predicted on the basis of the stability of the various
possible product anions.

o) 0
I NaOEt |l + RC—CR’
RCH,CR' + HCO,CH; 2OEt g ROCR L %

C
VN
H/C\ONa H OH"

Ketones are converted to (B-ketoesters by acylation with diethyl carbonate or
diethyl oxalate, as illustrated by Entries 4 and 5 in Scheme 2.16. Alkyl cyanoformate
can be used as the acylating reagent under conditions where a ketone enolate has been
formed under kinetic control.?’

9 0
CH
3 LDA EtO,CCN H,0 CHg CO,CoHs
TMF
HMPA 86%

When this type of reaction is quenched with trimethylsilyl chloride, rather than by
neutralization, a trimethylsilyl ether of the adduct is isolated. This result shows that
the tetrahedral adduct is stable until the reaction mixture is hydrolyzed.

o} o Cl)Si(CHa)a
1)LDA  (Me)sSiCl ?002"'5
2) EtO,CCN CN

Ref. 228
[B-Keto sulfoxides can be prepared by acylation of dimethyl sulfoxide anion with
esters.”?

[l [ |
RCOR’ + ~CH,SCH; = RCCHSCH, + R'OH

226.
227.

W. L. Parker and F. Johnson, J. Org. Chem., 38, 2489 (1973).

L. N. M
228. F. E.

E. J.

G. A. R

ander and S. P. Sethi, Tetrahedron Lett., 24, 5425 (1983).

Ziegler and T.-F. Wang, Tetrahedron Lett., 26, 2291 (1985).

Corey and M. Chaykovsky, J. Am. Chem. Soc., 87, 1345 (1965); H. D. Becker, G. J. Mikol, and
ussell, J. Am. Chem. Soc., 85, 3410 (1963).
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Scheme 2.16. Acylation of Ketones by Esters

1a O O
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CH30H2OSIR3 CHz CH,OSiR;  CH; CH,OSiR,
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H H : H
. COzMe X
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a. C. Ainsworth, Org. Synth., IV, 536 (1963).

b. P. H. Lewis, S. Middleton, M. J. Rosser, and L. E. Stock, Aust. J. Chem., 32, 1123 (1979).

c. N. Green and F. B. La Forge, J. Am. Chem. Soc., 70, 2287 (1948); F. W. Swamer and C. R. Hauser,
J. Am. Chem. Soc., 72, 1352 (1950).

d. E. R. Riegel and F. Zwilgmeyer, Org. Synth., IL, 126 (1943).

e. A. P. Krapcho, J. Diamanti, C. Cayen, and R. Bingham, Org. Synth., 47, 20 (1967).

f. F. E. Ziegler, S. 1. Klein, U. K. Pati, and T.-F. Wang, J. Am. Chem. Soc., 107, 2730 (1985).

Mechanistically, this reaction is similar to ketone acylation. The B-keto sulfoxides have
several synthetic applications. The sulfoxide substituent can be removed reductively,
which leads to methyl ketones.

0 0
[ ZnHg [|
CH50 CCH,SOCH; —= CHZ0 CCH,
Ref. 230

The B-keto sulfoxides can be alkylated via their anions. Inclusion of an alkylation step
prior to the reduction provides a route to ketones with longer chains.

230- G. A. Russell and G. J. Mikol, J. Am. Chem. Soc., 88, 5498 (1966).



1) NaH ZnHg
PhCOCH,SOCH; — PhCOCHSOCH; — PhCOCH,CHj,4
2) CHyl [
Hs

Ref. 231
These reactions accomplish the same overall synthetic transformation as the acylation
of ester enolates, but use desulfurization rather than decarboxylation to remove
the anion-stabilizing group. Dimethyl sulfone can be subjected to similar reaction
sequences.”*?

2.4. Olefination Reactions of Stabilized Carbon Nucleophiles

This section deals with reactions that correspond to Pathway C, defined earlier
(p. 64), that lead to formation of alkenes. The reactions discussed include those of
phosphorus-stabilized nucleophiles (Wittig and related reactions), a-silyl (Peterson
reaction) and a-sulfonyl carbanions (Julia olefination) with aldehydes and ketones. These
important rections can be used to convert a carbonyl group to an alkene by reaction
with a carbon nucleophile. In each case, the addition step is followed by an elimination.

| R EWG O R
—C + O:< - . %_é — ;
EWG

A crucial issue for these reactions is the stereoselectivity for formation of E- or
Z-alkene. This is determined by the mechanisms of the reactions and, as we will
see, can be controlled in some cases by the choice of particular reagents and reaction
conditions.

2.4.1. The Wittig and Related Reactions of Phosphorus-Stabilized
Carbon Nucleophiles

The Wittig reaction involves phosphonium ylides as the nucleophilic carbon
species.”®®* An ylide is a molecule that has a contributing resonance structure with
opposite charges on adjacent atoms, each of which has an octet of electrons. Although
this definition includes other classes of compounds, the discussion here is limited
to ylides having the negative charge on the carbon. Phosphonium ylides are stable,
but quite reactive, compounds. They can be represented by two limiting resonance
structures, which are referred to as the ylide and ylene forms.

(CHa)sP—CH,~ ==  (CHg)sP=CH,
ylide ylene

21 P, G. Gassman and G. D. Richmond, J. Org. Chem., 31, 2355 (1966).

232 H. O. House and J. K. Larson, J. Org. Chem., 33, 61 (1968).

233- For general reviews of the Wittig reaction, see A. Maercker, Org. React., 14, 270 (1965); 1. Gosney and
A. G. Rowley, in Organophosphorus Reagents in Organic Synthesis, J. 1. G. Cadogan, ed., Academic
Press, London, 1979, pp. 17-153; B. A. Maryanoff and A. B. Reitz, Chem. Rev., 89, 863 (1989);
A. W. Johnson, Ylides and Imines of Phosphorus, John Wiley, New York, 1993; N. J. Lawrence,
in Preparation of Alkenes, Oxford University Press, Oxford, 1996, pp. 19-58; K. C. Nicolaou,
M. W. Harter, J. L. Gunzer, and A. Nadin, Liebigs Ann. Chem., 1283 (1997).
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NMR spectroscopic studies ('H, '*C, and *'P) are consistent with the dipolar ylide
structure and suggest only a minor contribution from the ylene structure.?** Theoretical
calculations support this view.?> The phosphonium ylides react with carbonyl
compounds to give olefins and the phosphine oxide.

R3I5—C_)R2 + RC=0— RC=CR’, + RgP=0

There are related reactions involving phosphonate esters or phosphines oxides. These
reactions differ from the Wittig reaction in that they involve carbanions formed by
deprotonation. In the case of the phosphonate esters, a second EWG substituent is
usually present.

O O

I base I RoC=0
(R'0),PCH,-EWG (R'0),PCH-EWG R,C =CH-EWG

2.4.1.1. Olefination Reactions Involving Phosphonium Ylides. The synthetic potential
of phosphonium ylides was developed initially by G. Wittig and his associates at
the University of Heidelberg. The reaction of a phosphonium ylide with an aldehyde
or ketone introduces a carbon-carbon double bond in place of the carbonyl bond.
The mechanism originally proposed involves an addition of the nucleophilic ylide
carbon to the carbonyl group to form a dipolar intermediate (a betaine), followed by
elimination of a phosphine oxide. The elimination is presumed to occur after formation
of a four-membered oxaphosphetane intermediate. An alternative mechanism proposes
direct formation of the oxaphosphetane by a cycloaddition reaction.”*® There have
been several computational studies that find the oxaphosphetane structure to be an
intermediate.”®” Oxaphosphetane intermediates have been observed by NMR studies
at low temperature.*® Betaine intermediates have been observed only under special
conditions that retard the cyclization and elimination steps.?*

(betaine irltermediate)
Arsﬁ—CI)R'z
O-CR,
' ArgP=0 + R,C=CR’,
ArsP—CR,
0O-CR/,

ArgP—CR, +R'2C=0

(oxaphosphetane intermediate)

234 H. Schmidbaur, W. Bucher, and D. Schentzow, Chem. Ber., 106, 1251 (1973).

235- A Streitwieser, Jr., A. Rajca, R. S. McDowell, and R. Glaser, J. Am. Chem. Soc., 109, 4184 (1987);
S. M. Bachrach, J. Org. Chem., 57, 4367 (1992); D. G. Gilheany, Chem. Rev., 94, 1339 (1994).

236- E. Vedejs and K. A. J. Snoble, J. Am. Chem. Soc., 95, 5778 (1973); E. Vedejs and C. F. Marth, J. Am.
Chem. Soc., 112, 3905 (1990).

237- R. Holler and H. Lischka, J. Am. Chem. Soc., 102, 4632 (1980); F. Volatron and O. Eisenstein, J. Am.
Chem. Soc., 106, 6117 (1984); F. Mari, P. M. Lahti, and W. E. McEwen, J. Am. Chem. Soc., 114,
813 (1992); A. A. Restrepocossio, C. A. Gonzalez, and F. Mari, J. Phys. Chem. A, 102, 6993 (1998);
H. Yamataka and S. Nagase, J. Am. Chem. Soc., 120, 7530 (1998).

238- E. Vedejs, G. P. Meier, and K. A. J. Snoble, J. Am. Chem. Soc., 103, 2823 (1981); B. E. Maryanoff,
A. B. Reitz, M. S. Mutter, R. R. Inners, H. R. Almond, Jr., R. R. Whittle, and R. A. Olofson, J. Am.
Chem. Soc., 108, 7684 (1986).

239 R. A. Neumann and S. Berger, Eur. J. Org. Chem., 1085 (1998).



Phosphonium ylides are usually prepared by deprotonation of phosphonium salts.
The phosphonium salts that are used most often are alkyltriphenylphosphonium halides,
which can be prepared by the reaction of triphenylphosphine and an alkyl halide. The
alkyl halide must be reactive toward S, 2 displacement.

PhsP + RCHoX —  PhgP—CH,R X~
X=1,Br, orCl
PhsPCH,R 2358 Ph,p—CHR

Alkyltriphenylphosphonium halides are only weakly acidic, and a strong base must
be used for deprotonation. Possibilities include organolithium reagents, the anion
of dimethyl sulfoxide, and amide ion or substituted amide anions, such as LDA
or NaHMDS. The ylides are not normally isolated, so the reaction is carried out
either with the carbonyl compound present or with it added immediately after ylide
formation. Ylides with nonpolar substituents, e.g., R = H, alkyl, aryl, are quite reactive
toward both ketones and aldehydes. Ylides having an a-EWG substituent, such as
alkoxycarbonyl or acyl, are less reactive and are called stabilized ylides.

The stereoselectivity of the Wittig reaction is believed to be the result of steric
effects that develop as the ylide and carbonyl compound approach one another. The
three phenyl substituents on phosphorus impose large steric demands that govern the
formation of the diastereomeric adducts.?*® Reactions of unstabilized phosphoranes are
believed to proceed through an early TS, and steric factors usually make these reactions
selective for the cis-alkene.?*' Ultimately, however, the precise stereoselectivity is
dependent on a number of variables, including reactant structure, the base used for
ylide formation, the presence of other ions, solvent, and temperature.>*?

Scheme 2.17 gives some examples of Wittig reactions. Entries 1 to 5 are typical
examples of using ylides without any functional group stabilization. The stereoselec-
tivity depends strongly on both the structure of the ylide and the reaction conditions.
Use of sodium amide or NaHMDS as bases gives higher selectivity for Z-alkenes than
do ylides prepared with alkyllithium reagents as base (see Entries 3 to 6). Benzyli-
denetriphenylphosphorane (Entry 6) gives a mixture of both cis- and trans-stilbene on
reaction with benzaldehyde. The diminished stereoselectivity is attributed to complexes
involving the lithium halide salt that are present when alkyllithium reagents are used
as bases.

B-Ketophosphonium salts are considerably more acidic than alkylphosphonium
salts and can be converted to ylides by relatively weak bases. The resulting ylides,
which are stabilized by the carbonyl group, are substantially less reactive than unfunc-
tionalized ylides. More vigorous conditions are required to bring about reactions
with ketones. Stabilized ylides such as (carboethoxymethylidene)triphenylphosphorane
(Entries 8 and 9) react with aldehydes to give exclusively trans double bonds.

240 M. Schlosser, Top. Stereochem., 5, 1 (1970); M. Schlosser and B. Schaub, J. Am. Chem. Soc., 104, 5821
(1982); H. J. Bestmann and O. Vostrowsky, Top. Curr. Chem., 109, 85 (1983); E. Vedejs, T. Fleck,
and S. Hara, J. Org. Chem., 52, 4637 (1987).

241 E. Vedejs, C. F. Marth, and P. Ruggeri, J. Am. Chem. Soc., 110, 3940 (1988); E. Vedejs and C. F.
Marth, J. Am. Chem. Soc., 110, 3948 (1988); E. Vedejs and C. F. Marth, J. Am. Chem. Soc., 112, 3905
(1990).

242- A, B. Reitz, S. O. Nortey, A. D. Jordan, Jr., M. S. Mutter, and B. E. Maryanoff, J. Org. Chem., 51, 3302
(1986); B. E. Maryanoff and A. B. Reitz, Chem. Rev., 89, 863 (1989); E. Vedejs and M. J. Peterson,
Adv. Carbanion Chem., 2, 1 (1996); E. Vedejs and M. J. Peterson, Top. Stereochem., 21, 1 (1994).
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Scheme 2.17. The Wittig Reaction
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Il
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CeHsCHO + CHzCH=PPhg; —— CgHsCH=CHCH,
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98% yield, 87% Z

BuLi
4°  CHyCHPPhy - ™5 CHyCH=PPh,
CeHsCH=0 4+ CHCH=PPhg —L cgHsoH=CHCH,
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Il
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Scheme 2.17. (Continued)
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When a hindered ketone is to be converted to a methylene derivative, the best
results are obtained if potassium 7-alkoxide is used as the base in a hydrocarbon solvent.
Under these conditions the reaction can be carried out at elevated temperatures.?*?
Entries 10 and 11 illustrate this procedure.

