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ABSTRACT: Catalytic reduction of secondary amides to
imines and secondary amines has been achieved using
readily available iridium catalysts such as [Ir(COE)2Cl]2
with diethylsilane as reductant. The stepwise reduction to
secondary amine proceeds through an imine intermediate
that can be isolated when only 2 equiv of silane is used.
This system requires low catalyst loading and shows high
efficiency (up to 1000 turnovers at room temperature with
99% conversion have been attained) and an appreciable
level of functional group tolerance.

Reduction of carboxamides is an attractive route to amines.1

Although amides are the least reactive species among
carbonyl compounds toward hydride addition, reduction of
amides to amines can be achieved using stoichiometric metal
hydride reducing agents such as LiAlH4.

2 However, these
reagents suffer from drawbacks such as limited functional group
tolerance and air and moisture sensitivity.3 Alternative methods
include metal-free reduction of tertiary and secondary amides
with high chemoselectivity using triflic anhydride as the
activating reagent and both triethylsilane and Hantzsch ester
as hydride sources.4 Catalytic reduction of tertiary amides has
been achieved using various metal catalysts and hydrosilanes as
the reductant.5 Catalytic reduction of secondary amides to
secondary amines, however, has not been extensively explored.6

For example, Nagashima reported a ruthenium cluster catalyst
that produces either secondary or tertiary amines depending on
the silane used.6c Beller has described a method using readily
available zinc catalysts at high catalyst loading (20 mol%).6d

Ohta also reported reduction of a limited number of secondary
amides with Rh(I) catalysts to give a mixture of amines and
imines in moderate yields.6a Recently we reported a highly
efficient iridium pincer catalyst for reduction of tertiary
amides,5i but the same system cannot be applied to secondary
amides. Here we report catalytic reduction of secondary amides
to either imines or secondary amines with high efficiency using
a commercially available iridium complex, [Ir(COE)2Cl]2.
Since several group 8 and 9 metal complexes are known to

catalyze addition of hydrosilanes across CO double
bonds,5a,6a,c,7 we investigated the catalytic reactivity of some
simple rhodium and iridium complexes with respect to hydro-
silylation of N-methylbenzamide (1a). Using Et2SiH2 (4 equiv)
and [Ir(COE)2Cl]2 (0.5 mol %) at room temperature in nonpolar
solvents such as C6D6 or CD2Cl2, 1a was converted to imine 2a in
5 min and subsequently to amine 3a within 12 h (Table 1, entries
1 and 2). Hydrogen evolution was observed upon mixing the

reagents and confirmed by GC analysis. Coordinating solvents
such as THF inhibit the reaction (entry 3). Other iridium(I) bis-
olefin complexes showed similar or lower reactivities (entries 5
and 6). One rhodium analogue was screened but proved
ineffective (entry 7). Using tertiary silanes such as Et3SiH or tetra-
methyldisiloxane led to an unidentified product (entries 8 and 9).
Although most secondary amides have limited solubility in

Et2SiH2, rapid conversion to the much more soluble imines
allows running the reaction in neat silane (Table 1, entry 4).
Applying this condition to various secondary amides gave the
corresponding N-silyl amines (Table 2). Aqueous HCl workup
followed by neutralization afforded secondary amines 4 in good
to excellent yields. This method is compatible with substrates
bearing various functionalities including aryl halides, alkyl
halides, ethers, heterocycles, azo and amino groups, and alkenes.
High catalytic efficiencies were achieved; for example, turnovers up
to 1000 at room temperature with 99% conversion were recorded
for 1b (entry 2). This system is not compatible with nitro groups
and the catalytic rate is severely retarded by nitrile groups.
Reaction with nitro-substituted 1i led to unidentified products,
whereas reaction with nitrile-containing 1h resulted in full
conversion to the imine but only low conversion (24%) to the
amine after 50 h.8 Reduction of amide 1s bearing a bulky tert-butyl
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Table 1. Catalyst Screening Experiments for Reduction of 1a

entry catalyst (mol%)
silane
(equiv) solvent time (h) yield (%)a

1 [Ir(COE)2Cl]2 (0.5) Et2SiH2 (4) C6D6 12 98
2 [Ir(COE)2Cl]2 (0.5) Et2SiH2 (4) CD2Cl2 11 98
3 [Ir(COE)2Cl]2 (1) Et2SiH2 (4) THF-d8 22 80
4 [Ir(COE)2Cl]2 (0.5) Et2SiH2 (4) −b 7 98
5 [Ir(COD)(OMe)]2 (0.5) Et2SiH2 (4) C6D6 14 85
6 [Ir(COD)Cl]2 (1) Et2SiH2 (4) C6D6 12 99
7 [Rh(COE)2Cl]2 (1) Et2SiH2 (4) C6D6 9 33
8 [Ir(COE)2Cl]2 (0.5) Et3SiH (4) C6D6 34 −c

