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Organocatalysts are useful asymmetric catalysts in synthetic chemistry because they are environment-friendly, inexpensive and easy 

to use.
1
 In particular, the development of organocatalysts that display high enantioselectivity to the asymmetric aldol reaction has 

received attention as this reaction is one of the most useful carbon-carbon forming reactions.
2 
As pioneering work, List et al. 

reported proline-catalyzed asymmetric aldol reaction of aldehydes.
3
 So far, various prolinamide catalysts that displayed high 

enantioselectivity to asymmetric aldol reaction were developed.
2
 

  In prolinamide catalysts, peptide catalysts are recognized as helpful catalysts for asymmetric aldol reaction as it is possible to  

Figure 1. Peptide-catalysts for asymmetric aldol reaction of isatins 

realize high enantioselectivity and high activity by optimization of amino acid sequence. However, although peptides that catalyze 

aldol reaction using aldehydes as aldol accepter with high enantioselectivity are reported,
4,5

 peptides that catalyze aldol reaction 

using ketones as aldol accepter are limited.
6
 Especially, peptide catalysts for asymmetric aldol reaction of isatins giving 3-

substituted 3-hydroxy-2-oxindoles which is a partial structure in various biologically active compounds are only two reports.
7
 

Tomasini et al. described the dipeptide-catalyzed asymmetric aldol reaction of isatins, with up to 77% ee (Figure 1, left).
6b-c

 Panda et 

al. reported the anthranilic acid-containing tripeptide-catalyzed asymmetric aldol reaction of isatins with up to 84% ee (Figure 1, 

right).
6d 

These peptide catalysts for this reaction are expected to improve stereoselectivity. 
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The development of unnatural tripeptides as highly enantioselective organocatalysts for the 

asymmetric aldol reaction of isatins was achieved. H-Pro-Gly-D-Ala-OH with the D-alanine 

residue as the C-terminal amino acid residue expressed the best enantioselectivity. The H-Pro-

Gly-D-Ala-OH-catalyzed reaction of isatins gave various aldol adducts with up to 93% yield and 

up to 97% ee. Investigation of the transition state via DFT calculation revealed that high optical 

purity was realized by the D-alanine controlled steric environment. 

2009 Elsevier Ltd. All rights reserved. 
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In this work, to develop a highly enantioselective peptide catalyst for the asymmetric aldol reaction of isatins, we designed 

unnatural tripeptide catalysts containing D-amino acid (Figure 2).  

Figure 2. catalyst design 

 

 

The concept of catalyst design was stereocontrol by D-amino acid. We thought that high enantioselectivity could be realized by a 

tripeptide that took a different conformation than a tripeptide 

composed of only natural L-amino acids by introducing an D-

amino acid in the amino acid sequence. This catalyst had an amino 

group that acted as enamine formation site to activate a nucleophile 

as well as two amido groups and carboxyl group as hydrogen 

bonding sites to activate an electrophile. For that reason, we 

expected that this catalyst was active enough for this reaction. 

Tripeptides used as catalysts in this reaction were synthesized by 

a method suggested in the supporting information (see supporting 

information). 

The effect of the catalyst design in the asymmetric aldol reaction 

of isatins was examined using a reaction between N-benzylisatin 

1a and acetone 2 as model reaction (Table 1). To clarify the effect 

of introducing D-amino acid as the C-terminal amino acid residue, 

aldol reactions catalyzed by 3a, 3b, and 3c having glycine, L-

alanine, and D-alanine as C-terminal amino acid residue were 

carried out (Table 1, entries 1-3). The aldol reaction catalyzed by 

3c (with D-alanine as C-terminal amino acid residue) had the best 

enantioselectivity (Table 1, entry 3). The aldol reactions catalyzed 

by 3d and 3e (having bulky isopropyl or aromatic phenyl 

substitution) showed lower optical  

 

purity than the 3c-catalyzed aldol reaction (Table 1, entries 4 and 

5). To reveal the effect of introducing a D-amino acid at the amino 

acid residue adjacent to the proline residue, aldol reactions 

catalyzed by 3f and 3g (having L-alanine and D-alanine as amino 

acid residues adjacent to proline residue) were conducted (Table 1, 

entries 6 and 7). The stereoselectivities of both the reactions did 

not improve relative to the 3c-catalyzed aldol reaction. These results indicated that C-terminal D-alanine was beneficial for 

enantioselectivity. To investigate the effects of N-terminal amino group and C-terminal carboxyl group, aldol reactions catalyzed by 