The reaction of nonstabilized ylides with aldehydes can be induced to yield
E-alkenes with high stereoselectivity by a procedure known as the Schlosser modifi-
cation of the Wittig reaction.?** In this procedure, the ylide is generated as a lithium
halide complex and allowed to react with an aldehyde at low temperature, presumably
forming a mixture of diastereomeric betaine-lithium halide complexes. At the temper-
ature at which the addition is carried out, there is no fragmentation to an alkene and
triphenylphosphine oxide. This complex is then treated with an equivalent of strong
base such as phenyllithium to form a (-oxido ylide. Addition of one equivalent of
t-butyl alcohol protonates the 3-oxido ylide stereoselectivity to give the syn-betaine as
a lithium halide complex. Warming the solution causes the syn-betaine-lithium halide
complex to give trans-alkene by a syn elimination.

'—li H oLt vom
RCH—CHR’ . RCH-CR LR
| PhLi RS tBUOH o~ — =
L*O~  P*Phg Li*O~ P*Phg H Lo R H
3

An extension of this method can be used to prepare allylic alcohols. Instead of
being protonated, the 3-oxido ylide is allowed to react with formaldehyde. The -oxido
ylide and formaldehyde react to give, on warming, an allylic alcohol. Entry 12 is an
example of this reaction. The reaction is valuable for the stereoselective synthesis of
Z-allylic alcohols from aldehydes.”®

o o
| . o 1)CH,;=0 R CH,OH
RCHCH—PPh, RLi  RCHC=PPh,4
A, | -25°C B 2)25°C H R
betaine B-oxido ylide

The Wittig reaction can be applied to various functionalized ylides.?*
Methoxymethylene and phenoxymethylene ylides lead to vinyl ethers, which can be
hydrolyzed to aldehydes.?*’
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J. M. Conia, Tetrahedron Lett., 4053 (1975); S. R. Schow and T. C. Morris, J. Org. Chem., 44, 3760
(1979).

244. M. Schlosser and K.-F. Christmann, Liebigs Ann. Chem., 708, 1 (1967); M. Schlosser, K.-F. Christmann,
and A. Piskala, Chem. Ber., 103, 2814 (1970).
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D. K. Herron, and K. Achiwa, J. Am. Chem. Soc., 92, 6635 (1970); E. J. Corey and H. Yamamoto,
J. Am. Chem. Soc., 92, 6636 (1970); E. J. Corey and H. Yamamoto, J. Am. Chem. Soc., 92, 6637 (1970);
E. J. Corey, J. I. Shulman, and H. Yamamoto, Tetrahedron Lett., 447 (1970).

246. S Warren, Chem. Ind. (London), 824 (1980).

247-°S. G. Levine, J. Am. Chem. Soc., 80, 6150 (1958); G. Wittig, W. Boll, and K. H. Kruck, Chem. Ber.,
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0 PhsP=CHOCH; CHOCH,

OCH,OCH,CH,OCH; OCH,OCH,CH,OCH;

Ref. 248
2-(1,3-Dioxolanyl)methyl ylides can be used for the introduction of o, B-unsaturated
aldehydes (see Entry 15, Scheme 2.17). Methyl ketones can be prepared by a reaction
using the a-methoxyethylidene phosphorane.

DME I
CHo(CHp)sCH=0+  CHOG=PPhy = CHy(CH)sCH=COCH, H20, Ol o, (CHy)sCH,CCH,
CH, CH,  CHsOH 57%
Ref. 249

There have been many applications of the Wittig reaction in multistep syntheses.
The reaction can be used to prepare extended conjugated systems, such as crocetin
dimethyl ester, which has seven conjugated double bonds. In this case, two cycles of
Wittig reactions using stabilized ylides provided the seven double bonds. Note the use
of a conjugated stabilized ylide in the second step.?>°

e
_ CHg 1) LIAH
CH=O0 Amberlyst 15 o CO,CHy 2) MnO,
3
o ?Ha CH,
3 _ _ O=CH I~
CHOLC A I e e PhyP=CHCH= CCO,CH, WCH:O
CO,CH, CH,
CHy 70 %

In several cases of syntheses of highly functionalized molecules, use of CH;Li-
LiBr for ylide formation has been found to be advantageous. For example, in the
synthesis of milbemycin D, Crimmins and co-workers obtained an 84% yield with
10:1 Z:E selectivity.”! In this case, the more stable E-isomer was required and it was
obtained by I,-catalyzed isomerization.

1) CHgLi—LiBr
-78°C
O
HWY 2) 1,,25°C
Him
CH(CHj3),

248 M. Yamazaki, M. Shibasaki, and S. lkegami, J. Org. Chem., 48, 4402 (1983).

249 D. R. Coulsen, Tetrahedron Lett., 3323 (1964).

230- D, Frederico, P. M. Donate, M. G. Constantino, E. S. Bronze, and M. 1. Sairre, J. Org. Chem., 68, 9126
(2003).

1. M. T. Crimmins, R. S. Al-awar, I. M. Vallin, W. G. Hollis, Jr., R. O’Mahony, J. G. Lever, and
D. M. Bankaitis-Davis, J. Am. Chem. Soc., 118, 7513 (1996).
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This methodology was also used in the connecting of two major fragments in the
synthesis of spongistatins.?>

OTBDMS
OTBDMS 0—c y S ,CH
: =CcH
AL e
CH,0 OCH,
CH,Li-LiBr OCH,
H, TBDMSO S e
: THF - 78°C

These conditions were also employed for a late stage of the synthesis of
(+)-discodermolide (see Entry 17, Scheme 2.17).

2.4.1.2. Olefination Reactions Involving Phosphonate Anions. An important
complement to the Wittig reaction involves the reaction of phosphonate carbanions
with carbonyl compounds.?>* The alkylphosphonic acid esters are made by the reaction
of an alkyl halide, preferably primary, with a phosphite ester. Phosphonate carbanions
are generated by treating alkylphosphonate esters with a base such as sodium hydride,
n-butyllithium, or sodium ethoxide. Alumina coated with KF or KOH has also found
use as the base.?™*

(0]
RCH,X + P(OC,Hz); —  RCH,P(OC,Hg), + CoHsX
O (0]

[l base _
RCH,P(OC,Hs), — RCHP(OCy,Hg)»

Q 0 0
1l - ,
RCHP(OC,Hg), + R,C=0 —= ] R(OCaHg)2 —= R,C=CHR + (CoHs0)P—0-
R’,C—CHR

Reactions with phosphonoacetate esters are used frequently to prepare o,[3-
unsaturated esters. This reaction is known as the Wadsworth-Emmons reaction and
usually leads to the E-isomer.

O

I R
R'O,CCH,P(OCHs),  + O=CHR

base [
e Noding

The conditions can be modified to favor the Z-isomer. Use of KHMDS with 18-
crown-6 favors the Z-product.?> This method was used, for example, to control the

252. M. T. Crimmins, J. D. Katz, D. G. Washburn, S. P. Allwein, and L. F. McAtee, J. Am. Chem. Soc.,
124, 5661 (2002); see also C. H. Heathcock, M. McLaughlin, J. Medina, J. L. Hubbs, G. A. Wallace,
R. Scott, M. M. Claffey, C. J. Hayes, and G. R. Ott, J. Am. Chem. Soc., 125, 12844 (2003).

233- For reviews of reactions of phosphonate carbanions with carbonyl compounds, see J. Boutagy and
R. Thomas, Chem. Rev., 74, 87 (1974); W. S. Wadsworth, Jr., Org. React., 25, 73 (1977); H. Gross and
L. Keitels, Z. Chem., 22, 117 (1982).

234 F. Texier-Boullet, D. Villemin, M. Ricard, H. Moison, and A. Foucaud, Tetrahedron, 41, 1259 (1985);
M. Mikolajczyk and R. Zurawinski, J. Org. Chem., 63, 8894 (1998).

235 'W. C. Still and C. Gennari, Tetrahedron Lett., 24, 4405 (1983).



stereochemistry in the synthesis of the Z- and E-isomers of (3-santalol, a fragrance
that is a component of sandalwood oil.

CHg CO,C,Hs

CH,OH

|
PhsP=CCO,C,Hs

CH
THF “, 3
CH=0 — CH,
/ CH,
“ E-f—santalol
CHs
o cH, T CH,
(C,H50),PCHCO,C,H; o

4 CH,OH

KHMDS, 18-crown-6 ’CHG

CH,
Z-f3-santalol

Ref. 256

Several modified phosphonoacetate esters show selectivity for the Z-enoate

product. Trifluoroethyl,>® phenyl,>” 2-methylphenyl,®® and 2,6-difluorophenyl**

esters give good Z-stereoselectivity with aldehydes. The trifluoroethyl esters also give
Z-selectivity with ketones.?*

I HoH
RCH=0 + CHy0,CCH,POR), — =
R CO,CH,

R” = CH,CF3, phenyl, 2-methylphenyl, 2,6-difluorophenyl

Several other methodologies have been developed for control of the stereoselectivity of
Wadsworth-Emmons reactions. For example, K,COj; in chlorobenzene with a catalytic
amount of 18-crown-6 is reported to give excellent Z-selectivity.’®! Another group
found that use of excess Na*, added as Nal, improved Z-selectivity for 2-methylphenyl
esters.

H
CHs 1.3 eq. NaH CHj

I
TBOMSO” “CH—o +  (AO),PCH,CO,CH; ——r CO,CH,3
(1.3eq.) 1.0eqNal TBDMSO
88%>99:1 Z.E

An alternative procedure for effecting the condensation of phosphonoacetates is
to carry out the reaction in the presence of lithium chloride and an amine such as diiso-
propylethylamine. The lithium chelate of the substituted phosphonate is sufficiently
acidic to be deprotonated by the amine.?s

Lit Y
o9 o
(R'O)z*L\ /‘l'}\ Rl RO ||3| c|: R”CH=OR”CH=CHCO R
CH2 OR ( )2 \C// \OR 2
H
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Org. Chem., 65, 4745 (2000).
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261 R, P. Touchard, Tetrahedron Lett., 45, 5519 (2004).

262. M. A. Blanchette, W. Choy, J. T. Davis, A. P. Essenfeld, S. Masamune, W. R. Roush, and T. Sakai,
Tetrahedron Lett., 25, 2183 (1984).
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This version of the Wadsworth-Emmons reaction has been used in the scaled-up
syntheses of drugs and drug-candidate molecules. For example, it is used to prepare
a cinnamate ester that is a starting material for pilot plant synthesis of a potential
integrin antagonist.?®*

o}
cl CH=0 [I DBU, LiCl CH=CHCO,CC(CHj,);
+ (CoHg0),PCH,CO,C(CHy); ————
CH4CN

Br OCH,OCH, Br OCH,OCH,

Entries 10 and 11 of Scheme 2.18 also illustrate this procedure.

Scheme 2.18 gives some representative olefination reactions of phosphonate
anions. Entry 1 represents a typical preparative procedure. Entry 2 involves formation
of a 2,4-dienoate ester using an «,[3-unsaturated aldehyde. Diethyl benzylphosphonate
can be used in the Wadsworth-Emmons reaction, as illustrated by Entry 3. Entries 4 to
6 show other anion-stabilizing groups. Intramolecular reactions can be used to prepare
cycloalkenes.?5*

I 1l CH,
CHgC(CH,)3CCH,P(OC,Hs),  NaH

Ref. 265
Intramolecular condensation of phosphonate carbanions with carbonyl groups carried
out under conditions of high dilution have been utilized in macrocycle syntheses.
Entries 7 and 8 show macrocyclizations involving the Wadsworth-Emmons reaction.
Entries 9 to 11 illustrate the construction of new double bonds in the course of a
multistage synthesis. The LiCl/amine conditions are used in Entries 9 and 10.

The stereoselectivity of the reactions of stabilized phosphonate anions is usually
considered to be the result of reversible adduct formation, followed by rate/product-
controlling elimination that favors the E-isomer. This matter has been investigated by
computation. The Wadsworth-Emmons reaction between lithio methyl dimethylphos-
phonoacetate and acetaldehyde has been modeled at the HF/6-31G* level. Energies
were also calculated at the B3LYP/6-31G* level.?®® The energy profile for the interme-
diates and TSs are shown in Figure 2.5. In agreement with the prevailing experimental
interpretation, the highest barrier is for formation of the oxaphosphetane and the
addition step is reversible. The stereochemistry, then, is determined by the relative
ease of formation of the stereoisomeric oxaphosphetanes. The oxaphosphetane species
is of marginal stability and proceeds rapidly to product. At the B3LYP/6-31 + G*
level, TS2,,,,, is 2.2kcal/mol more stable than TS2 . The path to the cis product
encounters two additional small barriers associated with slightly stable stereoisomeric

cis*

J. D. Clark, G. A. Weisenburger, D. K. Anderson, P.-J. Colson, A. D. Edney, D. J. Gallagher,
H. P. Kleine, C. M. Knable, M. K. Lantz, C. M. V. Moore, J. B. Murphy, T. E. Rogers, P. G. Ruminski,
A. S. Shah, N. Storer, and B. E. Wise, Org. Process Res. Devel., 8, 51 (2004).