9 [Ir(COE)2Cl]2 (0.5) TMDSd (2) C6D6 48 −c

Reaction conditions: catalyst in 0.35 mL of solvent with 0.1 mmol of
N-methylbenzamide and silane. Reactions were run at room
temperature. aYield of 3a determined by 1H NMR. bRun in neat
silane. cUnidentified product. dTetramethyldisiloxane.
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group requires a catalytic amount of an acid, Et3NH
+BArF−

(BArF− = B[3,5-(CF3)2C6H3]4
−), as additive.9 For some

substrates bearing heteroatoms, the reactions were slow at
room temperature probably due to the coordinating effect of O,
N, S, and halides, and the reactions were run at 80 °C to
achieve rapid conversion.
To investigate the resting state of the catalyst, [Ir(COE)2Cl]2

was treated with ∼100 equiv of Et2SiH2 in C6D6. Immediately
after mixing of the reagents at room temperature, a major
hydride signal at −12.98 ppm was observed, together with two
low-field signals at 131.86 and 130.27 ppm in the 29Si NMR
spectrum, suggestive of a silylene-bridged iridium dimer 6
formed via intermediate 5 (Scheme 1).10 In contrast to our pre-

vious report in which [Ir(COE)2Cl]2 was reacted with Et3SiH,
the chloride-bridged dimer 5 was not observed in this case.10

With time, the major hydride signal at −12.98 ppm decreased
in intensity and multiple hydride signals in the −11 to −14 ppm
region appeared, which is likely caused by silane scrambling
catalyzed by 6 (Scheme 1).10 Although a single crystal of 6 could
not be obtained, a model complex, 6′,11 derived from (tBu)2SiH2
was characterized by X-ray crystallography (Figure 1). While the

iridium hydrides in Scheme 1 are shown as terminal hydrides
they could not be located by X-ray diffraction, so bridging
hydride structures cannot be ruled out, nor can binding of the
terminal silanes in an η2-fashion.12 The short Ir−Ir distance
(2.896 Å) suggests significant Ir−Ir interaction.13
We propose that 6 catalyzes reduction of amides by con-

secutive hydrosilylations across the CO and CN bonds
(Scheme 2).14 Following the first hydrosilylation of the CO bond
that yields the hemiaminal, elimination of silanol gives the imine.15

Table 2. Reduction of Secondary Amides to Secondary
Amines

Reaction conditions: amide (1.0 mmol) with 4.5 mg (5.0 μmol) of
[Ir(COE)2Cl]2 in 350 mg (4.0 mmol) of Et2SiH2. Reactions were run at
room temperature or 80 °C. aDetermined by 1H NMR. bYields of 3
determined by 1H NMR. Numbers in parentheses are isolated yields of
4. cReaction run on a 5.0 mmol substrate scale with 2.5 μmol (0.05
mol%) of catalyst (0.1 mol% Ir). dReaction run on a 0.1 mmol
substrate scale in 0.35 mL of C6D6 in the presence of 0.1 mmol of
benzyl bromide. At the end of the reaction benzyl bromide remained
unreacted. eC6H6 (0.5 g) was added as cosolvent. fReaction run on a
0.1 mmol substrate scale in 0.35 mL of C6D6.

gUnidentified products.
hProduct is somewhat volatile. iProduct isolated as the HCl salt. j6 mg
(0.6 mol%) of Et3NH

+BArF− was added at 3 h.

Scheme 1. Formation of the Proposed Catalyst Resting State

Figure 1. ORTEP drawing of 6′ at the 50% probability level. The
molecule lies on a center of symmetry. Selected bond lengths (Å) and
angles (deg): Ir(1)−Si(1) 2.408, Ir(1)−Ir(1′) 2.896, Ir(1)−Si(2)
2.410; Si(1)−Ir(1)−Si(2) 133.4, Ir(1)−Si(2)−Ir(1′) 73.2, Si(2)−
Ir(1)−Si(2′) 106.7. Hydrogen atoms were omitted for clarity.
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Complex 6 then catalyzes the addition of a second equivalent of
silane across the imine CN bond to give the N-silyl amine. In
both steps the hydrosilylation is proposed to proceed by
electrophilic addition of “Et2SiH

+ ” followed by hydride attack
at carbonyl carbon, supported by competition experiments
showing that the electron-deficient substrate 1g reacts much
slower than 1b (see Supporting Information). Following
hydrosilylations, oxidative addition of Et2SiH2 to the iridium
center regenerates the iridium silyl hydride moiety.
Because of the stepwise nature of the amide reduction and

the large rate difference between the two hydrosilylations, imines
can also be directly accessed by using 0.1 mol% of [Ir(COE)2Cl]2
and exactly 2 equiv of Et2SiH2 at room temperature (Table 3).16

Interestingly, for amide 1v bearing an ester group, clean reduction
to the imine took place with little hydrosilylation of the ester
carbonyl bond (entry 4).17 Imines can also be conveniently trans-
formed to aldehydes, thus increasing the usefulness of this catalytic
reduction.