3h and 3i were carried out (Table 1, entries 8 and 9). 3h-catalyzed reaction did not progress. The enantioselectivity and chemical 

yield of 3i-catalyzed reaction dropped relative to the 3c-catalyzed reaction. it was concluded that 3c was the optimal catalyst for this 

reaction. 

 

Table 1. Optimization of catalyst 

 

 

 

 

 

Entry tripeptide 3 Yield (%)a ee (%)b 

1 H-Pro-Gly-Gly-OH 3a 99  71 

2 H-Pro-Gly-Ala-OH 3b 86  61 

3 H-Pro-Gly-D-Ala-OH 3c 99  91 

4 H-D-Pro-Gly-Val-OH 3d 66 -58 

5 H-D-Pro-Gly-Phg-OH 3e 99 -89 

6 H-Pro-D-Ala-D-Ala-OH 3f 99  76 

7 H-Pro-Ala-D-Ala-OH 3g 99  86 

8 Cbz-Pro-Gly-D-Ala-OH 3h N.R.  N.D. 

9 H-Pro-Gly-D-Ala-OMe 3i 9  51 

a Determined by 1H NMR using internal standard technique. b 
Determined by HPLC analysis using DAICEL CHIRALPAK AD-H 
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The effect of reaction conditions was investigated (Table 2). The effects of reaction temperature and catalytic amount for the 

optical purity of aldol adduct were slight (Table 2, entries 1-5). The amounts of acetone 2 and H2O had great influence on 

enantioselectivity and chemical yield (Table 2, entries 6-10). As a consequence, the 3c (5 mol%)-catalyzed reaction in the presence 

of 100 eq. acetone 2 and H2O at 0 °C for 4 h demonstrated the highest optical purity of aldol adduct (Table 2, entry 4). 

After optimizing the reaction condition, the substrate scope of this reaction was studied (Figure 3).  

Figure 3. peptide-catalyzed asymmetric aldol reaction of isatins 

To disclose the influence of substitution on the amido group in isatins, reactions using isatin 1b, N-methylisatin 1c, and N-

ethylisatin 1d were conducted. Isatin 1b gave the corresponding aldol adduct 4b with low enantioselectivity and medium yield. 

Good yield and ee were observed by employing N-methylisatin 1c and N-ethylisatin 1d. To divulge the effect of the substituent on 

the aromatic ring in isatin, reactions using 4-bromoisatin 1e, 5-bromoisatin 1f, and 6-bromoisatin 1h were performed. Although 4e 

and 4f were noticed in high yields, optical purity was low. N-benzyl-6-bromoisatin 1h reacted to give the corresponding aldol 

adduct 1h in high yield and enantioselectivity.  

It was assumed that a catalytic cycle of this reaction was similar to the proline-catalyzed asymmetric aldol reaction (Figure 4).
3
 

Thus, acetone 2 (nucleophile) was activated by enamine formation due to reaction between the amino group of 3c and 2. C–C bond 

was next formed by nucleophilic addition to isatins 1 as an electrophile of enamine. Finally, the aldol adduct was given by 

hydrolysis of the iminium cation generated by nucleophilic addition to isatins 1 of enamine. In this reaction, absolute configuration 

of the aldol adduct was determined at this C–C bond formation step. 

 

Table 2. Optimization of the reaction conditions of 3c-catalyzed reaction between 1a and 2. 