264 K. B. Becker, Tetrahedron, 36, 1717 (1980).

265 P, A. Grieco and C. S. Pogonowski, Synthesis, 425 (1973).
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Scheme 2.18. (Continued)
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., -78°C 3_<O l CH
“OPMB 3CH,
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Fig. 2.5. Comparison of energy profile (AG) for pathways to E- and Z-product from the reaction
of lithio methyl dimethylphosphonoacetate and acetaldehyde. One molecule of dimethyl ether is
coordinated to the lithium ion. Reproduced from J. Org. Chem., 64, 6815 (1999), by permission of
the American Chemical Society.



oxaphosphetane intermediates. The oxaphosphatane is not a stable intermediate on the
path to frans product.
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Visual models, additional information and exercises on the Wadsworth-Emmons
Reaction can be found in the Digital Resource available at: Springer.com/carey-
sundberg.
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Fig. 2.6. Free-energy profile (B3LYP/6-31 4+ G* with ZPE correction) for inter-
mediates and transition structures for Wadsworth-Emmons reactions between the
lithium enolate of trimethyl phosphonoacetate anion and formaldehyde in the gas
phase and in tetrahydrofuran or ethanol. Adapted from J. Org. Chem., 63, 1280
(1998), by permission of the American Chemical Society.
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Another computational study included a solvation model.?®” Solvation strongly
stabilized the oxyanion adduct, suggesting that its formation may be rate and product
determining under certain circumstances. When this is true, analysis of stereoselectivity
must focus on the addition TS. Figure 2.6 shows the computed energy profile for
the TSs and intermediates. TS1 is the structure leading to the oxyanion intermediate.
According to the energy profile, its formation is irreversible in solution and therefore
determines the product stereochemistry. The structure shows a rather small (30°-35°)
dihedral angle and suggests that steric compression would arise with a Z-substituent.

~ T Hpro-E
(CHs0),P CO,CH,
0 Hpro-Z

Structure 3 is the intermediate oxyanion adduct. TS2 is the structure leading to
cyclization of the oxyanion to the oxaphosphetane. Structure 4a is the oxaphosphetane,
and the computation shows only a small barrier for its conversion to product.
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Carbanions derived from phosphine oxides also add to carbonyl compounds. The
adducts are stable but undergo elimination to form alkene on heating with a base such
as sodium hydride. This reaction is known as the Horner-Wittig reaction.?®

i i i
RLi R'CH=
Ph,PCH,R —= thpclHR =0 thPclchl)R’ —= RCH=CHR'
Li R H

267. P, Brandt, P.-O. Norrby, 1. Martin, and T. Rein, J. Org. Chem., 63, 1280 (1998).
268- For a review, see J. Clayden and S. Warren, Angew. Chem. Int. Ed. Engl., 35, 241 (1996).



The unique feature of the Horner-Wittig reaction is that the addition intermediate
can be isolated and purified, which provides a means for control of the reaction’s
stereochemistry. It is possible to separate the two diastereomeric adducts in order to
prepare the pure alkenes. The elimination process is syn, so the stereochemistry of the
alkene that is formed depends on the stereochemistry of the adduct. Usually the anti
adduct is the major product, so it is the Z-alkene that is favored. The syn adduct is
most easily obtained by reduction of B-ketophosphine oxides.?®®

(I? 0]
Ph2PC|:HCH2CH2Ph PRCH,CHy_ CH,
CHs  1)BuLi NaBHj/ 2 CHs
2) CHyCH=0 HO o
H, OH H
PhCH,CH,.__X + PhCHCHa - o,
7. _"CHj separate “CH,
Phat ChHs Phof
| NaH | NaH
CH3ICH20H2Ph CHz__CH,CH,Ph
| X
H™ “CH;, CHy ™H

2.4.2. Reactions of a-Trimethylsilylcarbanions with Carbonyl Compounds

Trialkylsilyl groups have a modest stabilizing effect on adjacent carbanions (see
Part A, Section 3.4.2). Reaction of the carbanions with carbonyl compounds gives
B-hydroxyalkylsilanes. 3-Hydroxyalkylsilanes are converted to alkenes by either acid
or base.?”® These eliminations provide the basis for a synthesis of alkenes. The reaction
is sometimes called the Peterson reaction.*’' For example, the Grignard reagent derived
from chloromethyltrimethylsilane adds to an aldehyde or ketone and the intermediate
can be converted to a terminal alkene by acid or base.?”?

) Mg or Li . R,C=0 agird
(CHg)sSICHX ————  (CHg)sSICHM —~ (CH,) SiCH,CR, > CH,=CR,
| base
M =Li or MgX OH

Alternatively, organolithium reagents of the type (CH;);SiCH(Li)Z, where Z is a
carbanion-stabilizing substituent, can be prepared by deprotonation of (CH;),SiCH,Z
with n-butyllithium.

n-Buli RC70 R,C=CHZ
(CH3)3SICHZ — (CHS)SSicliHZ — RC=

Li

29 A. D. Buss and S. Warren, J. Chem. Soc., Perkin Trans. 1, 2307 (1985).

270- P, F. Hudrlik and D. Peterson, J. Am. Chem. Soc., 97, 1464 (1975).

271 For reviews, see D. J. Ager, Org. React., 38, 1 (1990); D. J. Ager, Synthesis, 384 (1984); A. G. M. Barrett,
J. M. Hill, E. M. Wallace, and J. A. Flygare, Synlett, 764 (1991).

272- D. J. Peterson, J. Org. Chem., 33, 780 (1968).
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These reagents usually react with aldehydes and ketones to give substituted alkenes
directly. No separate elimination step is necessary because fragmentation of the inter-
mediate occurs spontaneously under the reaction conditions.

In general, the elimination reactions are anti under acidic conditions and syn
under basic conditions. This stereoselectivity is the result of a cyclic mechanism under
basic conditions, whereas under acidic conditions an acyclic 3-elimination occurs.

R OH H
O—SiR R M +
Hu— ° base H acid : 10"He
,WR P R H . R SJ "'”H
i
R H SiRs s R
* on /
R H
H R acid base H H
H R R
R H SiR, R

The anti elimination can also be achieved by converting the (3-silyl alcohols to trifluo-
roacetate esters.”’? The stereoselectivity of the Peterson olefination depends on the
generation of pure syn or anti [3-silylalcohols, so several strategies have been developed
for their stereoselective preparation.?™

There can be significant differences in the rates of elimination of the stereoiso-
meric [3-hydroxysilanes. Van Vranken and co-workers took advantage of such a
situation to achieve a highly stereoselective synthesis of a styryl terpene. (The lithiated
reactant is prepared by reductive lithiation; see p. 625). The syn adduct decomposes
rapidly at —78°C but because of steric effects, the anti isomer remains unreacted.
Acidification then promotes anti elimination to the desired E-isomer.?”

Fi(i)HSi(CHS)3 + ArCH=0 A OCH,Ph
r—
CH CH=CH, .
R=  °NF 2 u OCH,Ph
CH CH
3 3 R
R Ar oLt
Ar O Li* .
H Si(CHg)3
; H
Si(CHy)
H H s syn adduct
anti adduct CH3CO,H
) lfast
slow anti
" elimination R
R Ar “Ar

68% 771 E.Z

Scheme 2.19 provides some examples of the Peterson olefination. The Peterson
olefination has not been used as widely in synthesis as the Wittig and Wadsworth-
Emmons reactions, but it has been used advantageously in the preparation of relatively

273- M. F. Connil, B. Jousseaume, N. Noiret, and A. Saux, J. Org. Chem., 59, 1925 (1994).

24 A. G. M. Barrett and J. A. Flygare, J. Org. Chem., 56, 638 (1991); L. Duhamel, J.Gralak, and
A. Bouyanzer, J. Chem. Soc., Chem. Commun., 1763 (1993).

275- J. B. Perales, N. F. Makino, and D. L. Van Vranken, J. Org. Chem., 67, 6711 (2002).



Scheme 2.19. Carbonyl Olefination Using Trimethylsilyl-Substituted Organo-
lithium Reagents
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a
! o CHCO,C,Hs
Me,SICHCO,C,Hs Ci:/r
| —
Li 94%
2b
Me,SIOHOO,Li + Q:o—» CHCO,H
Li

84%

C
3" MesSICHCON + CgHsCH=CHCHO —= C4HsCH=CHCH=CHCN
I 95%
Li
4d ﬁ ,CHs
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I 75%
Li
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-DuLl
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CH3 CHg
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.mCH3
. (c-CgHyq)2NLi
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Scheme 2.19. (Continued)
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unstable olefins. Entries 1 to 8 show the use of lithio silanes having a range of anion-
stabilizing groups. The anions are prepared using alkyllithium reagents or lithium
amides. Entries 9 to 11 illustrate the utility of the reaction to prepare relatively unstable
substituted alkenes. The silyl anions are typically more reactive than stabilized Wittig
ylides, and in the case of Entry 12 good results were obtained while the triphenylphos-
phonium ylide was unreactive. Entry 13 shows the use of Peterson olefination for
chain extension with an a-methyl-a, B-unsaturated aldehyde. The preferred reagent
for this transformation is a lithio B-trialkylsilylenamine.?’®

Il_i
(CoHs)3Si N

CHi;/ \O

2.4.3. The Julia Olefination Reaction

The Julia olefination involves the addition of a sulfonyl-stabilized carbanion to
a carbonyl compound, followed by elimination to form an alkene.?’” In the initial
versions of the reaction, the elimination was done under reductive conditions. More
recently, a modified version that avoids this step was developed. The former version is
sometimes referred to as the Julia-Lythgoe olefination, whereas the latter is called the
Julia-Kocienski olefination. In the reductive variant, the adduct is usually acylated and
then treated with a reducing agent, such as sodium amalgam or samarium diiodide.?"®

276- R. Desmond, S. G. Mills, R. P. Volante, and 1. Shinkai, Tetrahedron Lett., 29, 3895 (1988).

277- P, R. Blakemore, J. Chem. Soc., Perkin Trans. 1, 2563 (2002).

28- A, S. Kende and J. Mendoza, Tetrahedron Lett., 31, 7105 (1990); G. E. Keck, K. A. Savin, and
M. A. Weglarz, J. Org. Chem., 60, 3194 (1995); K. Fukumoto, M. Ihara, S. Suzuki, T. Taniguchi,
and Y. Yokunaga, Synlett, 895 (1994); I. E. Marko, F. Murphy, and S. Dolan, Tetrahedron Lett., 37,
2089 (1996); 1. E. Marko, F. Murphy, L. Kumps, A. Ates, R. Touillaux, D. Craig, S. Carballares, and
S. Dolan, Tetrahedron, 57, 2609 (2001).



The mechanistic details of reductive elimination reactions of this type are considered
in Section 5.8.

O,CR” Na(Hg)
1) Base
PhSO,CH,R + O=CHR® —~ R R
2) R”COCI Sml,
S0,Ph

RCH=CHR’

In the modified procedure one of several heteroaromatic sulfones is used. The crucial
role of the heterocyclic ring is to provide a nonreductive mechanism for the elimination
step, which occurs by an addition-elimination mechanism that results in fragmentation
to the alkene. The original example used a benzothiazole ring,>” but more recently
tetrazoles have been developed for this purpose.?*°

S

I 2
S 0 //ﬁ?R'
+ O=CHR’ OR O

o’
OR

N (|? : N~ N
base -
©[\>—SCH2R — S% — sto- ——= RCH=CHR’
R

Other aryl sulfones that can accommodate the nucleophilic addition step also react
in the same way. For example, excellent results have been obtained using 3,5-bis-
(trifluoromethyl)phenyl sulfones.?®!

CFy

CFs o0 FaC CFs
[l base _
ﬁCHQR — 5 0 — RCH=CHR" + O
QS ,
o) 0//7/\\R CF,

s, o=cHRr R

As is the case with the Wittig and Peterson olefinations, there is more than one
point at which the stereoselectivity of the reaction can be determined, depending on the
details of the mechanism. Adduct formation can be product determining or reversible.
Furthermore, in the reductive mechanism, there is the potential for stereorandomization
if radical intermediates are involved. As a result, there is a degree of variability in the
stereoselectivity. Fortunately, the modified version using tetrazolyl sulfones usually
gives a predominance of the E-isomer.

Scheme 2.20 gives some examples of the application of the Julia olefination in
synthesis. Entry 1 demonstrates the reductive elimination conditions. This reaction
gave a good E:Z ratio under the conditions shown. Entry 2 is an example of the use
of the modified reaction that gave a good E:Z ratio in the synthesis of vinyl chlorides.
Entry 3 uses the tetrazole version of the reaction in the synthesis of a long-chain
ester. Entries 4 to 7 illustrate the use of modified conditions for the synthesis of
polyfunctional molecules.

279- J. B. Baudin, G. Hareau, S. A. Julia, and O. Ruel, Tetrahedron Lett., 32, 1175 (1991).

280. p_R. Blakemore, W. J. Cole, P. J. Kocienski, and A. Morley, Synlett, 26 (1998); P. J. Kocienski, A. Bell,
and P. R. Blakemore, Synlett, 365 (2000).

281 D.A. Alonso, M. Fuensanta, C. Najera, and M. Varea, J. Org. Chem., 70, 6404 (2005).
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Scheme 2.20. Julia Olefination Reactions
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2.5. Reactions Proceeding by Addition-Cyclization

The reactions in this section correspond to the general Pathway D discussed
earlier (p. 64), in which the carbon nucleophile contains a potential leaving group.
This group can be the same or a different group from the anion-stabilizing group. One
group of reagents that reacts according to this pattern are the sulfonium ylides, which
react with carbonyl compounds to give epoxides.

R R Ygon ‘\O
Ry*S—CH, + O=CR, — = Lk R—A g
RS ) R’ R O\R

There are related reactions in which the sulfur is at the sulfoxide or sulfilimine oxidation
level. Another example of the addition-cyclization route involves a-haloesters, which
react to form epoxides by displacement of the halide ion.

C,H50,C C,H50,C _ |

2!''5 2\_ ) 215 2R /6 CZH502C\O
/CR + O=CR, —— R — ~—R’
X >§] R’ R "R

2.5.1. Sulfur Ylides and Related Nucleophiles

Sulfur ylides have several applications as reagents in synthesis.?®> Dimethylsul-

fonium methylide and dimethylsulfoxonium methylide are particularly useful.?3* These
sulfur ylides are prepared by deprotonation of the corresponding sulfonium salts, both
of which are commercially available.

