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This study describes the combined experimental and computational elucidation of the mechanism and 
origins of stereoselectivities in the NHC-catalyzed dynamic kinetic resolution (DKR) of α-substituted-β-
ketoesters. Density functional theory computations reveal that the NHC-catalyzed DKR proceeds by two 
mechanisms, depending on the stereochemistry around the forming bond: 1) a concerted, asynchronous 10 

formal (2+2) aldol-lactonization process, or 2) a stepwise spiro-lactonization mechanism where the 
alkoxide is trapped by the NHC-catalyst. These mechanisms contrast significantly from mechanisms 
found and postulated in other related transformations. Conjugative stabilization of the electrophile and 
non-classical hydrogen bonds are key in controlling the stereoselectivity. This reaction constitutes an 
interesting class of DKRs in which the catalyst is responsible for the kinetic resolution to selectively and 15 

irreversibly capture an enantiomer of a substrate undergoing rapid racemization with the help of an 
exogenous base. 
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Introduction 
β-Lactones are highly useful building blocks for the synthesis of 
target compounds, especially in the area of natural product 
synthesis.2–13 Catalytic asymmetric methods have provided new 
approaches to access this valuable strained ring system, and 
additional selective routes from different substrate classes open 
new synthetic possibilities.14–19 We recently disclosed the first 
NHC-catalyzed dynamic kinetic resolution (DKR) reaction that 
furnishes β-lactones and cyclopentenes in good yields with high 
stereoselectivities from racemic α-substituted-β-keto esters (eq. 
4).20 Here, we report a collaborative computational study of the 
origins of stereoselectivities and the reaction mechanism.  We 
have discovered how the degree of conjugation to an electrophile 
controls the stereoselectivity of this reaction, and how the 
stereochemical environment around the forming bond leads to a 
divergence in mechanism. In the process, we have also discovered 
that this reaction is part of an unusual class of DKRs in which the 
catalyst is responsible for the kinetic resolution that irreversibly 
traps an enantiomer of a dynamically racemizing substrate in a 
stereocontrolled manner.  
Scheme 1. DKR of α-substituted-β-ketoesters 
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 The conversion of racemic starting materials to enantioenriched 
products is an ongoing goal in chemical synthesis with significant 
impact on the production of high value medicinal compounds.21–27  
Dynamic kinetic resolutions (DKRs) are one particularly efficient 
and widely used approach to convert racemic substrates to 
stereochemically pure products with a theoretical yield of 
100%.28–36 During the reaction sequence, a catalyst rapidly 
racemizes the substrate and stereospecifically transforms one 
enantiomer of the substrate. The ongoing catalyst driven 
racemization driven by Le Chatelier’s principle eventually leads 
to the accumulation of a stereochemically pure product. 
Substituted-β-ketoesters are the archetypal substrate for DKR 
reactions due to their configurational lability at the α-position 
(Scheme 1, eq. 1).37 Examples of DKRs with α-substituted-β-
ketoesters include several asymmetric hydrogenations (eq. 2),38,39 
and a Baeyer-Villiger oxidation (eq. 3).40 In 2007, we reported the 
NHC-catalyzed desymmetrization of 1,3-diketones, a kinetic 
resolution process.41 In this process, the chiral NHC-generated 
enol undergoes selective addition to one of the two ketones, to 
allow for the formation of enantioenriched lactones and 
cyclopentenes. Our 2012 report, the title reaction (Scheme 2), is 

an expansion of this reaction to a dynamic kinetic resolution 
process. 
Scheme 2. The parent transformation. Computational models abbreviated 
all ethyl groups to methyl. 
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 N-Heterocyclic carbenes (NHCs) have greatly advanced the 
fields of organic and inorganic chemistry as ligands42–49 and as 
catalysts.50–61 These unique Lewis bases have been used to 
generate acyl anion,62–76 homoenolate,77–94 and enolate 
equivalents,41,95–105 as well as promote hydroacylation106–111 and 
an exciting variety of non–Umpolung processes.112–115 These 
carbene-catalyzed processes have been used to access numerous 
challenging compound classes with high levels of diastereo- and 
enantioselectivities.  With all of the different reaction manifolds 
accessed through carbene catalysis, it is interesting to note that 
before our 2012 report, there had been no previous examples in 
the literature of NHCs facilitating a DKR.116  

Computational Methods 
The mechanism and origins of stereoselectivity of this reaction 
were studied using M06-2X117/6-
31+G**118,119/PCM(DCE)120//M06-2X/6-31G* as implemented in 
the Gaussian 09 suite of programs.121 This method has previously 
been shown by Sunoj to reproduce experimentally observed 
stereoselectivity in a related NHC process.122 Ethyl groups were 
modeled as methyl to reduce the degrees of freedom. Manual, 
exhaustive conformational searches were performed to ensure all 
relevant intermediates and transition structures were located. 
Intrinsic reaction coordinates (IRCs) were computed for all 
transition structures to verify reaction pathways. 