Entry Temp. (°C) Time (h) 1c (mol%) Acetone (equiv) H2O (equiv) Yield (%)[a] ee (%)[b] 

1 0 4 10 100 100 99 91 

2 -40 24 10 100 100 95 89 

3 25 4 10 100 100 95 87 

4 0 4 5 100 100 95(92)c 94 

5 0 4 2.5 100 100 58 89 

6 0 4 5 200 100 94 84 

7 0 4 5 50 100 18 40 

8 0 4 5 100 200 21 57 

9 0 4 5 100 50 98 81 

10 0 4 5 100 None 51 21 

a Determined by 1H NMR using internal standard technique. b Determined by HPLC analysis using DAICEL CHIRALPAK AD-H. c Isolated yield 
after preparative thin layer chromatography. 



  

 5 

Figure 4. Plausible catalytic cycle 

To reveal the role of the C-terminal D-alanine residue in 3c for enantioselectivity, the transition state structure of C–C bond 

formation step was investigated via DFT calculation.
8,9

 The 3c-catalyzed aldol reaction between N-methylisatin 1c and acetone 2 

was selected as model reaction because of reduced calculation cost. In both cases of transition states giving the (S)-aldol adduct and 

(R)-aldol adduct, although two transition states possessing different hydrogen-bonding networks were found, it was disclosed that 

TS-(S)—with multiple hydrogen bonds such as a, b, and c—and TS-(R)—with multiple hydrogen bonds such as a, b, c, and d—

were kinetically favorable (see supporting information). Comparison of the Gibbs energies of TS-(S) and TS-(R) displayed that TS-

(R) was 1.1 kcal/mol more unstable than TS-(S) in spite of TS-(R) having more hydrogen bonds than TS-(S) (Figure 5). The 

relationship between the Gibbs energies of TS-(S) and TS-(R) was elucidated by the difference in the steric environment of the 

methyl group of the D-alanine residue. In TS-(R), the methyl group in D-alanine repelled the carboxyl group. In contrast to TS-(R), 

in TS-(S), the methyl group in D-alanine residue did not repel the carboxyl group or the carbonyl group in the glycine residue. We 

thought that this difference in steric environments destabilized only TS-(R), so that the unnatural tripeptide 3c displayed high 

stereoselectivity in this reaction. The investigation of transition state structure via DFT calculation indicated that the C-terminal D-

alanine residue in 3c played an essential role in the production of enantioselectivity.  

In conclusion, we developed unnatural tripeptide 3c as a highly enantioselective organocatalyst for the asymmetric aldol reaction 

of isatins. D-alanine as the C-terminal amino acid residue in 3c improved the optical purity of the aldol adduct. Investigation of the 

transition state structure via DFT calculation revealed that unnatural D-alanine residue controlled the steric environment to express 

high enantioselectivity. 

Figure 5. Transition state of 3c-catalyzed reaction of 1c with 2 

Acknowledgment 

We would like to thank Editage (www.editage.jp) for English language editing. 

Supplementary data 

Supplementary data associated with this article can be found, in the online version, at 

References 

1. Torres, R. R.; Stereoselective Organocatalyst, Wiley-VCH: Weinheim, 2013 

2. (a) Bisai, V.; Bisai, A.; Singh, V. K. Tetrahedron, 2012, 68, 4541-4580; (b) Heravi, M. M.; Zadsirjan, V.; Dehgani, M.; Hosseintash, N. 
Tetrahedron: Asymmetry, 2017, 28, 587-707 

3. List, B.; Lerner, C. F.; Barbas, C. F., ⅢJ. Am. Chem. Soc. 2000, 122, 2395-2396 
4. Highly enantioselective peptide catalysts for asymmetric aldol reaction between aldehydes and acyclic ketones; (a) Tang, Z.; Yang, Z. –H.; Cun, 

L. –F.; Gong, L. Zhu.; Mi. A. –Q.; Jiang, Y. –Z. Org. Lett. 2004, 6, 2285-2287; (b) Shi, L. –X.; Sun, Q.; Ge, Z. –M.; Zhu, Y. –Q.; Cheng, T. –M.; 