O

[I
NaCH,SCH,

(CHa),S —CHy~

dimethylsulfonium methylide

.
(CH3),SCH, I

(CH)gCH P e (CH)g CH,~
32+ 3 DMSO 32+ 2

dimethylsulfoxonium methylide

Whereas phosphonium ylides normally react with carbonyl compounds to give
alkenes, dimethylsulfonium methylide and dimethylsulfoxonium methylide yield
epoxides. Instead of a four-center elimination, the adducts from the sulfur ylides
undergo intramolecular displacement of the sulfur substituent by oxygen. In this
reaction, the sulfur substituent serves both to promote anion formation and as the
leaving group.

o T O\
R,C=0 + (CH3),S—CH, — R,C—CH, —\VS(CH3)2 — R,C—CH, + (CH3),S
(on (@] o)
Ao I D [ /N
R,C=0 + (CHy);S—CH, — RyC—CH, —S(CHy), — ReC—CH, + (CHg)pS=0
282. B. M. Trost and L. S. Melvin, Jr., Sulfur Ylides, Academic Press, New York, 1975; E. Block, Reactions

of Organosulfur Compounds, Academic Press, New York, 1978.
283- E. J. Corey and M. Chaykovsky, J. Am. Chem. Soc., 87, 1353 (1965).
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Dimethylsulfonium methylide is both more reactive and less stable than
dimethylsulfoxonium methylide, so it is generated and used at a lower temperature.
A sharp distinction between the two ylides emerges in their reactions with o, 3-
unsaturated carbonyl compounds. Dimethylsulfonium methylide yields epoxides,
whereas dimethylsulfoxonium methylide reacts by conjugate addition and gives cyclo-
propanes (compare Entries 5 and 6 in Scheme 2.21). It appears that the reason for
the difference lies in the relative rates of the two reactions available to the betaine
intermediate: (a) reversal to starting materials, or (b) intramolecular nucleophilic
displacement.?* Presumably both reagents react most rapidly at the carbonyl group.
In the case of dimethylsulfonium methylide the intramolecular displacement step is
faster than the reverse of the addition, and epoxide formation takes place.

CHj

CHg CH
3 O
o _ ., O:) fast C!H
+ CH,S(CHg)y =—= + — 2
2 Sow CH,—S(CHa),
HxC™ "CH, H,C” > CH, H,C CH,

With the more stable dimethylsulfoxonium methylide, the reversal is relatively more
rapid and product formation takes place only after conjugate addition.

CHs o CHs
O? Il slow ?
CH,—S(CHy), CH,
CHg H.C” cH H,C” “CH
o (”) /{{;;\ 3 3
+ CH,S(CHy),
O
H,C7 CH, \ ; CHa H,C. CHa
(CH3)2§UCH2\§/’6 ?O
H,C” “CHj H,C” “CH,

Another difference between dimethylsulfonium methylide and dimethylsulfox-
onium methylide concerns the stereoselectivity in formation of epoxides from cyclo-
hexanones. Dimethylsulfonium methylide usually adds from the axial direction whereas
dimethylsulfoxonium methylide favors the equatorial direction. This result may also
be due to reversibility of addition in the case of the sulfoxonium methylide.”? The
product from the sulfonium ylide is the result the kinetic preference for axial addition
by small nucleophiles (see Part A, Section 2.4.1.2). In the case of reversible addition
of the sulfoxonium ylide, product structure is determined by the rate of displacement
and this may be faster for the more stable epoxide.

284 C. R. Johnson, C. W. Schroeck, and J. R. Shanklin, J. Am. Chem. Soc., 95, 7424 (1973).
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Examples of the use of dimethylsulfonium methylide and dimethylsulfoxonium
methylide are listed in Scheme 2.21. Entries 1 to 5 are conversions of carbonyl
compounds to epoxides. Entry 6 is an example of cyclopropanation with dimethyl
sulfoxonium methylide. Entry 7 compares the stereochemistry of addition of dimethyl-
sulfonium methylide to dimethylsulfoxonium methylide for nornborn-5-en-2-one. The
product in Entry 8 was used in a synthesis of a-tocopherol (vitamin E).

Sulfur ylides can also transfer substituted methylene units, such as isopropylidene
(Entries 10 and 11) or cyclopropylidene (Entries 12 and 13). The oxaspiropentanes
formed by reaction of aldehydes and ketones with diphenylsulfonium cyclopropylide
are useful intermediates in a number of transformations such as acid-catalyzed
rearrangement to cyclobutanones.?

CHa (CH)sCH3  CHy ,(CHy)sCHg

H
/C - o:% >
SV, 92%

Aside from the methylide and cyclopropylide reagents, the sulfonium ylides are
not very stable. A related group of reagents derived from sulfoximines offers greater
versatility in alkylidene transfer reactions.?®® The preparation and use of this class of
ylides is illustrated below.

o ﬁ o o)
NaN CH,);0'BF,~ I _ I
ArSCH,CHy —_2 ArSCHZCHa( 3)3_.“ArséH2(:H3 BF, NaH ArS"—CHCH; . ¢.H.CHO
o) [ DMF | 65
CHCI; NH N(CHg), N(CHg),
Ar = p-CHyCeH,~ CSHSCH\—/CHCH3
O 6%

A similar pattern of reactivity has been demonstrated for the anions formed by depro-

tonation of S-alkyl-N-p-toluenesulfoximines (see Entry 14 in Scheme 2.21).2%
% o}
I, % X
O p Ol
Y
NMe, NTs Y
dimethylaminooxosulfonium ylide N-tosylsulfoximine anion

The sulfoximine group provides anion-stabilizing capacity in a chiral environment and
a number of synthetic applications have been developed based on these properties.?®®

M. Trost and M. J. Bogdanowicz, J. Am. Chem. Soc., 95, 5321 (1973).

R. Johnson, Acc. Chem. Res., 6, 341 (1973); C. R.Johnson, Aldrichimica Acta, 18, 3 (1985).

R. Johnson, R. A. Kirchoff, R. J. Reischer, and G. F. Katekar, J. Am. Chem. Soc., 95, 4287 (1973).
R

- B.

- C.
287, .

- M. Reggelin and C. Zur, Synthesis, 1 (2000).
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Scheme 2.21. Reactions of Sulfur Ylides
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a. E. J. Corey and M. Chaykovsky, J. Am. Chem. Soc., 87, 1353 (1965).
b. E.J. Corey and M. Chaykovsky, Org. Synth., 49, 78 (1969).
c. M. G. Fracheboud, O. Shimomura, R. K. Hill, and F. H. Johnson, Tefrahedron Lett., 3951 (1969).
d. R. S. Bly, C. M. DuBose, Jr., and G. B. Konizer, J. Org. Chem., 33, 2188 (1968).
e. G. L. Olson, H.-C. Cheung, K. Morgan, and G. Saucy, J. Org. Chem., 45, 803 (1980).
f. M. Rosenberger, W. Jackson, and G. Saucy, Helv. Chim. Acta, 63, 1665 (1980).
g. E. J. Corey, M. Jautelat, and W. Oppolzer, Tetrahedron Lett., 2325 (1967).
h. E.J. Corey and M. Jautelat, J. Am. Chem. Soc., 89, 3112 (1967).
i. B. M. Trost and M. J. Bogdanowicz, J. Am. Chem. Soc., 95, 5307 (1973).
j- B. M. Trost and M. J. Bogdanowicz, J. Am. Chem. Soc., 95, 5311 (1973).
k. K. E. Rodriques, Tetrahedron Lett., 32, 1275 (1991).

Dimethylsulfonium methylide reacts with reactive alkylating reagents such as
allylic and benzylic bromides to give terminal alkenes. A similar reaction occurs
with primary alkyl bromides in the presence of Lil. The reaction probably involves

alkylation of the ylide, followed by elimination.?®’

RCH,—X + CHp,=S"(CH3); —= RCH,CH,S*(CHg), — RCH=CH,

289. 1, Alcaraz, J. J. Harnett, C. Mioskowski, J. P. Martel, T. LeGall, D.-S. Shin, and J. R. Falck, Tetrahedron

Lert., 35, 5453 (1994).
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2.5.2. Nucleophilic Addition-Cyclization of o:-Haloesters

The pattern of nucleophilic addition at a carbonyl group followed by
intramolecular nucleophilic displacement of a leaving group present in the nucleophile
can also be recognized in a much older synthetic technique, the Darzens reaction.*°
The first step in this reaction is addition of the enolate of the a-haloester to the
carbonyl compound. The alkoxide oxygen formed in the addition then effects nucle-
ophilic attack, displacing the halide and forming an «, B-epoxy ester (also called a
glycidic ester).

ﬁ = 7 O_\ /o\
R.C <|:H00202H5 - RzC—?HCozCsz — R,C——CHCO,C,Hs

cl CCI

Scheme 2.22 shows some examples of the Darzens reaction.

Trimethylsilylepoxides can be prepared by an addition-cyclization process.
Reaction of chloromethyltrimethylsilane with sec-butyllithium at very low temperature
gives an a-chloro lithium reagent that leads to an epoxide on reaction with an aldehyde
or ketone.”!

s-BuLi

MeSSICHZC| TmCMeSSI?HCI
Li
<y

MeSS|C|JHCI + CHyCH,CH,CHO — CHSCHQCHZCH CHS|Me3—>CHSCHZCHZCH “CHSiMeg

Li o) /
Scheme 2.22. Darzens Condensation Reaction

18 KOC(M 0
<:>:o + CICH,00,C,Hy " 2cMe)s <:>A<00202H5
H

2b
KOC(M 0 83-95%
PhCH=0 + PhCHCO,CoHs ' 2oMs 1, 2 (CO,CoHs
| PR” “ph 75%
3(; 1) CI
Il CH;, 0 Ph, R wCO.CsHs
PhCCH, + CICHCO,CoHs KOC(Me)3 =Mss, /A 0COCoHs P, LA H272
Ph H CHg H
62%
44
1) LIHMDS (1:1 mixture of isomers)
|
CH3CH,CHCO,C,H - = -F
S S Gl 0 CHgs, 2 wCO,CHs
Br
2) CHyCCH; CM8 CH,CHg

a. R. H. Hunt, L. J. Chinn, and W. S. Johnson, Org. Synth., IV, 459 (1963).
b. H. E. Zimmerman and L. Ahramjian, J. Am. Chem. Soc., 82, 5459 (1960).
c. F. W. Bachelor and R. K. Bansal, J. Org. Chem., 34, 3600 (1969).
d. R. F. Borch, Tetrahedron Lett., 3761 (1972).

2%0- M. S. Newman and B. J. Magerlein, Org. React., 5, 413 (1951).
1. C. Burford, F. Cooke, E. Ehlinger, and P. D. Magnus, J. Am. Chem. Soc., 99, 4536 (1977).



2.6. Conjugate Addition by Carbon Nucleophiles

The previous sections dealt with reactions in which the new carbon-carbon bond
is formed by addition of the nucleophile to a carbonyl group. Another important
method for alkylation of carbon nucleophiles involves addition to an electrophilic
multiple bond. The electrophilic reaction partner is typically an o,3-unsaturated ketone,
aldehyde, or ester, but other electron-withdrawing substituents such as nitro, cyano,
or sulfonyl also activate carbon-carbon double and triple bonds to nucleophilic attack.
The reaction is called conjugate addition or the Michael reaction.

on O R°

2 ~ EWG | EWG
R1/§/ A e’ Y R :J\/

More generally, many combinations of EWG substituents can serve as the anion-
stabilizing and alkene-activating groups. Conjugate addition has the potential to form
a bond a to one group and 3 to the other to form a «,y-disubstituted system.

EWG

E{EWG' — TN R/\(EWG/or EWGY/\R +_(EWG,
R

R R R R

EWG

The scope of the conjugate addition reaction can be further expanded by use of Lewis
acids in conjunction with enolate equivalents, especially silyl enol ethers and silyl
ketene acetals. The adduct is stabilized by a new bond to the Lewis acid and products
are formed from the adduct.

LA

LA

% o R O o R O

R’3SiO 0 !

3 SR /\)l\ 1W 4 1&'J\)J\R4
~ AN . — R R® — R

R R3 R R2 R2

Other kinds of nucleophiles such as amines, alkoxides, and sulfide anions also react
with electrophilic alkenes, but we focus on the carbon-carbon bond forming reactions.

2.6.1. Conjugate Addition of Enolates

Conjugate addition of enolates under some circumstances can be carried out with
a catalytic amount of base. All the steps are reversible.

I (I)_

RCCHR, + B == RC=CR, + BH
T N SEWG (I? Ff | /EWG

RC=CR, + ©=C == RC—C—C—C-

N | AN

R
i Ewe Pro e
/

RC—C—C—C” + BH = RC—C—C—C—H + B~
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When the EWG is a carbonyl group, there can be competition with 1,2-addition, which
is especially likely for aldehydes but can also occur with ketones. With successively less
reactive carbonyl groups, 1,4-addition becomes more favorable. Highly reactive, hard
nucleophiles tend to favor 1,2-addition and the reaction is irreversible if the nucleophile
is a poor leaving group. For example with organometallic reagents, 1,2-addition is
usually observed and it is irreversible because there is no tendency to expel an alkyl
anion. Section 2.6.5 considers some exceptions in which organometallic reagents are
added in the 1,4-manner. With less basic nucleophiles, the 1,2-addition is more easily
reversible and the 1,4-addition product is usually more stable.

I (I)_ _(I) fl) (IT qu I
RC—Cl:—(|3HCH=CR" —— RC=CR, + R'CH=CHCR” =——= R’CH=CHC—C—CR
R R R” R

1,4-addition 1,2-addition

Retrosynthetically, there are inherently two possible approaches to the products
of conjugate addition as represented below, where Y and Z represent two different
anion-stabilizing groups.

H

- i v _
Y—CHR' + CHy;=C—Z ¢=Y—CH-CHy~C—Z =>Y—C=CH, + RCH—7Z
éz ||q1 ' ' F|{2 ||q1
When a catalytic amount of base is used, the most effective nucleophiles are enolates
derived from relatively acidic compounds such as [(3-ketoesters or malonate esters.

The adduct anions are more basic than the nucleophile and are protonated under the
reaction conditions.