Results and Discussion  
 Previous computational studies of NHC-catalyzed processes 
have elucidated the mechanisms, reactivities, and stereocontrol in 
various NHC-organocatalyzed processes.66,122–136 This study 
builds on these earlier reports and reveals not only an unusual 
method of stereocontrol, but also an unprecedented mechanism. 
The computed catalytic cycle and the reaction coordinate diagram 
are shown in Figure 1. The attack of the NHC catalyst on the ω-
aldehyde, proton transfer, and two tautomerizations lead to the 
key enolate intermediate IV. The subsequent irreversible aldol 
cyclization diverges to two pathways, depending on the 
stereochemistry around the forming bond (Figure 1): 1) For the 
major (R,S,S)-product, a concerted asynchronous aldol-
lactonization pathway is operative. This is a formal (2+2) 
cyclization where the forming alkoxide simultaneously attacks the 
regenerating adjacent carbonyl, leading directly to the catalyst-
lactone adduct VIII. 2) For all minor products, a stepwise spiro-
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lactonization mechanism is operative, where the aldol irreversibly 
leads to a spiro compound VIb, the collapse of which leads to the 
catalyst-lactone adduct VIII. In all cases, the facile dissociation of 

the NHC catalyst regenerates the catalyst and releases the product 
lactones IX. 
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Figure 1.  The computed catalytic cycle (top) and reaction coordinate diagram (bottom). The pathway that leads to the major product is a concerted 
asynchronous (2+2) aldol-lactonization process while all minor products undergo a spiro-lactonization mechanism that traps the forming enolate with the 
catalyst iminium. Previously postulated pathway, involving the formation of the zwitterionic aldol adduct, does not exist on this potential energy surface. 

 The discovery of two divergent mechanisms for the aldol-
lactonization step contrast to the originally proposed mechanism 
in two ways: 1) originally, a stepwise mechanism that involves the 
formation of the zwitterionic aldol adduct VIa was postulated 
(Figure 1). This is unusual considering how frequently it is 
invoked and found in related reactions, most recently in the 
elegant work by Paddon-Row and Lupton.127 Surprisingly, neither 
this adduct nor the subsequent transition state (VIIa) to form the 
catalyst-lactone adduct VIII exist on the potential energy surface. 

All our efforts to locate these structures have led to intermediate 
VIb and transition state VIIb, respectively. 2) Computations 
unequivocally reveal that the aldol-cyclization occurs via the 
enolate rather than the enol. In fact, the aldol-lactonization TS 
involving the enol does not exist. In line with these computational 
observations, we observed that Lewis acid and thiourea additives 
either significantly slowed, or completely shut down the 
reaction.137 
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Figure 2.  Rate- and stereodetermining aldol cyclization transition states. Green lines indicate electrostatic stabilizations, and dotted lines indicate steric 
repulsions. Dihedral angles describe the planarity of the phenyl group with the electrophilic carbonyl (degree of conjugation). Distances are in Ångströms, 
dihedrals in degrees and free energies in kcal/mol.  Colors correspond to diastereomeric pathways in Figure 1. 

 The aldol transition states (TSs) for all observed products 
where R1 = Ph are shown in Figure 2. The TS-V-(R,S,S), which 
leads to the major product, is favored by 2.7 kcal/mol compared 
to minor enantiomer TS-V-(S,R,R). This compares favorably with 
experimental enantioselectivity of 2.9 kcal/mol. In contrast, the 
computed diastereoselectivity is overestimated by ~1 kcal/mol 
compared to experiments – major TS-V-(R,S,S) is favored by 2.2 
kcal/mol compared to the minor diastereomer TS-V-(S,S,S), 
while the experimental diastereoselectivity is 1.1 kcal/mol. 
 The energetic preference for the major TS-V-(R,S,S) stems 
from a double activation of the electrophilic ketone.  First, there is 
significant electrostatic stabilization of the developing negative 
charge on the ketone undergoing nucleophilic attack by a critical 
C–H···O non-classical hydrogen bonding interaction138 from the 
catalyst pyranyl C–H (indicated by thin green lines, Figure 2). 
Moreover, the phenyl substituent of the electrophilic ketone is in 
conjugation with the carbonyl (–0.2°), maximizing the reactivity 
of the ketone. 
 The origin of diastereocontrol arises from the reduced 
reactivity of the electrophilic ketone in the minor diastereomer 
TS-V-(S,S,S). The epimer at the ester stereocenter changes the 
torsion around the forming C–C bond such that although the 

stabilizing C–H···O interaction is maintained, it forces the 
electrophilic ketone to be twisted out of conjugation (–36°) with 
the phenyl ring to avoid steric interactions with the catalyst.139 
 We have computed a model system to quantify the effect of 
conjugative electrophilic activation on transition state stabilities. 
Shown in Table 1 are the energetic penalty from the loss of 
conjugation in various substituted benzaldehydes by comparing 
the fully conjugated planar (0° dihedral between the carbonyl and 
the Ph) with the phenyl twisted out of conjugation to the same 
degree as found in the minor transition state (34º dihedral 
average, across TS-V-(S,S,S) involving substrates where R = H, 
F, and OMe).  In the ground state, the loss of conjugation amounts 
to ~2 kcal/mol destabilization, regardless of the identity of the 
phenyl substitution. However, in model transition states of 
hydride addition to the carbonyl where the hydride approach has 
been fixed at 2Å, conjugative stabilization was worth significantly 
more, ~2-7 kcal/mol, depending on the electronic nature of the 
aryl substituent (entries 2 and 3, Table 1). This highlights a 
unique conjugative stabilization effect present only in the 
transition state but absent in the ground state that is strong enough 
to effect excellent stereocontrol. 
 The importance of this conjugative stabilization may explain 
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why alkyl ketone substrates are not compatible under these 
reaction conditions.140 This NHC-catalyzed DKR proved to be 
general for α-substituted-β-ketoesters with aryl ketones. The 
decreased electron-withdrawing ability of alkyl and alkenyl 
substrates led to either no reaction or formation of side products.  
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Scheme 3. NHC-catalyzed DKR of α-substituted-β-ketoesters to β-
lactones is general for aryl substitution, yet ineffective with alkyl and 
alkenyl substitution. 