In summary, we report a highly efficient method for catalytic
reduction of secondary amides to imines and secondary amines
using diethylsilane as reductant. Side products are minimal and
high efficiencies have been achieved. The simple preparation of
the catalysts, mild reaction conditions, simple product isolation,
and tolerance toward many functional groups render this system
an attractive route for accessing secondary amines, imines, and
aldehydes from secondary amides.

■ ASSOCIATED CONTENT
*S Supporting Information
Experimental procedures, product characterization, and crys-
tallographic data. This material is available free of charge via the
Internet at http://pubs.acs.org.

■ AUTHOR INFORMATION
Corresponding Author
mbrookhart@unc.edu

Notes
The authors have submitted a provisional patent on this work.

■ ACKNOWLEDGMENTS
We gratefully acknowledge the financial support of the NSF as
part of the Center for Enabling New Technologies through
Catalysis (CENTC, Grant No. CHE-0650456).

■ REFERENCES
(1) (a) Comprehensive Organic Synthesis; Trost, B. M., Fleming, I.,
Eds.; Pergamon: Oxford, U.K., 1991; Vol. 8. (b) Comprehensive Organic
Transformations: A Guide to Functional Group Preparations, 2nd ed.;
Larock, R. C., Ed.; Wiley-VCH: New York, 1999. (c) Modern Reduction
Methods; Andersson, P. G., Munslow, I. J., Eds.; Wiley: New York, 2008.
(2) (a) Homer, R. B.; Johnson, C. D. In Chemistry of Amides; Zabicky,
J., Ed.; Interscience: New York, 1970. (b) Reductions in Organic
Chemistry; Hudlicky, M., Ed.; John Wiley & Sons: New York, 1984.
(c) Addis, D.; Das, S.; Junge, K.; Beller, M. Angew. Chem., Int. Ed.
2011, 50, 6004−6011.
(3) (a) Reductions by the Alumino- and Borohydrides in Organic
Synthesis, 2nd ed.; Seyden-Penne, J., Ed.; Wiley-VCH: New York,
2007. (b) Gribble, G. W. Chem. Soc. Rev. 1998, 27, 395−404. For
examples of reduction of amides with aluminum and boron reagents,
see: (c) Brown, H. C.; Tsukamoto, A. J. Am. Chem. Soc. 1964, 86,
1089−1095. (d) Brown, H. C.; Bigley, D. B.; Arora, S. K.; Yoon, N. M.
J. Am. Chem. Soc. 1970, 92, 7161−7167. (e) Brown, H. C.; Heim, P.
J. Org. Chem. 1973, 38, 912−916.
(4) (a) Barbe, G.; Charette, A. B. J. Am. Chem. Soc. 2008, 130, 18−
19. (b) Pelletier, G.; Bechara, W. S.; Charette, A. B. J. Am. Chem. Soc.
2010, 132, 12817−12819.
(5) (a) Kuwano, R.; Takahashi, M.; Ito, Y. Tetrahedron Lett. 1998, 39,
1017−1020. (b) Igarashi, M.; Fuchikami, T. Tetrahedron Lett. 2001,
42, 1945−1947. (c) Motoyama, H.; Mitsui, K.; Ishida, T.; Nagashima,
H. J. Am. Chem. Soc. 2005, 127, 13150−13151. (d) Hanada, S.;
Tsutsumi, E.; Motoyama, Y.; Nagashima, H. J. Am. Chem. Soc. 2009,
131, 15032−15040. (e) Zhou, S.; Junge, K.; Addis, D.; Das, S.; Beller,
M. Angew. Chem., Int. Ed. 2009, 48, 9507−9510. (f) Sunada, Y.;
Kawakami, H.; Imaoka, T.; Motoyama, Y.; Nagashima, H. Angew.
Chem., Int. Ed. 2009, 48, 9511−9514. (g) Das, S.; Addis, D.; Zhou, S.;
Junge, K.; Beller, M. J. Am. Chem. Soc. 2010, 132, 1770−1771.
(h) Mikami, Y.; Noujima, A.; Mitsudome, T.; Mizugaki, T.; Jitsukawa,
K.; Kaneda, K. Chem.Eur. J. 2011, 17, 1768−1772. (i) Park, S.;
Brookhart, M. J. Am. Chem. Soc. 2012, 134, 640−653.
(6) (a) Ohta, T.; Kamiya, M.; Nobutomo, M.; Kusui, K.; Furukawa, I.
Bull. Chem. Soc. Jpn. 2005, 78, 1856−1861. (b) Fernandes, A. C.;
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