Q  H o R S-H

—< + R o EWG
XY \Newg = X}S)\_/ XM EWG
VA

less basic more basic

Scheme 2.23 provides some examples of conjugate addition reactions. Entry 1
illustrates the tendency for reaction to proceed through the more stable enolate. Entries
2 to 5 are typical examples of addition of doubly stabilized enolates to electrophilic
alkenes. Entries 6 to 8 are cases of addition of nitroalkanes. Nitroalkanes are compa-
rable in acidity to B-ketoesters (see Table 1.1) and are often excellent nucleophiles
for conjugate addition. Note that in Entry 8 fluoride ion is used as the base. Entry 9
is a case of adding a zinc enolate (Reformatsky reagent) to a nitroalkene. Entry 10
shows an enamine as the carbon nucleophile. All of these reactions were done under
equilibrating conditions.

The fluoride ion is an effective catalyst for conjugate additions involving relatively
acidic carbon nucleophiles.?”> The reactions can be done in the presence of excess

22 J. H. Clark, Chem. Rev., 80, 429 (1980).



Scheme 2.23. Conjugate Addition by Carbon Nucleophiles
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fluoride, where the formation of the [F-H-F~] ion occurs, or by use of a tetralkyl-
ammonium fluoride in an aprotic solvent.

(0]
i 4 equiv K (CHa0)2CHCHCH,CO,CH,
CH,COH,COCotls + (CHLO),CHCH—=CHCO,CHy oo HOCHEOCH,
72 h, 65°C o) 98%
Ref. 293
CH
0.5 equiv [ e I
RN'F- O,NCCH,CH,CCHs
(CHg),CHNO, + CH,=CHCOCH, |
h, 25°C CH,4 95%
Ref. 294

As in the case of aldol addition, the scope of conjugate addition reactions can be
extended by the use of techniques for regio- and stereospecific preparation of enolates
and enolate equivalents. If the reaction is carried out with a stoichiometrically formed
enolate in the absence of a proton source, the initial product is the enolate of the
adduct. The replacement of a 7 bond by a ¢ bond ensures a favorable AH.

Among Michael acceptors that have been shown to react with ketone and
ester enolates under kinetic conditions are methyl a-trimethylsilylvinyl ketone,?*
methyl «-methylthioacrylate,”® methyl methylthiovinyl sulfoxide,”’ and ethyl
a-cyanoacrylate.”®® Each of these acceptors benefits from a second anion-stabilizing
substituent. The latter class of acceptors has been found to be capable of generating
contiguous quaternary carbon centers.

CN
CHy

) |
. oL CO,CoHs CHCO,C,Hs
o=t * <:>:< - <:><o CO,CH
CN N PALRE]

AN
cH  OCH,
CHy CHg

Ref. 298

Several examples of conjugate addition of carbanions carried out under aprotic
conditions are given in Scheme 2.24. The reactions are typically quenched by addition
of a proton source to neutralize the enolate. It is also possible to trap the adduct
by silylation or, as we will see in Section 2.6.2, to carry out a tandem alkylation.
Lithium enolates preformed by reaction with LDA in THF react with enones to give
1,4-diketones (Entries 1 and 2). Entries 3 and 4 involve addition of ester enolates to
enones. The reaction in Entry 3 gives the 1,2-addition product at —78°C but isomerizes
to the 1,4-product at 25° C. Esters of 1,5-dicarboxylic acids are obtained by addition
of ester enolates to o,B-unsaturated esters (Entry 5). Entries 6 to 8 show cases of

293 S, Tori, H. Tanaka, and Y. Kobayashi, J. Org. Chem., 42, 3473 (1977).

2% J. H. Clark, J. M. Miller, and K.-H. So, J. Chem. Soc., Perkin Trans. I, 941 (1978).

2% G. Stork and B. Ganem, J. Am. Chem. Soc., 95, 6152 (1973).

2%. R, J. Cregge, J. L. Herrmann, and R. H. Schlessinger, Tetrahedron Lett., 2603 (1973).

297. 7. L. Herrmann, G. R. Kieczykowski, R. F. Romanet, P. J. Wepple, and R. H. Schlessinger, Tetrahedron
Lett., 4711 (1973).

2%8- R. A. Holton, A. D. Williams, and R. M. Kennedy, J. Org. Chem., 51, 5480 (1986).



Scheme 2.24. Conjugate Addition under Aprotic Conditions
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enolate addition to acceptors with two anion-stabilizing groups. Entry 8 is noteworthy
in that it creates two contiguous quaternary carbons. Entry 9 shows an addition of
an amide anion. Entry 10 is a case of an enolate stabilized by both the dithiane ring
and ester substituent. The acceptor, an o,3-unsaturated lactam, is relatively unreactive
but the addition is driven forward by formation of a new o bond. The chiral moiety
incorporated into the five-membered ring promotes enantioselective formation of the
new stereocenter.

There have been several studies of the stereochemistry of conjugate addition
reactions. If there are substituents on both the nucleophilic enolate and the acceptor,
either syn or anti adducts can be formed.

(On e} o R o o RS o
R1)\2 + R3K\)J\R4_’R1WR4 . R1WR4
R 2 n2
R syn R anti

The reaction shows a dependence on the E- or Z-stereochemistry of the enolate.
Z-enolates favor anti adducts and E-enolates favor syn adducts. These tendencies
can be understood in terms of an eight-membered chelated TS.?* The enone in this
TS is in an s-cis conformation. The stereochemistry is influenced by the s-cis/s-
trans equilibria. Bulky R* groups favor the s-cis conformer and enhance the stereo-
selectivity of the reaction. A computational study on the reaction also suggested an

eight-membered TS.3%
R4 R4
o) =0 o R o
re oL R PP
R1 - R1 = R1 H R4
3 3 R2
R H H R M H R .
Z-enolate anti
4 4
H O--Li H % o 4
R1 e R1 = R1 R
R T H RS T H R?
2
R? E-enolate R syn

The carbonyl functional groups are the most common both as activating EWG
substituents in the acceptor and as the anion-stabilizing group in the enolate, but several
other EWGs also undergo conjugate addition reactions. Nitroalkenes are excellent
acceptors. The nitro group is a strong EWG and there is usually no competition from
nucleophilic attack on the nitro group.

o]
1) LDA, THF, -78°C NO,
2) CH,=CHNO,
3) pH4 72%

Ref. 301

29- D. Oare and C. H. Heathcock, J. Org. Chem., 55, 157 (1990); D. A. Oare and C. H. Heathcock,
Top. Stereochem., 19, 227 (1989); A. Bernardi, Gazz. Chim. Ital., 125, 539 (1995).

300-° A, Bernardi, A. M. Capelli, A. Cassinari, A. Comotti, C. Gennari, and C. Scolastico, J. Org. Chem.,
57, 7029 (1992).

301 R. J. Flintoft, J. C. Buzby, and J. A. Tucker, Tetrahedron Lett., 40, 4485 (1999).



The nitro group can be converted to a ketone by hydrolysis of the nitronate anion,
permitting the synthesis of 1,4-dicarbonyl compounds.

(o]

o}
l 1) LDA 10% HCI
CHgCH,CCH,CHy ) ° CH, \)WCHe,

2) CHs Y
CH, = OHs™ 40
NO, °

Ref. 302
Anions derived from nitriles can act as nucleophiles in conjugate addition reactions.
A range of substituted phenylacetonitriles undergoes conjugate addition to 4-phenylbut-
3-en-2-one.

CN

(0]
I H CH,
ArCHC =N + PhCH=CHCCH; = [1,2-anion] == [1,4-anion] Ar
Lli Ph O

The reaction occurs via the 1,2-adduct, which isomerizes to the 1,4-adduct,’®® and
there is an energy difference of about 5 kcal/mol in favor of the 1,4-adduct. With the
parent compound in THF, the isomerization reaction has been followed kinetically and
appears to occur in two phases. The first part of the reaction occurs with a half-life of
a few minutes, and the second with a half-life of about an hour. A possible explanation
is the involvement of dimeric species, with the homodimer being more reactive than
the heterodimer.

k=30x104s™" k=2x10"%s" _
[1,2-anion], —— [1,2-anion][1,4-anion] ———= [1,4-anion},

A very important extension of the conjugate addition reaction is discussed in
Chapter 8. Organocopper reagents have a strong preference for conjugate addition.
Organocopper nucleophiles do not require anion-stabilizing substituents, and they
allow conjugate addition of alkyl, alkenyl, and aryl groups to electrophilic alkenes.

2.6.2. Conjugate Addition with Tandem Alkylation

When conjugate addition is carried out under aprotic conditions with stoichio-
metric formation of the enolate, the adduct is present as an enolate until the reaction
mixture is quenched with a proton source. It is therefore possible to effect a second
reaction of the enolate by addition of an alkyl halide or sulfonate to the solution of
the adduct enolate, which results in an alkylation. This reaction sequence permits the
formation of two new C—C bonds.

R~ — ~ EWG? L R°X IS
N Y EWG” Y EWG? EWG EWG?

EWG1 R2 R2

302- M. Miyashita, B. Z. Awen, and A. Yoshikoshi, Synthesis, 563 (1990).
303-H, J. Reich, M. M. Biddle, and R. J. Edmonston, J. Org. Chem., 70, 3375 (2005).
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190 Several examples of tandem conjugate addition-alkylation follow.

CHAPTER 2

- i+ —| i+
A : /O Li (lJH3 ? Li CH,
Reactions of Carbon HZC=C -78°C _ CHjl, HMPA |
Nucleophiles with NocCHy), T (CH3)3C0,CCH,CHCH=COC,H; (CH3)3CO,CCH,CHCHCO,C,H;
Carbonyl Compounds 3’8 o
+ CH3CH=CHCO,C,H; CH, 60%
Ref. 304
o-
o}
oL i CH CH,CH=CH
! % H,C=CHCH,B 2T
= r
H,C=C—CH=COC,Hs + - I 2 2 CH,
| CH—C= CH2 =, |
CH,4 I CH—C=CH,
CO,CyH5g |
CO,CoHs
Ref. 305

o 1) LDA D Cy CHoCH,CH,0CH,Ph
N H

I
)\/\» CHZ0,C™"

CH,CH,CH=C(CHj),
78%

Ref. 306
Tandem conjugate addition-alkylation has proven to be an efficient means of intro-
ducing groups at both a- and B-positions at enones.*”” As with simple conjugate
addition, organocopper reagents are particularly important in this application, and they
are discussed further in Section 8.1.2.3.

2.6.3. Conjugate Addition by Enolate Equivalents

Conditions for effecting conjugate addition of neutral enolate equivalents such
as silyl enol ethers in the presence of Lewis acids have been developed and are
called Mukaiyama-Michael reactions. Trimethylsilyl enol ethers can be caused to
react with electrophilic alkenes by use of TiCl,. These reactions proceed rapidly even

at —78° C.308
JosiCHs . §
PhﬁCH=C(CH3)2+CH2=C\ ™4 PhCCH,CCH,CPh
S Ph

CH, 72-78%
Ref. 309

304 M. Yamaguchi, M. Tsukamoto, and 1. Hirao, Tetrahedron Lett., 26, 1723 (1985).

305-W. Oppolzer, R. P. Heloud, G. Bernardinelli, and K. Baettig, Tetrahedron Lett., 24, 4975 (1983).

306. C. H. Heathcock, M. M. Hansen, R. B. Ruggeri, and J. C. Kath, J. Org. Chem., 57, 2544 (1992).

307- For additional examples, see M. C. Chapdelaine and M. Hulce, Org. React., 38, 225 (1990);
E. V. Gorobets, M. S. Miftakhov, and F. A. Valeev, Russ. Chem. Rev., 69, 1001 (2000).

308- K. Narasaka, K. Soai, Y. Aikawa, and T. Mukaiyama, Bull. Chem. Soc. Jpn., 49, 779 (1976).

309 K. Narasaka, Org. Synth., 65, 12 (1987).



Silyl ketene acetals also undergo conjugate addition. For example, Mg(ClO,), and
LiClO, catalyze addition of silyl ketene acetals to enones.

0 CHs
TMSO CHs Il Mg(ClO,), I [
= + H,C=CHCCH, CH30,CCCH,CH,CCH,
CH;0 CH, |
Ref. 310
o OTBDMS
OCH, LiClO,
+ CH2:<
OTBDMS
CHoCOCHs  geo,
Ref. 311

Initial stereochemical studies suggested that the Mukaiyama-Michael reaction
proceeds through an open TS, since there was a tendency to favor anti diastereoselec-
tivity, regardless of the silyl enol ether configuration.’

R*

4
R* |
LA*O
LA+o%m TMSO-\ o R o TMSO )} ﬁ "
H L R? H | R : H L R? @
_— — > R4 1 - -~

™
TMSO” R' 07 R R? qi” o R~ OTMS

The stereoselectivity can be enhanced by addition of Ti(O-i-Pr),. The active nucle-
ophile under these conditions is expected to be an “ate” complex in which a much
larger Ti(O-i-Pr), group replaces Li* as the Lewis acid.>'* Under these conditions,
the syn:anti ratio is dependent on the stereochemistry of the enolate.

OTi(0iPY),Li o o Pho 0 PnO

A + N A + W
R CHCH, phMC<CH3)s — RWC(CHs)a R C(CHa)s

CHy
CHjy
anti syn

R Configuration anti:syn Yield(%)
Et VA 95:5 69
Ph V4 > 92:8 85
i-Pr Z >97:3 65
i-Pr E 17:83 91

Silyl acetals of thiol esters have also been studied. With TiCl, as the Lewis acid,
there is correspondence between the configuration of the silyl thioketene acetal and the
adduct stereochemistry.>'* E-Isomers show high anti selectivity, whereas Z-isomers
are less selective.

310§, Fukuzumi, T. Okamoto, K. Yasui, T. Suenobu, S. Itoh, and J. Otera, Chem. Lett., 667 (1997).

311 P A. Grieco, R. J. Cooke, K. J. Henry, and J. M. Vander Roest, Tetrahedron Lett., 32, 4665 (1991).

312 C. H. Heathcock, M. H. Norman, and D. E. Uehling, J. Am. Chem. Soc., 107, 2797 (1985).

313 A, Bernardi, P. Dotti, G. Poli, and C. Scolastico, Tetrahedron, 48, 5597 (1992); A. Bernardi,
M. Cavicchioi, and C. Scolastico, Tetrahedron, 49, 10913 (1993).