 The minor enantiomeric product is formed via TS-V-(S,R,R). 
The pyranyl non-classical hydrogen bonding C–H···O interaction 
controls the enantioselectivity.  In the major TS, the pyranyl C–H 
is sandwiched between the enolate oxygen and the approaching 
electrophilic carbonyl, stabilizing the developing negative 
charges.  However, approach to the opposite face of the enolate, 
as in the minor enantiomer pathway TS-V-(S,R,R), precludes 
stabilization with the pyranyl C–H. Instead, stabilization is 
realized by weaker alkyl C–H···O interactions. The weakness of 

these interactions is the cause for the destabilization of this 
transition state. A related investigation of electrostatic control of 
stereoselectivity in NHC-catalyzed [4+2] annulation reactions has 
been recently reported by Bode and Kozlowski.132 

Table 1.a Energetic penalty from loss of conjugationb in benzaldehyde: 
ground state & model transition statec 
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entry R ΔGGS ΔGTS ΔG‡

exp
d ΔG‡

comp
e 

1 H 1.9 2.0 1.1 2.2 

2 F 1.6 4.8 >1.7 4.4 
3 OMeg 1.4 7.6 >1.7 5.3 

 a All energies in kcal/mol, b Free energy difference between fully 
conjugated (0º) and twisted (34º) benzaldehyde, Torsion of twisted 
geometry corresponds to the average torsion found in TS-V-(S,S,S), 
leading to the minor diastereomeric product. c Hydride to carbonyl 
distance fixed at 2.0 Å,  d Experimental diastereoselectivity, e Computed 
diastereoselectivity. g Experimental ethoxy compound modeled 
computationally as methoxy. 
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Figure 3.  1H NMR (500 MHz) spectroscopic deuterium exchange experiment. The chemical shift at 4.41 ppm represents the α-proton of the α-allylated β-
keto ester 30. 

 After we had computed the reaction coordinate, we questioned 
whether the NHC catalyst was indeed involved with the 
epimerization of the α-proton or was simply playing the role of a 
kinetic resolution catalyst. To test these two possibilities, we 
carried out a series of deuterium exchange experiments. 
α-Allylated β-keto ester 30 was dissolved in CD2Cl2/CD3OD 
mixture (0.07 M).141  Addition of cesium carbonate (30 mol %) as 
the base led to virtually instantaneous and complete deuterium 

incorporation at 23 °C as seen by 1H NMR spectroscopy (time = 
0). The same experiment performed at –10 °C showed significant 
deuterium exchange after 5 minutes (Figure 3), and complete 
exchange after 30 minutes. These results demonstrate that the 
optimal basic conditions used in our DKR reaction promote 
extremely rapid keto/enol tautomerization and epimerization of 
these α-substituted β-keto esters. 
 An alternative possibility exists where the NHC azolium salts 



 

 
 

6 

(pKa ~17-25)142–152 itself drives the deprotonation.153 While 
experiments involving preparation of pre-generated carbene using 
strong bases (LDA or NaH) led to decomposition of starting 
materials, this possibility cannot be completely excluded. 
 We designed a stereodivergent reaction on a racemic mixture 
(RRM) experiment to verify that the aldol-lactonization process, 
not the epimerization is rate-limiting. In contrast to a standard 
kinetic resolution, a divergent RRM converts both enantiomers of 
a racemic mixture to non-enantiomeric products.154–156 We 
employed racemic α-disubstituted β-ketoesters, which are 
configurationally stable (Scheme 4). Complete cyclization to 
diastereomeric β-lactone products 29a and 29b was achieved in 
excellent yield (50% maximum theoretical yield for each) and 
enantioselectivity in 12 hours, considerably slower than the 
exogenous base-mediated epimerization of the substrate. 
Scheme 4. Stereodivergent reaction on a racemic mixture (RRM) study.  
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 Together these results suggest that the basic conditions needed 
to generate the activated catalyst additionally promote substrate 
racemization at a faster rate than the overall DKR reaction 
process. We suspect that the NHC catalyst simply plays the role 
of a kinetic resolution catalyst that captures and irreversibly 
transforms one enantiomer of the substrate. The current DKR 
process is different from the classical DKR where the catalyst is 
involved with both the racemization and kinetic resolution; the 
racemization occurs tangentially to the kinetic resolution (Figure 
4). The stark differences in the role of the catalyst prompt us to 
suggest differentiating these two DKRs. Such processes, in fact, 
though rarely reported, have been observed by others.157–159 We 
suspect that this unusual DKR is more common than is currently 
recognized. 
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Figure 4. Types of kinetic resolution processes. In a kinetic resolution, 
starting materials do not racemize. Only one enantiomer is transformed to 
product (maximum 50% yield). Dynamic kinetic resolutions (DKRs) 
occur when starting materials racemize to the more reactive form, leading 
to a maximum 100% yield. In a classical DKR, the catalyst is responsible 
for the racemization and conversion to product. In non-classical DKRs, 
the racemization of starting materials occurs independent of the kinetic 
resolution catalyst. 

 

Conclusion 
 In summary, computations have uncovered the mechanism and 
origins of stereoselectivity in the first NHC-catalyzed dynamic 
kinetic resolution of α-substituted-β-keto esters that provide β-
lactones in high yields and selectivity. This study has uncovered 
two new mechanisms for the aldol-lactonization that challenge the 
currently accepted mechanism: 1) A concerted, asynchronous 
formal (2+2) aldol-lactonization process that leads to the major 
product, or 2) a stepwise spiro-lactonization mechanism that traps 
the forming enolate with the NHC catalyst iminium for all other 
products. The previously proposed stepwise mechanism, 
originally proposed by us, also invoked in other related reactions, 
is not operative.20 Additionally, we have uncovered how 
conjugative stabilization to the electrophile and C–H···O non-
classical hydrogen bonds are key to stereocontrol. Finally, we 
have also discovered that that the current reaction exhibits an 
unusual DKR, one we coined as non-classical due to the atypical 
role of the catalyst. The combined experimental and theoretical 
efforts described in this manuscript have led to discoveries that 
refine and further distinguish the current understanding of 
carbene-catalyzed reactions and DKR processes. These advances 
will continue to be enhanced and employed towards the discovery 
and advancement of new processes.  
 



