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tert-Butoxy Bis(dimethyl-
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Introduction

tert-Butoxy-bis(dimethylamino)methane [Bredereck’s re-
agent, t-BUOCH(NMe,),] (Figure 1) isauseful reagent for a-
methylation, a-methylenation, and a-amination of several
carbonyl systems or compounds with an active CH group.

O'Bu
(Me)2N" "N(Me),
1

Figure 1 Bredereck’s reagent (1).

Compared to the conventional methods to insert a methyl,
methylene or amine groups at the position a to a carbonyl
group, Bredereck’s reagent has the advantage of generating
astrong basic alkoxide (t-BuQO") in situ and the correspond-
ing iminium ion by thermal decomposition. After the Man-
nich reaction between the carbony! substrate and theiminium
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ion formed in situ, B-elimination of dimethylamine from the
adduct in the final step affords the condensation product
which can be transformed into various types of compounds
as shown below. These factors combineto make Bredereck’s
reagent the reagent of choice for a-methylation, a-methyl-
enation, and a-amination of carbonyl compounds.

Preparation

Bredereck’s reagent is commercialy available in pure form
and can be used either in solution (e.g. DMF, benzene, tolu-
ene) or as a solvent and reagent. The reagent can also be pre-
pared from the reaction of alcohol-free alkoxides and
secondary amines, or from the reaction of Villsmeier reagent
with sodium alkoxides.!

(A) e-Methylation of y-lactams and y-lactones: The Bredereck re-
agent has been employed in the preparation of 4-methylglutamic
acids, non-protei nogenic amino acids and anal ogues with high op-
tical purity and total diastereoselectivity 3,5-cis after hydrogeno-

1,70 °C, N(Me)2 H,, Pd/C or Hyp,
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lysis of enamino lactam intermediate.? g‘oc CO:Me Boc
(B) e-Methylenation of y-lactams: After preparing the correspond- N(Me),
\ _ . 1 ; 1,75°C DIBAL-H, THF,
ing pB-enamino carboxylic system by reaction of a pyroglutamic 16h \ —78°C.1h
acid derivative with Bredereck’'s reagent, its reduction with O’O\co By 91%” W’ o co.iB
DIBAL-H afforded the corresponding a-methylene y-butyro- EOC 2 OF N oy g 2BU
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lactam.®
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(C) a-Amination: Bredereck’s reagent has been used as an inter- 1. toluene, N(Me),
mediate for the nitrosation of active methylene groups, followed ﬁo\ 90-100°C, 2 h N
by reduction of the resulting oximeto afford a-aminolactonesand O™ >y ~co,Me —— =
lctams: xIhoEame 0 Neome
i) HCI, NaNO,, H,0, AcHN

0°C,2h;
ii) Hp, Pd/C, ACOH/AC,0 o
X

X = NBoc, 35% yield, 86% de
X =0, 34% yield, 82% de

CO,Me

(D) Introduction of a ketone group « to the carbonyl group: Bred-
ereck’ sreagent has been employed in the preparation of f-enamino
ketones, |actones, esters, substituted amides, or lactams, which
after treatment with singlet oxygen using a sensitizer (BANT —
bisacenaphthalenethiophene) afford the corresponding o-keto
derivatives.®

0, hv, BANT, O

1,55 °C, 7 NMe) "o ch,
24 h —78 °Ctor.t.
4% 82%

(E) Ring-opening polymerization: Recently, Waymouth, Hedrick
and co-workers have described the use of Bredereck’s reagent as
an organic catalyst for the ring-opening polymerization of strained
cyclic esters for the synthesis of polylactides.®

0 Me
1, BnOH, THF, 70 °C O\n/:\ H
Bn (0)
96% Me O /n

(F) Solid-phase synthesis: The usefulness of the Bredereck’s re-
agent was extended to the solid-phase synthesis of a library of
pyrazoles, employing agermanium-based linker, viathe formation
of enaminones from aromatic ketones.”
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1, THF
70 °C, 3 h
u O
3-germyl Me 3-germyl X N(Me)2
4-germyl 4-germyl
i) RNHNH,-HCl,
"BuOH/ACOH,
100°C,1h
iy TFA, 6 h R
S —— N + =N,
R = alkyl, aryl | N - N-R

(G) Enamine formation from active methylene compounds: 5-
Acyl-6-methyl-2-pyridinones were converted to the corresponding
enamines upon treatment with Bredereck’s reagent. 1,6-Naph-
thyridones were obtained in good yields upon treatment of the
enamines with anmonium acetate.?

(H) Indole synthesis: Indoles can be obtained from tetra
hydronaphthalenes and Bredereck’s reagent via enamine forma-
tion assisted by the nitro group in the benzene ring under mild
conditions.®

1 60-80 °C

(@] )O
1, dioxane, HN CH3CO,NH4, HN
reflux 25h A N DMF N

" 70-09%  (Me):N " 8400%
R
R = alkyl, aryl
Pd/C, Hz
40% (2 steps)

Oz N(Me)z
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