314y Fujita, J. Otera, and S. Fukuzumi, Tetrahedron, 52, 9419 (1996).
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o o CH30
R)K/\CHS + CH30H=<OSIR3 - . R SC(CHg)s
SC(CHy); CH,3
R SiR’3 configuration syn:anti
t-Bu TBDMS E 5:95
+-Bu TBDMS V4 91:9
Ph TBDMS E 7:93
Ph TBDMS Z 54:46
CHg TBDMS E 8:92
CHs TBDMS V4 40:60

Stannyl enolates give good addition yields in the presence of a catalytic amount of
n-(C,Hy),N*Br~.315 The bromide ion plays an active role in this reaction by forming
a more reactive species via coordination at the tin atom.

OSn(n C4H9)3 CO2CH3

0.1 n-BuyN*Br-
+ CH, =CHCO,CHj4

THF
reflux

Itis believed that this reaction involves the formation of the a-stannyl ester. Metals such
as lithium that form ionic enolates would be more likely to reverse the addition step.

Br

I nC,4Hg)3Sn
0Sn(nC4Hg), 0Sn(nC,He)s ( Sg)s “o o

CO,CH
= 2 3

@ + B —— CH,=CHCO,CH, OCH; +
—_— Sn(nC,Hg)s

Nitroalkenes are also reactive Michael acceptors under Lewis acid—catalyzed
conditions. Titanium tetrachloride or stannic tetrachloride can induce addition of silyl
enol ethers. The initial adduct is trapped in a cyclic form by trimethylsilylation.!®
Hydrolysis of this intermediate regenerates the carbonyl group and also converts the
aci-nitro group to a carbonyl.?!?

T
CHs CH CH,CCH
+ CH =C/ TiCly 8 H,O 2 8
i 2 N _ | . 2
OSi(CHgy)3 NO, O/N\ i — o
oTMs ©O

315 M. Yasuda, N. Ohigashi, I. Shibata, and A. Baba, J. Org. Chem., 64, 2180 (1999).
316 A F. Mateos and J. A. de la Fuento Blanco, J. Org. Chem., 55, 1349 (1990).
317- M. Miyashita, T. Yanami, T. Kumazawa, and A. Yoshikoshi, J. Am. Chem. Soc., 106, 2149 (1984).



Fluoride ion can also induce reaction of silyl ketene acetals with electrophilic
alkenes. The fluoride source in these reactions is tris-(dimethylamino)sulfonium diflu-
orotrimethylsilicate (TASF).

_OCHs CHCO,CH,
o:<j + CHCH=C__ F o@/éH
OSi(CHa); 3

Ref. 318

Enamines also react with electrophilic alkenes to give conjugate addition products.
The addition reactions of enamines of cyclohexanones show a strong preference for
attack from the axial direction.’'® This is anticipated on stereoelectronic grounds
because the 7 orbital of the enamine is the site of nucleophilicity.

0
4 HeG=CHCPh i
ool H \ H  CH,CH,CPh
G 0 e e
NR £—~—0 .
" 2 H H H
H H  NR, o o

Scheme 2.25 shows some examples of additions of enolate equivalents. A range of
Lewis acid catalysts has been used in addition to TiCl, and SnCl,. Entry 1 shows uses
of a lanthanide catalyst. Entry 2 employs LiClO, as the catalyst. The reaction in Entry
3 includes a chiral auxiliary that controls the stereoselectivity; the chiral auxiliary
is released by a cyclization using N-methylhydroxylamine. Entries 4 and 5 use the
triphenylmethyl cation as a catalyst and Entries 6 and 7 use trimethylsilyl triflate and
an enantioselective catalyst, respectively.

2.6.4. Control of Facial Selectivity in Conjugate Addition Reactions

As is the case for aldol addition, chiral auxiliaries and catalysts can be used
to control stereoselectivity in conjugate addition reactions. Oxazolidinone chiral
auxiliaries have been used in both the nucleophilic and electrophilic components
under Lewis acid—catalyzed conditions. N-Acyloxazolidinones can be converted to
nucleophilic titanium enolates with TiCl,(O-i-Pr).3%

i 0 1) TiCly(0-i-Pr) )% 0
0 NJK/CHg EtN(~-Pr), o] N)K‘/\/COZCHa
2) CH,=CHCO,CHj ( CHj
CH,Ph CHyPh

78% yield, 99% ds

387V, Rajan Babu, J. Org. Chem., 49, 2083 (1984).

319 E. Valentin, G. Pitacco, F. P. Colonna, and A. Risalti, Tetrahedron, 30, 2741 (1974); M. Forchiassin,
A. Risalti, C. Russo, M. Calligaris, and G. Pitacco, J. Chem. Soc., 660 (1974).

320 D. A. Evans, M. T. Bilodeau, T. C. Somers, J. Clardy, D. Cherry, and Y. Kato, J. Org. Chem., 56, 5750
(1991).
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Scheme 2.25. Conjugate Addition of Enolate Equivalents

Yb(OT),
o CHs  oTMS 10 mol % o Ph

12
Ph )J\/\Ph + Y= Ph)J\)><coch3
CHy  OCH,

CHy; CH;  g39,

2b OMOM OMOM

TBDPSO OTBDMS 5 MLiCIO,Et,0 TBDPSO

W CO,Cl
N + CH 2 3
(0] | 2

W
OCH,4 H

o) o 85%

CH
G\N_o
B OTMS 1) TiCl, “ Ie)
D e o
Ph  2) CH,;NHOH o L 83%

Ph 94% e.e.

30

49 CH, COSC(CH
2 SC(CH,), PhoC'SECTG 5 (CHa)s
@C”a N (CHo),CH(CHy), 3ol % \é/\(CH%CH(CHs)Z
+ TMSO .
-78°C 40-50%
5 CH(CHy), o CH(CH),
) CH, PhyC*SbCl H
CH 5 mol % CHg o
™SO + CHj ? CH 08%
CH, (e} —78°C CH 78:22 mixture of
o 3 stereoisomers
OTMS
@ (CHy)5SI0,SCF, w
/—< + _ OTMS
CHy  S(CHy); O _78¢C (CHy),CS 83%
CH, o
3:1 mixture of
79 stereoisomers
0 06(cH) cu-PhBOX 9 co.cH
Ha)s catalyst 23
é/ COLHy o, Y 63% yield
+ OTBDMS CO,C(CHg)s 9:1 syn:anti
CH, 66% 6.6.

a. S. Kobayahi, I. Hachiya, T. Takahori, M. Araki, and H. Ishitani, Tetrahedron Lett., 33, 6815 (1992).
b. P. A. Grieco, R. J. Cooke, K. J. Henry, and J. M. Vander Roest, Tetrahedron Lett., 32, 4665 (1991).
c. A. G. Schultz and H. Lee, Tetrahedron Lett., 33, 4397 (1992).

d. P. Grzywacz, S. Marczak, and J. Wicha, J. Org. Chem. 62, 5293 (1997).

e. A. V. Baranovsky, B. J. M. Jansen, T. M Meulemans, and A. de Groot, Tetrahedron, 54, 5623 (1998).
f. K. Michalak and J. Wicha, Polish J. Chem., 78, 205 (2004).

g. A. Bernardi, G. Colombo and C. Scolastico, Tetrahedron Lett., 37, 8921 (1996).

Unsaturated acyl derivatives of oxazolidinones can be used as acceptors, and these
reactions are enantioselective in the presence of chiral bis-oxazoline catalysts.**! Silyl
ketene acetals of thiol esters are good reactants and the stereochemistry depends on
the ketene acetal configuration. The Z-isomer gives higher diastereoselectivity than
the E-isomer.

21D, A. Evans, K. A. Scheidt, J. N. Johnston, and M. C. Willis, J. Am. Chem. Soc., 123, 4480 (2001).



6 o OTMS
A N

PN 10% cat. 73% yield

Q CO,CoHs  + %\SC(CH3)3 CO,C,H; 99:1 syn:anti
CHg CH,Cl, j)\ O = o 99% ee
0 o OTMS 2 /NWSC(CHS)S
J J\/\ CHs _ 10% cat. CH, 65% yield
O\_/N CO,C,Hy + SC(CHg)y ———= 22:78 syn:anti
CH,Cl, 98% ee
CH;  CH,
I
Cu " "C(CHy)s

catalyst

The above examples contain an ester group that acts as a second activating group.
The reactions are also accelerated by including one equivalent of (CF,),CHOH.
This alcohol functions by promoting solvolysis of a dihydropyran intermediate that
otherwise inhibits the catalyst.

. o o o8 > OSiR, CHOC o o
5P ~AK T ° 9  RoH L
)\‘ + Cszozc N N O—— C.H.O.C = )k RSOC N~ O
RS / 2505 N O N
CH, CH

3

Alkylidenemalonate esters are also good acceptors in reactions with silyl ketene acetals
of thiol esters under very similar conditions.?*?

A number of other chiral catalysts can promote enantioselective conjugate
additions of silyl enol ethers, silyl ketene acetals, and related compounds. For example,
an oxazaborolidinone derived from allothreonine achieves high enantioselectivity in
additions of silyl thioketene acetals.’”® The optimal conditions for this reaction also
include a hindered phenol and an ether additive.

0 . 10% cat o Arpo
OS|(CH3)3
N TBME W
Ar/\)kCHs + CH=( —_ (CHy)sCS CHs
SC(CH3)3 1,6-diisopropyl-
phenol
o) (0)
(0]
Al
CH, SO_Tol
catalyst

Enantioselectivity has been observed for acyclic ketones, using proline as a
catalyst. Under optimum conditions, ds > 80% and e.e. > 70% were observed.*?* These

322-D. A. Evans, T. Rovis, M. C. Kozlowski, C. W. Downey, and J. S. Tedrow, J. Am. Chem. Soc., 122,
9134 (2000).

323 X. Wang, S. Adachi, H. Iwai, H. Takatsuki, K. Fujita, M. Kubo, A. Oku, and T. Harada, J. Org. Chem.,
68, 10046 (2003).

324D, Enders and A. Seki, Synlett, 26 (2002).
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reactions presumably involve the proline-derived enamine. (See Section 2.1.5.6 for a
discussion of enantioselective reactions of proline enamines.)

o) . O  Ph
0.2 eq proline B
cHa A _CHy * o ANO, o CH3\)K/V NO,
e H

74% yield, 88% ds, 76% ee

o
Nl

J “--HO

Ph ~%R

R

Enantioselective additions of (-dicarbonyl compounds to [(-nitrostyrenes have
been achieved using bis-oxazolidine catalysts. This method was used in an enantio-
selective synthesis of the antidepressant drug rolipram.’?’

OCH,
OR
RO X NO, 5.5 mol % cat 2 95%
m CHyCOCH, TIOT? S _NO, pogs
CH30 + . (CH0.CoCH R 96% ee
CH;—N O
— 1) Nicat | 2) NaOH

R = cyclopentyl
He 3) TsOH

O\IX(O H.PO OCH
" \ 3
m | 3 4
ala's X
& OR

catalyst O//\Y/_IIJ>

H R-rolipram

Enantioselectivity can also be based on structural features present in the reactants.
A silyl substituent has been used to control stereochemistry in both cyclic and acyclic
systems. The silyl substituent can then be removed by TBAF.3? As with enolate
alkylation (see p. 32), the steric effect of the silyl substituent directs the approach of

the acceptor to the opposite face.

OTMS NO o Ph 0 Ph
Ph/ﬁ/j\/CHs Ph/\—/ 2 Ph%Noz TBAF Ph%Noz
TBDMS snCl,, -70°c ~ TBDMS  CHg NH,F CH,

dr > 96%, ee > 96%

oTMS o Ph

— _NO :
TBDMS, ph "2 TBDMS _ NO,
SnCl,, —70°C B

74%, > 91% ee

325 D. M. Barnes, J. Ji, M. G. Fickes, M. A. Fitzgerald, S. A. King, H. E. Morton, F. A. Plagge, M. Preskill,
S. H. Wagaw, S. J. Wittenberger, and J. Zhang, J. Am. Chem. Soc., 124, 13097 (2002).
326- D, Enders and T. Otten, Synlett, 747 (1999).



High stereoselectivity is also observed in the addition of an enamine using
2-methoxymethylpyrrolidine as the amine.??’

Q\CHZOCHa Oy Bh

N02 . N02
oY

2.6.5. Conjugate Addition of Organometallic Reagents

There are relatively few examples of organolithium compounds acting as nucle-
ophiles in conjugate addition. Usually, organolithium compounds react at the carbonyl
group, to give 1,2-addition products. Here, we consider a few cases of organometallic
reagents that give conjugate addition products. There are a very large number of
copper-mediated conjugate additions, and we discuss these reactions in Section 8.1.2.3.

Alkyl and aryllithium compounds have been found to undergo 1,4-addition with
the salts of o, B-unsaturated acids.*® This result reflects the much reduced reactivity
of the carboxylate carbonyl group as an electrophile.

Li CH,4

CHs CHj
\/KCHS + \/\002H — /\H\/(x)zH
CHj;
2.2 equiv CHjy
62%

7:3 mixture of
stereoisomers

o,3-Unsaturated amides have been found to be good reactants toward organometallic
reagents. These reactions involve the deprotonated amide ion, which is less susceptible
to 1,2-addition than ketones and esters.
i i
1) 2 eq. +-Buli
H3)3sCCHCH,CNHPh
CHMNHPh 2 (CHas00HOH,C
2) H*, H,0 CHg
Ref. 329

Similar reactions have also been observed with tertiary amides and the adducts can be
alkylated by tandem S,2 reactions.

CH,CH=CH,

o
/\)k 1) n-Bui |
CH; '\O CH(CHy)sGHCHC N N

2) CH2=CHCHzBr CH3 fe)

90%
Ref. 330

327-°S. J. Blarer, W. B. Schweizer, and D. Seebach, Helv. Chim. Acta, 65, 1637 (1982); S. J. Blarer and
D. Seebach, Chem. Ber., 116, 2250 (1983).