Journal Name 

Cite this: DOI: 10.1039/c0xx00000x 

www.rsc.org/xxxxxx 

Dynamic Article Links ► 

ARTICLE TYPE 
 

This journal is © The Royal Society of Chemistry [year] [journal], [year], [vol], 00–00  |  7 

Acknowledgement 
DTC, CCE, and KAS acknowledge financial support generously 
provided by the NIH (NIGMS RO1-GM073072). RCJ and PHYC 
acknowledge financial support generously provided by Oregon 
State University and computing infrastructure in part provided by 5 

the NSF Phase-2 CCI, Center for Sustainable Materials 
Chemistry (NSF CHE-1102637). D.T.C. thanks the ACS 
Division of Organic Chemistry for a 2011-12 Graduate 
Fellowship, sponsored by Organic Syntheses/Organic Reactions. 
RCJ thanks Oregon State University for the Tartar Research 10 

Fellowship.   

Notes and references 
a Department of Chemistry, Oregon State University, 153 Gilbert Hall, 
Corvallis, OR, 97331, USA; E-mail: paulc@science.oregonstate.edu 
b Department of Chemistry, Center for Molecular Innovation and Drug 15 

Discovery, Northwestern University, 2145 Sheridan Road, Evanston, IL, 
60208, USA; E-mail: scheidt@northwestern.edu 
† Electronic Supplementary Information (ESI) available: [details of any 
supplementary information available should be included here]. See 
DOI: 10.1039/b000000x/ 20 

 
1. Current address:  Department of Chemistry and Biochemistry, 

Loyola University Chicago, Chicago, IL 60660. 
2. R. L. Danheiser and J. S. Nowick, J. Org. Chem., 1991, 56, 1176–

1185. 25 

3. J. Taunton, J. L. Collins, and S. L. Schreiber, J. Am. Chem. Soc., 1996, 
118, 10412–10422. 

4. W. D. Schmitz, N. B. Messerschmidt, and D. Romo, J. Org. Chem., 
1998, 63, 2058–2059. 

5. D. Romo, Y. Wang, and R. L. Tennyson, Heterocycles, 2004, 64, 605. 30 

6. H. Henry-Riyad, C. Lee, V. C. Purohit, and D. Romo, Org. Lett., 
2006, 8, 4363–4366. 

7. X. Shen, A. S. Wasmuth, J. Zhao, C. Zhu, and S. G. Nelson, J. Am. 
Chem. Soc., 2006, 128, 7438–7439. 

8. V. C. Purohit, A. S. Matla, and D. Romo, J. Am. Chem. Soc., 2008, 35 

130, 10478–10479. 
9. B. Chandra, D. Fu, and S. G. Nelson, Angew. Chem. Int. Ed., 2010, 49, 

2591–2594. 
10. C. A. Leverett, V. C. Purohit, and D. Romo, Angew. Chem. Int. Ed., 

2010, 49, 9479–9483. 40 

11. T. R. Vargo, J. S. Hale, and S. G. Nelson, Angew. Chem. Int. Ed., 2010, 
49, 8678–8681. 

12. G. Liu and D. Romo, Angew. Chem. Int. Ed., 2011, 50, 7537–7540. 
13. G. Liu, M. E. Shirley, and D. Romo, J. Org. Chem., 2012, 77, 2496–

2500. 45 

14. G. S. Cortez, R. L. Tennyson, and D. Romo, J. Am. Chem. Soc., 2001, 
123, 7945–7946. 

15. J. E. Wilson and G. C. Fu, Angew. Chem. Int. Ed., 2004, 43, 6358–
6360. 

16. C. Zhu, X. Shen, and S. G. Nelson, J. Am. Chem. Soc., 2004, 126, 50 

5352–5353. 
17. X.-N. Wang, P.-L. Shao, H. Lv, and S. Ye, Org. Lett., 2009, 11, 4029–

4031. 
18. L. He, H. Lv, Y.-R. Zhang, and S. Ye, J. Org. Chem., 2008, 73, 8101–

8103. 55 

19. J. Douglas, J. E. Taylor, G. Churchill, A. M. Z. Slawin, and A. D. 
Smith, J. Org. Chem., 2013, 78, 3925–3938. 

20. D. T. Cohen, C. C. Eichman, E. M. Phillips, E. R. Zarefsky, and K. A. 
Scheidt, Angew. Chem. Int. Ed., 2012, 51, 7309–7313. 