328. B. Plunian, M. Vaultier, and J. Mortier, Chem. Commun., 81 (1998).

329 7. E. Baldwin and W. A. Dupont, Tetrahedron Lett., 21, 1881 (1980).

30- G. B. Mpango, K. K. Mahalanabis, S. Mahdavi-Damghani, and V. Snieckus, Tetrahedron Lett., 21, 4823
(1980).
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Lithiated N-allylcarbamates add to nitroalkenes. In the presence of (-)-sparteine,
this reaction is both diastereoselective (anti) and enantioselective.?*!

Ar 0N, R AF
A | nBuLi R 6 N\)\(\\/'ll
'\ A N 2 AN
NN NCO,C(CHa); (-)-sparteine A CO,C(CHy)3
Ar’ =4-methoxyphenyl for R=Ar=Ph, 94:6 dr; 90% e.e.

The enantioselectivity is due to the retention of the chiral sparteine in the lithiated
reagent. The adducts have been used to synthesize a number of pyrrolidine and
piperidine derivatives.

Several mixed organozinc reagents having a trimethylsilylmethyl group as the
nonreacting substituent add to enones under the influence of TMS-Br.**? The types
of groups that can be added include alkyl, aryl, heteroaryl, and certain functionalized
alkyl groups, including 5-pivaloyloxypentyl and 3-ethoxycarbonylpropyl.

R TMS-Br

R R
O  THF-NMP Y

0]

RZNCH,Si(CHg)s /

+

o,3-Unsaturated aldehydes and esters, as well as nitroalkenes, can also function as
acceptors under these conditions. Dialkylzinc reagents add to [(3-nitrostyrene in the
presence of TADDOL-TiCl, .

CeHyr

ph O
87%, 76% ee

TADDOL-TICl,

(CgHi7)2Zn  + PhCH=CHNO,

2.6.6. Conjugate Addition of Cyanide Ion

Cyanide ion acts as a carbon nucleophile in the conjugate addition reaction. The
pK of HCN is 9.3, so addition in hydroxylic solvents is feasible. An alcoholic solution
of potassium or sodium cyanide is suitable for simple compounds.

CHs CHj
Ot KCN, NH,CI
o +
—H,0 : E
o EtOH—H, 7N 07y N
CHs HsC H,C
12% 42%

Ref. 334
Cyanide addition has also been done under Lewis acid catalysis. Triethylaluminum-
hydrogen cyanide and diethylaluminum cyanide are useful reagents for conjugate

BT, A. Johnson, D. O. Jang, B. W. Slafer, M. D. Curtis, and P. Beak, J. Am. Chem. Soc., 124, 11689
(2002).

332. P, Jones, C. K. Reddy, and P. Knochel, Tetrahedron, 54, 1471 (1998).

333- H. Schaefer and D. Seebach, Tetrahedron, 51, 2305 (1995).

34.0. R. Rodig and N. J. Johnston, J. Org. Chem., 34, 1942 (1969).



addition of cyanide. The latter is the more reactive of the two reagents. These reactions
presumably involve the coordination of the aluminum reagent at the carbonyl oxygen.

CgHy7

HyC CgHy7 H,C
ﬁ&j e
o ' 0

CH;CO; CH3CO; CN

Ref. 335

o

o O/\‘o 0 0

(CoHs),AICN
° o
</o 0

Ref. 336

Diethylaluminum cyanide mediates conjugate addition of cyanide to «,f3-
unsaturated oxazolines. With a chiral oxazoline, 30-50% diastereomeric excess can be
achieved. Hydrolysis gives partially resolved a-substituted succinic acids. The rather
low enantioselectivity presumably reflects the small size of the cyanide ion.

o) R ELAICN NC HCI
Lo W (9 o mee
N N . 7 2
Ph Ph\\\\ N
R=CHj, Ph

T

R=CH;, d.e.=50-56%; e.e.=45-50%
R=Ph, d.e.=45-52%; e.e.=57%

Ref. 337

A chiral aluminum-salen catalyst gives good enantioselectivity in the addition of
cyanide (from TMS-CN) to unsaturated acyl imides.?*

@]
=z
RO

by 13
cat H =
N R TMscN PN N R Al
OcO
H
.H tC,Hy tC4Hy
>90 % yieldl,>95 % e.e.
tC,Hg  1CaHo
catalyst

335 W. Nagata and M. Yoshioka, Org. Synth., 52, 100 (1972).

36 W. Nagata, M. Yoshioka, and S. Hirai, J. Am. Chem. Soc., 94, 4635 (1972).
337 M. Dahuron and N. Langlois, Synlett, 51 (1996).

338. G. M. Sammis and E. N. Jacobsen, J. Am. Chem. Soc., 125, 4442 (2003).
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Problems

(References for these problems will be found on page 1272.)

2.1 Predict the product formed in each of the following reactions:

1) NaOCH,CH,

(a) v -butyrolactone + ethyl oxalate o H CgH1005
(b) 4-bromobenzaldehyde + ethyl cyanoacetate e_th—a_m_»l CyoH1oBrNO,
piperidine
1) LiN(/-Pr),, —78°C
(c) CH3CH,CH,CCHj4 WO' 15min  CsH1eO2

3)H,0

(6]
@ D\ Il .. NaOH, H,0
Q" "CHO + PhCH,CCHz "> 2% G,.H,0,



(e) Ac 1) CHali, 2 equiv.

2) ZnCl,
3) n-CgH,CHO

O

O
CeHsCH= C13H170,

NaOCH,CHy ¢ 1

ethanol, A

. [
() (:\[CHzl\ll(CHZCHs)Z I~ + CH3CCH,CO,CH,CHy

Na
CHs . HCO,CHCHs  ather

(h) Q
I NaNH,
QCCHs + (CH3CH,0),C =0 ——~ Cy1H1g03

toluene

C;Hy0,Na

0o

| I NaH
CeHsCCHg + (CHZCH,0),PCH,CN N&1 ¢ hy N
0 o THF
i

Il NaOCH
CH3CH,CCH,CH,CO,CH,CHj 8

xylene

C6H802
(k) o} o
[ [I
@/C—CH3 + (CHg)S=CH, —»  CgH,,0

I — —

Y CO:CHs i (|) " CyoH,NO

| +CHy=CCH=COC,Hs ~ ~— 1073
Li

|
(m) CHO 1) (CHg)3SICHOCHS
CH(OCHy),

C1gH2603
2) KH
CH3
CH,
NaOH

(n) 0
CHaCO ﬁ C12H1605
*  CHZCCH=CH,
o)

2.2. Indicate reaction conditions or a series of reactions that could effect each of

the following synthetic conversions:

OH

| b
CH,CO,C(CHy); — (CHy),CCH,CO,C(CHy);

THPO(CH,);CH=0— THPO(CH,), CH,OH

o] o] oH
c Ph H 3
© CHOH @  Pho=0— %{CN
- Ph CO,C,H;
o Q
© o o () : w2 _0 N : o iO
: : : : icozczH5

CH,OH

201

PROBLEMS



202

CHAPTER 2

Reactions of Carbon
Nucleophiles with
Carbonyl Compounds

(@) CHs O._CH(CH,), @[
solley "oy

(©

(€)

CH,

H
C,,H C—C/ o CHa o
(9) 0.0 TBDPSO NN/ 127 (h) H,C= N —
— CH,CH,CCH, o

N
o
0 o 9 1 [
H5C,0,CCH,CH,CO,CHs - — Ph—CCH,CCH; —= Ph—CCH,CCH,C OCHg
(k) (]
Tl) ﬁ 0] ﬁ
CH,0 CCH, —= CH;0 O—CCH=CHZCH30 Q—CH —>CH304QCH=CHCH=CH2
CH,O CH,0
(m) cH, H,C CHSCH,CH,CH,CH, o 3 8
n
o~ - o= -
CH c ®
3 Hy N CSCHZCH CSCH ,CH,
H
o

) CH, CH3
CH, T cH, (CHg),CH JQ "T(CHg),CH ﬁ
CH, o CH, o CHOCH,
H2

o [¢)

(a) [ I y O 9y 9y
(CH3)gCCC(CHg)g —  (CHy)gCCC(CH,)g H >_2:§_<H

Ph Ph H Ph

(s) H CO,CH, @®
(CHZ),CHCH=0 — H )=

— H
ek (e

v)

(u) .
CH,),Si0 (6}
(CH,),Si \@ 2\2@ PHGH==G(CO,CHy) O Ph
- 20M3)2
=
CHa)achJ\)\CH(Coche)z

CH, (
(w) )
CH, H CH, (CHg),CHCH,CO,H ——~

=<

— CH,0,C
H CO,CH, ez \‘/y\CHZCOZC(CHS)3 CH,CH,CN
CH,

(CHg),CH % CO,H

2.3. Step-by-step retrosynthetic analysis of each of the target molecules reveals that
they can be efficiently prepared in a few steps from the starting material shown
on the right. Do a retrosynthetic analysis and suggest reagents and reaction
conditions for carrying out the desired synthesis.

H(CH,) o
3)2 CH(CHy) (d) CeHs i
=> C,H,CH=CHCH
CH2=(|:CH=CH?HCH20HQCOQCHZCH3:(CHS)ZCHCHZCH=O \Q 6
CH, CH(CH,),
f
CHg CH, ®
CCH,CH,C=CH, CCH ca
2 oY 2
I | e =
CH, o) o}




9) o]
g 0] (h) I
D = PhC=CHCH=0 => PhCCH,
I
A CH
@ G o 3
CH30H2ﬁ0H=CHcozczH5:CHSCHZCHZCH=O, fjj = CHgNH,, CH,= CHCO,C,H;
N
CH, CICH,CO,C,Hs CHy

=> O=CH(CH,),CH=0

(k) OH () HsC
Gy~ e

[
(CH,),CHCH=0, CH,=CHCCH,

Q) CH,CO,CH, i ﬁ'
c CH NH2 c:CH3 —  CICCH,CH,CCI,
@ @ ¢\0020H3 CH,0,CCH,COH
O cHy CHso
(0) CH;0,C CH, o ®)
_CH;0,C CO,CH,
PHOHAN ﬁj/ = | |
H;0,C |
3~2
CH
CHy oH, CH, CH,
(a) CO,C,Hy CH,
} § = MCOCHs CH30,C ]/L =° >:<
CH,=CHCH CO,C(CHy); H
> > N NHCO,CH,Ph H,CO, 3)3 CO,CHjg
CO,CH,Ph CH,
)
HOLC_~ A CHao@CHZO
H — CO,H =
CHGOO—CHZ(_) OH
o
2.4. Offer a mechanism for each of the following reactions:
(@) 0o
CO,CH, 0 NaH o
+ C,H;CC,H 3
@[ 278¥~215 henzene
CO,CH; Y
b
() O=CH OH I H
CH,P(OCH3)>,  KO-tBu o
+-BuOH

(CHS)SCO CH3 (CHS)SCO CH3

(c) o
CH, NaOH CHs
CH3CH,C
3 2” OZCCHa MeOH CH3
(d) CH3 OH
KOH, H,0

I
CH3CH,C —CCHj CHyCH,CHCH; + PhCCHg
| dioxane, 150°C |

Ph Ph Ph
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(e) 0
+ CHgCH=CHCH=PPh; — CH,
(® CH;0
CHZ0 CHZ0
CHZ0
+ H,C= CHCCH3
CH3 C
(9
'> NaOEt ’>
H5C20,C
I CO,C,Hs ©
(h) o}
1) LDA, 0°C I
CO,CH,CO,C,Hs CCHCO,C,Hs
2) H* I
OH
@) CHo,c St 0
i Q 1 1) CsCO i
COLHs  (GHy)coc. A/ ) CsC0s
+ CHj 2) H*, 80°C
o] o]
0 <|3
Ph I HO CO,CH
=
M NeH—o t 2 CH30,CCH,CCH,COCHy  — ZPh 3
CHZ0,C

2.5. Tetraacetic acid (or a biological equivalent) is suggested as an intermediate in
the biosynthesis of phenolic natural products. In the laboratory, it can be readily
converted to orsellinic acid. Suggest a mechanism for this reaction under the
conditions specified.

OH
TrT
H
CHCCH,CCH,CCH,CO,H P50
tetraacetic acid CHg OH

CO,H orsellinic acid

2.6. a. A stereospecific method for deoxygenating epoxides to alkenes involves
reaction of the epoxide with the diphenylphosphide ion, followed by methyl
iodide. The method results in overall inversion of alkene stereochemistry.
Thus, cis-cyclooctene epoxide gives trans-cyclooctene. Propose a mechanism
for this reaction and discuss its relationship to the Wittig reaction.



b. Reaction of the epoxide of E-4-octene (trans-2,3-dipropyloxirane) with

2.7.a.

potassium trimethylsilanide gives Z-4-octene as the only alkene product in
93% yield. Suggest a reasonable mechanism for this reaction.

A fairly general method for ring closure has been developed that involves
vinyltriphenylphosphonium haldides as reactants. Indicate the mechanism of
this reaction, as applied to the two examples shown below. Suggest two other
types of rings that could be synthesized using vinyltriphenylphosphonium
salts.

(0]
I NaH
CH3CCH,CH(CO,C,Hg), + CHy= CHP*Ph; CO,CuH5
CHs CO,CoHs
CH=0 + acetonitrile AS
+ CH,=CHPPhj i
O~ Na* 0

. Allylphosphonium salts were used as a synthon in the synthesis of cyclo-

hexadienes. Suggest an appropriate co-reactant and other reagents that would
be expected to lead to cyclohexadienes.

/\/P"Phs

. The product shown below is formed by the reaction of vinyltriphenylphos-

phonium bromide, the lithium enolate of cyclohexanone, and 1,3-diphenyl-
2-propen-1-one. Formulate a mechanism.