21. H. B. Kagan and J. C. Fiaud, in Topics in Stereochemistry, John Wiley 60 

& Sons, Inc., 1988, pp. 249–330. 
22. C. J. Sih and S.-H. Wu, in Topics in Stereochemistry, John Wiley & 

Sons, Inc., 1989, pp. 63–125. 
23. J. M. Keith, J. F. Larrow, and E. N. Jacobsen, Adv. Synth. Catal., 2001, 

343, 5–26. 65 

24. E. Vedejs and M. Jure, Angew. Chem. Int. Ed., 2005, 44, 3974–4001. 
25. C. E. Müller and P. R. Schreiner, Angew. Chem. Int. Ed., 2011, 50, 

6012–6042. 
26. V. P. Krasnov, D. A. Gruzdev, and G. L. Levit, Eur. J. Org. Chem., 

2012, 2012, 1471–1493. 70 

27. J. E. Taylor, S. D. Bull, and J. M. J. Williams, Chem. Soc. Rev., 2012, 
41, 2109–2121. 

28. R. Noyori, M. Tokounaga, and M. Kitamura, Bull Chem Soc Jpn, 
1995, 68, 36–55. 

29. R. S. Ward, Tetrahedron Asymmetry, 1995, 6, 1475–1490. 75 

30. S. Caddick and K. Jenkins, Chem. Soc. Rev., 1996, 25, 447–456. 
31. F. F. Huerta, A. B. E. Minidis, and J.-E. Bäckvall, Chem. Soc. Rev., 

2001, 30, 321–331. 
32. H. Pellissier, Tetrahedron, 2003, 59, 8291–8327. 
33. S.-K. Tian, Y. Chen, J. Hang, L. Tang, P. McDaid, and L. Deng, Acc. 80 

Chem. Res., 2004, 37, 621–631. 
34. H. Pellissier, Tetrahedron, 2008, 64, 1563–1601. 
35. H. Pellissier, Tetrahedron, 2011, 67, 3769–3802. 
36. H. Pellissier, Adv. Synth. Catal., 2011, 353, 659–676. 
37. These DKR processes rely on the rapid interconversion of the two 85 

enantiomers through the achiral enol intermediate. 
38. R. Noyori, T. Ikeda, T. Ohkuma, M. Widhalm, M. Kitamura, H. 

Takaya, S. Akutagawa, N. Sayo, and T. Saito, J. Am. Chem. Soc., 1989, 
111, 9134–9135. 

39. M. Kitamura, M. Tokunaga, and R. Noyori, J. Am. Chem. Soc., 1993, 90 

115, 144–152. 
40. A. Rioz-Martínez, A. Cuetos, C. Rodríguez, G. de Gonzalo, I. 

Lavandera, M. W. Fraaije, and V. Gotor, Angew. Chem. Int. Ed., 2011, 
50, 8387–8390. 

41. M. Wadamoto, E. M. Phillips, T. E. Reynolds, and K. A. Scheidt, J. 95 

Am. Chem. Soc., 2007, 129, 10098–10099. 
42. A. J. Arduengo, Acc. Chem. Res., 1999, 32, 913–921. 
43. D. Bourissou, O. Guerret, F. P. Gabbaï, and G. Bertrand, Chem. Rev., 

2000, 100, 39–92. 
44. A. Fürstner, L. Ackermann, B. Gabor, R. Goddard, C. W. Lehmann, 100 

R. Mynott, F. Stelzer, and O. R. Thiel, Chem. – Eur. J., 2001, 7, 3236–
3253. 

45. W. A. Herrmann, Angew. Chem. Int. Ed., 2002, 41, 1290–1309. 
46. E. A. B. Kantchev, C. J. O’Brien, and M. G. Organ, Angew. Chem. Int. 

Ed., 2007, 46, 2768–2813. 105 

47. F. E. Hahn and M. C. Jahnke, Angew. Chem. Int. Ed., 2008, 47, 3122–
3172. 

48. S. Würtz and F. Glorius, Acc. Chem. Res., 2008, 41, 1523–1533. 
49. G. C. Fortman and S. P. Nolan, Chem. Soc. Rev., 2011, 40, 5151–

5169. 110 

50. D. Enders and T. Balensiefer, Acc. Chem. Res., 2004, 37, 534–541. 
51. V. Nair, S. Bindu, and V. Sreekumar, Angew. Chem. Int. Ed., 2004, 43, 

5130–5135. 
52. D. Enders, O. Niemeier, and A. Henseler, Chem. Rev., 2007, 107, 

5606–5655. 115 



 

 
 

8 

53. V. Nair, S. Vellalath, and B. P. Babu, Chem. Soc. Rev., 2008, 37, 2691–
2698. 

54. E. M. Phillips, A. Chan, and K. A. Scheidt, Aldrichimica Acta, 2009, 
42, 55–66. 

55. V. Nair, R. S. Menon, A. T. Biju, C. R. Sinu, R. R. Paul, A. Jose, and V. 5 

Sreekumar, Chem. Soc. Rev., 2011, 40, 5336–5346. 
56. I. Piel, M. D. Pawelczyk, K. Hirano, R. Fröhlich, and F. Glorius, Eur. 

J. Org. Chem., 2011, 2011, 5475–5484. 
57. D. T. Cohen and K. A. Scheidt, Chem. Sci., 2011, 3, 53–57. 
58. A. Grossmann and D. Enders, Angew. Chem. Int. Ed., 2012, 51, 314–10 

325. 
59. J. Izquierdo, G. E. Hutson, D. T. Cohen, and K. A. Scheidt, Angew. 

Chem. Int. Ed., 2012, 51, 11686–11698. 
60. H. U. Vora, P. Wheeler, and T. Rovis, Adv. Synth. Catal., 2012, 354, 

1617–1639. 15 

61. S. J. Ryan, L. Candish, and D. W. Lupton, Chem. Soc. Rev., 2013, 42, 
4906–4917. 

62. T. Jousseaume, N. E. Wurz, and F. Glorius, Angew. Chem. Int. Ed., 
2011, 50, 1410–1414. 

63. N. Kuhl and F. Glorius, Chem. Commun., 2010, 47, 573–575. 20 

64. S. Vedachalam, S. M. Tan, H. P. Teo, S. Cai, and X.-W. Liu, Org. Lett., 
2012, 14, 174–177. 

65. A. Bhunia, S. R. Yetra, S. S. Bhojgude, and A. T. Biju, Org. Lett., 2012, 
14, 2830–2833. 

66. D. A. DiRocco, E. L. Noey, K. N. Houk, and T. Rovis, Angew. Chem. 25 

Int. Ed., 2012, 51, 2391–2394. 
67. D. A. DiRocco and T. Rovis, J. Am. Chem. Soc., 2012, 134, 8094–

8097. 
68. D. A. DiRocco and T. Rovis, Angew. Chem. Int. Ed., 2012, 51, 5904–

5906. 30 

69. M.-Q. Jia, C. Liu, and S.-L. You, J. Org. Chem., 2012, 77, 10996–
11001. 

70. Y. Liu, M. Nappi, E. C. Escudero-Adán, and P. Melchiorre, Org. Lett., 
2012, 14, 1310–1313. 

71. C. A. Rose, S. Gundala, C.-L. Fagan, J. F. Franz, S. J. Connon, and K. 35 

Zeitler, Chem. Sci., 2012, 3, 735–740. 
72. N. E. Wurz, C. G. Daniliuc, and F. Glorius, Chem. – Eur. J., 2012, 18, 

16297–16301. 
73. C. J. Collett, R. S. Massey, O. R. Maguire, A. S. Batsanov, A. C. 

O’Donoghue, and A. D. Smith, Chem. Sci., 2013, 4, 1514–1522. 40 

74. M.-Q. Jia and S.-L. You, ACS Catal., 2013, 3, 622–624. 
75. F. M. F. Santos, J. N. Rosa, V. André, M. T. Duarte, L. F. Veiros, and 

P. M. P. Gois, Org. Lett., 2013, 15, 1760–1763. 
76. Q. Y. Toh, A. McNally, S. Vera, N. Erdmann, and M. J. Gaunt, J. Am. 

Chem. Soc., 2013, 135, 3772–3775. 45 

77. C. Burstein and F. Glorius, Angew. Chem. Int. Ed., 2004, 43, 6205–
6208. 

78. S. S. Sohn, E. L. Rosen, and J. W. Bode, J. Am. Chem. Soc., 2004, 126, 
14370–14371. 

79. A. Chan and K. A. Scheidt, Org. Lett., 2005, 7, 905–908. 50 

80. V. Nair, S. Vellalath, M. Poonoth, and E. Suresh, J. Am. Chem. Soc., 
2006, 128, 8736–8737. 

81. A. Chan and K. A. Scheidt, J. Am. Chem. Soc., 2007, 129, 5334–5335. 
82. P.-C. Chiang, J. Kaeobamrung, and J. W. Bode, J. Am. Chem. Soc., 

2007, 129, 3520–3521. 55 

83. A. Chan and K. A. Scheidt, J. Am. Chem. Soc., 2008, 130, 2740–2741. 
84. B. E. Maki, A. Chan, and K. A. Scheidt, Synthesis, 2008, 2008, 1306–

1315. 
85. E. M. Phillips, T. E. Reynolds, and K. A. Scheidt, J. Am. Chem. Soc., 

2008, 130, 2416–2417. 60 

86. B. E. Maki, E. V. Patterson, C. J. Cramer, and K. A. Scheidt, Org. Lett., 
2009, 11, 3942–3945. 

87. D. E. A. Raup, B. Cardinal-David, D. Holte, and K. A. Scheidt, Nat. 
Chem., 2010, 2, 766–771. 

88. D. T. Cohen, B. Cardinal-David, J. M. Roberts, A. A. Sarjeant, and K. 65 

A. Scheidt, Org. Lett., 2011, 13, 1068–1071. 
89. D. T. Cohen, B. Cardinal-David, and K. A. Scheidt, Angew. Chem. Int. 

Ed., 2011, 50, 1678–1682. 
90. X. Zhao, D. A. DiRocco, and T. Rovis, J. Am. Chem. Soc., 2011, 133, 

12466–12469. 70 

91. J. Dugal-Tessier, E. A. O’Bryan, T. B. H. Schroeder, D. T. Cohen, and 
K. A. Scheidt, Angew. Chem. Int. Ed., 2012, 51, 4963–4967. 

92. K. Jiang, B. Tiwari, and Y. R. Chi, Org. Lett., 2012, 14, 2382–2385. 
93. C. R. Sinu, D. V. M. Padmaja, U. P. Ranjini, K. C. Seetha Lakshmi, E. 

Suresh, and V. Nair, Org. Lett., 2013, 15, 68–71. 75 

94. A. Bhunia, A. Patra, V. G. Puranik, and A. T. Biju, Org. Lett., 2013, 15, 
1756–1759. 

95. M. He, G. J. Uc, and J. W. Bode, J. Am. Chem. Soc., 2006, 128, 15088–
15089. 

96. E. M. Phillips, M. Wadamoto, A. Chan, and K. A. Scheidt, Angew. 80 

Chem. Int. Ed., 2007, 46, 3107–3110. 
97. Y. Kawanaka, E. M. Phillips, and K. A. Scheidt, J. Am. Chem. Soc., 

2009, 131, 18028–18029. 
98. E. M. Phillips, M. Wadamoto, H. S. Roth, A. W. Ott, and K. A. 