: ; ﬁPh

Ph o

. The dimethoxy phosphonylmethylcylcopentenone shown below has been

used as a starting material for the synthesis of prostaglandin analogs such
as 7A. The reaction involves formation of the anion, reaction with an alkyl
halide, and a Wadsworth-Emmons reaction. What reactivity of the anion
makes this approach feasible?

o @)

(CH5)gCO,CH4
9 ___(CH,),CH,

CH,P(OCHy), OTBDMS
7A

. The reagent 7B has found use in the expeditious construction of more complex

molecules from simple starting materials. For example, the enolate of 3-
pentanone when treated first with 7B and then with benzaldehyde gives 7C
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as a 2:1 mixture of stereoisomers. Explain the mechanism by which this
reaction occurs.

(CO,CoHs
CH,=C.
PO(OC,Hs),
7B
o)
I PhCH=0 Il
CHACH,CCH,CH, 1) LDA, 78°C . CHyCH,CCHCH,C=CHPh
2)7B 45 min CHs CO2CoHs

7c 74%

f. The reagent 7D converts enolates of aldehydes into cyclohexadienyl phospho-
nates 7E. Write a mechanism for this reaction. What alternative products
might have been observed?

ﬁ R
CH,=CHCH=CHP(OC,Hs), + R,C=CH — R
o
7D O=P(OC,Hs),
7E

2.8. Compounds 8A and 8B were key intermediates in an early total synthesis of
cholesterol. Rationalize their formation by the routes shown.

CHs o 1) 1 equiv CHjy o
CHs  CHyMgB CHs
HsC X b HaC
O CHg _18°C O CHj
0“0 2) NaOH o 8A
CHs H, CH=0

CH,CH = 0O piperidine,
HsC acet|c acid
CHCH= =0, benze in benzene
(0]

2.9. The first few steps in a synthesis of the alkaloid conessine produce 9B, starting
from 9A. Suggest a sequence of reactions for effecting this conversion.

CO,CHj,
CH,3
CHsjiS:\Lo __ CHg O“ o
CH30 CH30
9A 9B

2.10. A substance known as elastase is involved in various inflammatory diseases
such as arthritis, pulmonary emphysema, and pancreatitis. Elastase activity can
be inhibited by a compound known as elasnin, obtained from a microorganism.



A synthesis of elasnin has been reported that utilizes compound 10A as a key
intermediate. Suggest a synthesis of 10A from methyl hexanoate and hexanal.

0 HO o
0 o \ CO,CH,
N-"0oH

Elasnin 10A

2.11. Treatment of compound 11A with LDA followed by cyclohexanone can give
either 11B or 11C. Compound 11B is formed when the aldehyde is added at
—178°C, whereas 11C is formed if the aldehyde is added at 0° C. Treatment of
11B with LDA at 0° C gives 11C. Explain these results.

HO CN OH
CH,=CHCHCN |
| CCH=CH, CH,CH=COCH,CH,0C,H;5
OCH,CH,0OC,Hs5 | |
11A 11B OCH,CH,0C,H5 11C CN

2.12. Dissect the following molecules into potential precursors by locating all bonds
that could be made by intramolecular aldol or conjugate addition reactions.
Suggest possible starting materials and conditions for performing the desired
reactions.

CH; o
W 0.t

2.13. Mannich condensations permit one-step reactions to form the following
substances from substantially less complex starting materials. Identify a
potential starting material that would give rise to the product shown in a single
step under Mannich reaction conditions.

(a) (b) ()

R:Nﬁf
CO,CH |
o~ PhCHyOCH,CH,CH, (;3'“'3

C020H3 O

2.14. Indicate whether or not the aldol reactions shown below would be expected
to exhibit high stereoselectivity. Show the stereochemistry of the expected
product(s).
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(a) o) 1) BuLi, -50°C
(enolate formation)

I
PhzCCCH,CHj4
2) PACH=0
b
®) I 1) (i-Pr),NC,Hs CH3CH,CH=0
CH3CH,CCHOTBDMS I

2) Bu,BOSO,CF,, ~78°C
(R

©
1) LDA, THF, -70°C

2) CgHsCH=0

[l
CH3CH,CCH,CHj

(d) OSi(CHg)3
KF

CeHsCH=0

@ Q 1) Bu,BOSO,CF; 2) PhCH=0
PhCCH,CHs

(i‘Pf)zNCzHS

f) (l;H , —78°C
CH30H2<|:|—(|:OTMS
O CH,

(9) 1) EtsN (2 equiv)
TiCl, (2 equiv)

1) LDA, =70°C
2) (CHg),CHCH=0

CH3CH,CH=0
2) PhACH=0, -78°C

(h) o O=CH_ _CHs

~
CHg CeHys  TiCl, (8) 6TBDPS

TBDMSO iPrNEt2, —78°

2.15. Suggest transition structures that would account for the observed stereoselec-
tivity of the following reactions.

(a) 0 o OH
RSSi% 1) (-CeH11),BC RSSinh
C2HsN(CHj), H
o_o 2% 0.0
K. 2PhCH=0 , ,
CH, CH3 CH, CHs  R3Si=(CoHs),C(CHy)Si(CH3),
(b)
CH{CHCH,CH=0 _ CH, =GP TICly Ph CHy Ph
+ — <
PhCHZO OTMS PACH,0 OH O  PhCH,0 OH O

major minor

2.16. Suggest starting materials and reaction conditions suitable for obtaining each
of the following compounds by a procedure involving conjugate addition.



(a) 4,4-dimethyl-5-nitropentan-2-one

(b) diethyl 2,3-diphenylglutarate

(c) ethyl 2-benzoyl-4-(2-pyridyl)butanoate
(d) 2-phenyl-3-oxocyclohexaneacetic acid

(e) o) M O
NCCH2\©/CH20HZCN 0
CHZgCHs
o
() CHaCH,CHCH,CH,CCHg (h) (CHg),CHCHCH,CH,CO,CH,CH,
NO, SH=0
i o Ph () Ph

o)
| | I
CHCH,NO, PhCl)HCHCHZCCH3
CN
(0 g~ O~ OCH, () o cH=0 9
P CH,CH,CCHg
Ph” >0 ”cleNog H3C

0
NOz oy, 0

Co

2.17. In the synthesis of a macrolide 17A, known as latrunculin A, the intermediate
17B was assembled from components 17C, 17D, and 17E in a “one-pot” tandem
process. By a retrosynthetic analysis, show how the synthesis could occur and
identify a sequence of reactions and corresponding reagents.

O O
T™MS
17C
NF
cHM o) | Br NANB
3
3 o o 17DCH
. < 5
o o J A preoms
™SO~ O=CH :
HN"> OH 17B 6 O\/\
g 1A 17E ' oTMS
latrunculin A

2.18. The tricyclic substance 18A and 18B are both potential synthetic intermediates
for synthesis of the biologically active diterpene forskolin. These intermediates
can be prepared from the monocyclic precursors shown. Indicate the nature of
the reactions involved in these transformations.
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o) O O o ©
_/ o
O =
_ o S
CH,
CHs
CHy — |
_—
CH=0
18A CHy CH; % CHy CHy &

18B

2.19. Account for the course of the following reactions:

a. Substituted acetophenones react with ethyl phenylpropynoate under basic
conditions to give pyrones. Formulate a mechanism for this reaction.

Ph

(0]
I RN
@CCHzR + PhC CCOQCsz — |
Ph

o 0O

b. The reaction of simple ketones such as 2-butanone or 1-phenyl-2-propanone
with o, 3-unsaturated ketones gives cyclohexanone on heating with methanol
containing potassium methoxide. Indicate how the cyclohexanones could be
formed. Can more than one isomeric cyclohexanone be formed? Can you
suggest a means for distinguishing between possible cyclohexanones?

c. a-Benzolyloxyphenylacetonitrile reacts with acrylonitrile in the presence of
NaH to give 2-cyano-1,4-diphenylbutane-2,4-dione.

N
I
c

0
NaH
PRGHO=N + CH,=CHON a Mph
Ph
PhCO, J

d. Reaction of the lithium anion of 3-methoxy-2-methylcyclopentanone with
methyl acrylate gives the two products shown as an 82:18 mixture. Alkaline
hydrolysis of the mixture gives a single pure product. How is the minor
product formed and how is it converted to the hydrolysis product?

CH30, CH,0 OCH;
1) LDA COZCH3 CoH
CHj 2) GH,=CHCO,GH;  CH; cozc:H3 n
o} 2) H
ma]or minor
CH0
CH3/@\/\C02H
o}

2.20. Explain the stereochemical outcome of the following reactions.

a.

PhCH,0  CHs

OCH,Ph CHy  OTMS Ticl Ph
TBDMSQ ML = s TBDMSOM
CH=0 Ph o]

OH
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o OH PROBLEMS
6%0\/ LDFA, THF then MOPMB
4 -90°C O=CH R
\/\OPMB anti,anti

PMB = p-methoxybenzyl

[T

c. The facial selectivity of 2-benzyloxy-3-pentanone toward typical alkyl,
alkenyl, and aryl aldehydes is reversed by a change of catalyst from TiCl, to

[(CH;),CHOI]TICl;.
o OH ? o 9
. g [(CHa)2CHOITICly .+ RCH—0 TiCl, a
PhCH,0  CHg PhCHL0 PhCH,0  CHj
anti,syn syn,syn

d. The boron enolates generated from ketones 20A and 20B give more than 95%
selectivity for the anti,anti diastereomer.

CHy 1) (¢-CgH14)2BCl CHz OR
PhCH,O Et;N PhCH,O H
OR CHs
2) CHyCH,CH=0
o) O OH
20A R=CH,
20B R=CH,Ph
c.
CHj _0 CHs CN _0
cmo% CHSOW
Chs OTBDMS ChHs OTBDMS
f.
{ ° CH
3
é‘COzCHS + M Moo —— F
“oH, CHa- = Yo

2.21. The camphor sultam derivative 21A was used in a synthesis of epothilone.
The stereoselectivity of the aldol addition was examined with several different
aldehydes. Discuss the factors that lead to the variable stereoselectivity in the
three cases shown.
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0,8—,
CHy CH, 7

N
CHM
o

O 0oTBs

\‘\\

21A CH3H.C cH, .
2.5 eq TiCl Ph N
PhCH=0 —od Y
3.0 eq BugN 0 oTBS O g6%
OH 3:1syn
CH, CH;CHs ¢ CH,

1.1eqTiCl, /
H \/\)\ cH N~
C 3 Vi CH=0 3\/\%

=0 1.1eqiPr,NEt : O  63%
OH O otBS

3:2 syn
CH, 2.2 eqTiCl, CH3 CH, ,C oH
/\ 2.5 eq iPr,NEt z H 3 N/
(CHg)sCO,C(CH,); CH=O0 —— (CH3)sCO,C(CH,)5 H Y
HO O oTBS
84% yield
ds>20:1

2.22. The facial selectivity of the aldehydes 22A and 22B is dependent on both the
configuration at the (3-center and the nature of the enolate as indicated by the
data below. Consider possible transition structures for these reactions and offer
a rationale for the observed facial selectivity.

(0]
_? CHs)J\CH(CH3)2 —
enolate R* 3,4-syn:anti ratio enolate R* 3,4-syn:anti ratio
Li MOM 973 Li TES 66:34
TiCl, MOM 84:16 TiCl, TES 60:40
Bu,B MOM 63:38 Bu,B TES <5:95
(CsH44)B MOM 52:48 (CsHyq),B  TES 14:86
TBDMSO  OR* o
TBDOPSO™ ™ ~ H CH:? CHa)J\CH(CHa)z — CH(CHs),
22B CH; CH, CH,
enolate R*  3,4-syn:antiratio enolate R* 3,4-sym:anti ratio
Li MOM 15:85 Li TES 7:93
TiCl, MOM 62:38 TiCl, TES 27:73
Bu,B MOM 81:39 Bu,B TES 45:55
(CsHy4)B MOM 50:50 (CsHy4).B TES 52:48

2.23. Predict the stereochemical outcome of the following aldol addition reactions
involving chiral auxiliaries.



(@)
Ph CHy ] A\
\ \/N N 1) n-Bu,BOSSCF QCH:O
Oy 2 CHIN
o O
(b)
o Q 1) -Bu,BO;SCF; O=CH(CH,),OCH,Ph
N-BubUsobLh;  O= 2)4 2
A Aot
2) (C2Hs)3N
CH(CHg),
(c) _
o O—CH\:/CH3
CH,Ph iPINEte, -78°
(@ i 0 OTBDPS o
0=CH 8 n(©Th.
s NJ\CH3 +OTCH A o,
\_QCH(CHS)Z (_)CHQOCHS N-ethylpiperidine
© j\ o ES/ Sn(OTf),
+ o
0 N)K/\CH3 0=C CHPh 4y
Ph  CH,4
® 0 o CHg (n-Bu),BOTI
)J\ )‘J\/CH3 + — CHS
o N O0=CH Et,N
CH(CHg),
()
S O )
JU L cH, CHa Tl
S + )\/CH'“”
O=CH (-)-sparteine
CH,Ph
(h)
O O O CH
3 TiCl,
0" N7 YT CH ¥ L cHs
CHs O=CH i-PraNEt
CH,Ph

2.24. Suggest an enantioselective synthetic route to the antidepression drug rolipram

from the suggested reactant.
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OCHs OCHs

J\—S\ @) HO,CCH=CH @)
©)

m R enantiomer of the antidepressant drug Rolipram

2.25. Figure 2.P25 shows the calculated [B3LYP/6-31G(d, p)] reaction energy profile
for the aldol addition of benzaldehyde and cyclohexanone catalyzed by alanine.
The best TSs leading to (S,R); (R,S); (S,S); and (R,R) products are given. What
factors favor the observed (R,S) product?

[ 14.0

AE
/keal mol™ Ph

0 18 1.9

M M Reaction coordinate

e e

Me Me
H\N>\]zo H\N>\I;O : O
O
Ph" H PhAH

AE=2.0 kcal mol™ AE=5.2 kcal mol™

Fig. 2.P25. Top: Reaction energy profile for alanine-catalyzed aldol reaction of
benzaldehyde and cyclohexanone. Bottom: Diastereomeric transition structures. Repro-
duced from Angew. Chem. Int. Ed. Engl., 44, 7028 (2005), by permission of Wiley-VCH