Scheidt, Org. Lett., 2009, 11, 105–108. 85 

99. E. M. Phillips, M. Wadamoto, and K. A. Scheidt, Synthesis, 2009, 4, 
687–690. 

100. E. M. Phillips, J. M. Roberts, and K. A. Scheidt, Org. Lett., 2010, 12, 
2830–2833. 

101. X. Fang, X. Chen, and Y. R. Chi, Org. Lett., 2011, 13, 4708–4711. 90 

102. A. G. Kravina, J. Mahatthananchai, and J. W. Bode, Angew. Chem. Int. 
Ed., 2012, 51, 9433–9436. 

103. L. Yang, F. Wang, P. J. Chua, Y. Lv, L.-J. Zhong, and G. Zhong, Org. 
Lett., 2012, 14, 2894–2897. 

104. X. Zhao, K. E. Ruhl, and T. Rovis, Angew. Chem. Int. Ed., 2012, 51, 95 

12330–12333. 
105. Z. Fu, H. Sun, S. Chen, B. Tiwari, G. Li, and Y. R. Chi, Chem. 

Commun., 2012, 49, 261–263. 
106. A. Chan and K. A. Scheidt, J. Am. Chem. Soc., 2006, 128, 4558–4559. 
107. K. Hirano, A. T. Biju, I. Piel, and F. Glorius, J. Am. Chem. Soc., 2009, 100 

131, 14190–14191. 
108. A. T. Biju, N. E. Wurz, and F. Glorius, J. Am. Chem. Soc., 2010, 132, 

5970–5971. 
109. X. Bugaut, F. Liu, and F. Glorius, J. Am. Chem. Soc., 2011, 133, 8130–

8133. 105 

110. C. Ma, Z.-J. Jia, J.-X. Liu, Q.-Q. Zhou, L. Dong, and Y.-C. Chen, 
Angew. Chem. Int. Ed., 2013, 52, 948–951. 

111. M. Schedler, D.-S. Wang, and F. Glorius, Angew. Chem. Int. Ed., 2013, 
52, 2585–2589. 

112. E. M. Phillips, M. Riedrich, and K. A. Scheidt, J. Am. Chem. Soc., 110 

2010, 132, 13179–13181. 
113. L. Candish and D. W. Lupton, Org. Biomol. Chem., 2011, 9, 8182–

8189. 
114. S. J. Ryan, L. Candish, and D. W. Lupton, J. Am. Chem. Soc., 2011, 

133, 4694–4697. 115 

115. L. Candish and D. W. Lupton, J. Am. Chem. Soc., 2013, 135, 58–61. 
116. For a DKR process involving sequential iminium ion catalysis and 

NHC catalysis, see: K. E. Ozboya, T. Rovis, Chem. Sci. 2011, 2, 1835-
1838.  In this work, the NHC does not interact with a racemic 
mixture.  Iminium ion catalysis presumably establishes the first 120 

stereocenter and the subsequent carbene catalysis step involves a 
second asymmetric, diastereoselective bond-forming event. 

117. Y. Zhao and D. G. Truhlar, Theor. Chem. Acc., 2008, 120, 215–241. 
118. W. J. Hehre, R. Ditchfield, and J. A. Pople, J. Chem. Phys., 1972, 56, 

2257. 125 

119. P. C. Hariharan and J. A. Pople, Theor. Chim. Acta, 1973, 28, 213–
222. 

120. S. Miertuš, E. Scrocco, and J. Tomasi, Chem. Phys., 1981, 55, 117–
129. 



 

 
 

9 

121. Gaussian 09, Revision C.01, Frisch, M. J.; Trucks, G. W.; Schlegel, H. 
B.; Scuseria, G. E.; Robb, M. A.; Cheeseman, J. R.; Scalmani, G.; 
Barone, V.; Mennucci, B.; Petersson, G. A.; Nakatsuji, H.; Caricato, 
M.; Li, X.; Hratchian, H. P.; Izmaylov, A. F.; Bloino, J.; Zheng, G.; 
Sonnenberg, J. L.; Hada, M.; Ehara, M.; Toyota, K.; Fukuda, R.; 5 

Hasegawa, J.; Ishida, M.; Nakajima, T.; Honda, Y.; Kitao, O.; Nakai, 
H.; Vreven, T.; Montgomery, Jr., J. A.; Peralta, J. E.; Ogliaro, F.; 
Bearpark, M.; Heyd, J. J.; Brothers, E.; Kudin, K. N.; Staroverov, V. 
N.; Kobayashi, R.; Normand, J.; Raghavachari, K.; Rendell, A.; 
Burant, J. C.; Iyengar, S. S.; Tomasi, J.; Cossi, M.; Rega, N.; Millam, 10 

N. J.; Klene, M.; Knox, J. E.; Cross, J. B.; Bakken, V.; Adamo, C.; 
Jaramillo, J.; Gomperts, R.; Stratmann, R. E.; Yazyev, O.; Austin, A. 
J.; Cammi, R.; Pomelli, C.; Ochterski, J. W.; Martin, R. L.; 
Morokuma, K.; Zakrzewski, V. G.; Voth, G. A.; Salvador, P.; 
Dannenberg, J. J.; Dapprich, S.; Daniels, A. D.; Farkas, Ö.; Foresman, 15 

J. B.; Ortiz, J. V.; Cioslowski, J.; Fox, D. J. Gaussian, Inc., Wallingford 
CT, 2009. 

122. Y. Reddi and R. B. Sunoj, Org. Lett., 2012, 14, 2810–2813. 
123. For a review on all computational studies of organocatalysis, 

including NHC-catalysis see: Cheong, P. H.-Y.; Legault, C. Y.; Um, J. 20 

M.; Çelebi-Ölçüm, N.; Houk, K. N., Chem. Rev. 2011, 111, 5042-
5137. 

124. J. Guin, S. De Sarkar, S. Grimme, and A. Studer, Angew. Chem. Int. 
Ed., 2008, 47, 8727–8730. 

125. L. R. Domingo, R. J. Zaragozá, and M. Arnó, Org. Biomol. Chem., 25 

2010, 8, 4884–4891. 
126. L. R. Domingo, R. J. Zaragozá, and M. Arnó, Org. Biomol. Chem., 

2011, 9, 6616–6622. 
127. S. J. Ryan, A. Stasch, M. N. Paddon-Row, and D. W. Lupton, J. Org. 

Chem., 2012, 77, 1113–1124. 30 

128. T. K. Sen, S. C. Sau, A. Mukherjee, A. Modak, S. K. Mandal, and D. 
Koley, Chem. Commun., 2011, 47, 11972–11974. 

129. J. M. Um, D. A. DiRocco, E. L. Noey, T. Rovis, and K. N. Houk, J. 
Am. Chem. Soc., 2011, 133, 11249–11254. 

130. P. Verma, P. A. Patni, and R. B. Sunoj, J. Org. Chem., 2011, 76, 5606–35 

5613. 
131. S. Wei, X.-G. Wei, X. Su, J. You, and Y. Ren, Chem. – Eur. J., 2011, 17, 

5965–5971. 
132. S. E. Allen, J. Mahatthananchai, J. W. Bode, and M. C. Kozlowski, J. 

Am. Chem. Soc., 2012, 134, 12098–12103. 40 

133. O. Hollóczki, Z. Kelemen, and L. Nyulászi, J. Org. Chem., 2012, 77, 
6014–6022. 

134. E. Lyngvi, J. W. Bode, and F. Schoenebeck, Chem. Sci. R. Soc. Chem. 
2010, 2012, 3, 2346–2350. 

135. R. C. Samanta, B. Maji, S. De Sarkar, K. Bergander, R. Fröhlich, C. 45 

Mück-Lichtenfeld, H. Mayr, and A. Studer, Angew. Chem. Int. Ed., 
2012, 51, 5234–5238. 

136. J. Zhao, C. Mück-Lichtenfeld, and A. Studer, Adv. Synth. Catal., 2013, 
355, 1098–1106. 

137. Additives include Lewis acids such as LiCl, LiBF4, LiPF6, NiCl2, 50 

NiBr2 and Schreiner’s N,N’-bis[3,5-bis(trifluoromethyl)phenyl 
thiourea. 

138. R. C. Johnston and P. H.-Y. Cheong, Org. Biomol. Chem., 2013, 11, 
5057–5064. 

139. The role of conjugative stabilization of electrophiles in determining 55 

stereocontrol is, to our knowledge, unprecedented. However, the 
role of conjugative stabilization of nucleophiles in determining 
stereocontrol has been reported: Pattawong, O.; Mustard, T. J. L.; 
Johnston, R. C.; Cheong, P. H.-Y. Angew. Chem. Int. Ed. 2013, 52, 
1420-1423. 60 

140. The only non-aryl ketone example that gave any substantial amount 
of product was the cyclopropyl ketone (51% isolated yield, 50% ee, 
20:1 dr). 

141. For details see the Supporting Information. The molarity for the 1H 
NMR study was the same used for NHC-catalyzed DKR. 65 

142. M. W. Washabaugh and W. P. Jencks, J. Am. Chem. Soc., 1989, 111, 
674–683. 

143. M. W. Washabaugh and W. P. Jencks, J. Am. Chem. Soc., 1989, 111, 
683–692. 

144. F. G. Bordwell and A. V. Satish, J. Am. Chem. Soc., 1991, 113, 985–70 

990. 
145. R. W. Alder, P. R. Allen, and S. J. Williams, J. Chem. Soc. Chem. 

Commun., 1995, 1267–1268. 
146. J. P. Pezacki, Can. J. Chem., 1999, 77, 1230–1240. 
147. Y.-J. Kim and A. Streitwieser, J. Am. Chem. Soc., 2002, 124, 5757–75 

5761. 
148. A. M. Magill, K. J. Cavell, and B. F. Yates, J. Am. Chem. Soc., 2004, 

126, 8717–8724. 
149. T. L. Amyes, S. T. Diver, J. P. Richard, F. M. Rivas, and K. Toth, J. 

Am. Chem. Soc., 2004, 126, 4366–4374. 80 

150. Y. Chu, H. Deng, and J.-P. Cheng, J. Org. Chem., 2007, 72, 7790–
7793. 

151. E. M. Higgins, J. A. Sherwood, A. G. Lindsay, J. Armstrong, R. S. 
Massey, R. W. Alder, and A. C. O’Donoghue, Chem. Commun., 2011, 
47, 1559–1561. 85 

152. R. S. Massey, C. J. Collett, A. G. Lindsay, A. D. Smith, and A. C. 
O’Donoghue, J. Am. Chem. Soc., 2012, 134, 20421–20432. 

153. X.-W. Fan and Y. Cheng, Org. Biomol. Chem., 2012, 10, 9079–9084. 
154. L. C. Miller and R. Sarpong, Chem. Soc. Rev., 2011, 40, 4550–4562. 
155. M. S. Kerr, J. Read de Alaniz, and T. Rovis, J. Am. Chem. Soc., 2002, 90 

124, 10298–10299. 
156. M. S. Kerr and T. Rovis, J. Am. Chem. Soc., 2004, 126, 8876–8877. 
157. X. Yang and V. B. Birman, Angew. Chem. Int. Ed., 2011, 50, 5553–

5555. 
158. V. Jurkauskas and S. L. Buchwald, J. Am. Chem. Soc., 2002, 124, 95 

2892–2893. 
159. S. Y. Lee, J. M. Murphy, A. Ukai, and G. C. Fu, J. Am. Chem. Soc., 

2012, 134, 15149–15153. 
 