Li, R. –T. Synlett 2004, 2215-2217; (c) Krattiger, P.; Kovasy, R.; Jefferson, D. R.; Wennemers, H. QSAR Comb. Sci. 2005, 24, 1158-1163; (d) 
Krattiger, P.; Kovasy, R.; Revell, J. D.; Ivan, S.; Wennermers, H. Org. Lett. 2005, 5, 1101-1103; (e) Revell. J. D., Gantenbein, D.; Krattiger, P.; 

Wennemers, H. Biopolymers (Pept. Sci.) 2006, 84, 105-113; (f) Dodda, R.; Zhao, C. –G. Synlett 2007, 1605-1609; (g) D’Elia, V. Zwicknagl, H.; 
Reiser, O. J. Org. Chem. 2008, 73, 3262-3265; (h) Wu, F. –C.; Da, C. –S.; Du, Z. –X.; Guo, Q. –P.; Li, W. –P.; Yi, L.; Jia, Y. –N.; Ma, X. J. Org. 

Chem. 2009, 74, 4812-4818; (i) Pearson, A. J.; Panda, S. Org. Lett. 2011, 13, 5548-5551; (j) Barrulas, P.; Benaglia, M.; Burkr, A. J. Tetrahedron: 

Asymmetry 2014, 25, 923-935. 
5. Highly enantioselective peptide catalysts for asymmetric aldol reaction between aldehydes and cyclic ketones; (a) Zou, W.; Ibrahem, I.; Dziedzic, 

P.; Sunden, H.; Cordova, A. Chem. Commun. 2005, 4946-4948; (b) Cordova, A.; Zou, W.; Dziedzic, P.; Ibrahem, I.; Reyes, E.; Xu, Y. Chem. Eur. 
J. 2006, 12, 5383-5397; (c) Dziedzic, P.; Zou, W.; Hafren, J.; Cordova, A. Org. Biomol. Chem. 2006, 4, 38-40; (d) Lei, M.; Shi, L.; Li, G.; Chen, 

S.; Fang, W.; Ge, Z.; Cheng, T.; Li, R. Tetrahedron 2007, 63, 7892-7898; (e) Dodda, R.; Zhao, C. –G. Synlett 2007, 1605-1609; (f) D’Elia, V.; 

Zwicknagl, H.; Reiser, O. J. Org. Chem. 2008, 73, 3262-3265; (g) Chen, F.; Huang, S.; Zhang, H.; Liu, F.; Peng, Y. Tetrahedron 2008, 64, 9585-

a : 1.847 Å 
b : 1.999 Å 
c : 1.776 Å 
 

G = 0.0 kcal/mol 
TS-(S)  
 

a : 1.822 Å 
b : 2.794 Å 
c : 2.090 Å 
d : 2.108 Å 

G = 1.1 kcal/mol 
TS-(R) 
 

steric  
repulsion 

 

a 
 

c 
 
 
 

b 
 

 
 

b 
 
 
 

c 
 
 
 

d 
 
 
 

a 
 
 
 

http://www.editage.jp/


  

 6 

9591; (h) Yan, J.; Wang, L. Synthesis 2008, 2065-2072; (i) Nisco, M. D.; Pedatella, S.; Ullah, H.; Zaidi, J. H.; Naviglio, D.; Ozdamar, O.; Caputo, 

R. J. Org. Chem. 2009, 74, 9562-9565; (j) Chen, Y. –H.; Sung, P. -H.; Sung, K. 2010, 38, 839-845; (k) Gao, J. –L.; Zheng, L. –Y.; Zhang, S. –Q.; 
Zhang, X. M.; Sun, G. D.; Qin, L.; Li, Y. –X.; Liu, Q. –W.; Li, X. –B. Chem. Res. Chin. Univ. 2010, 26, 50-54; (l) Lei, M.; Xia, S.; Wang, J.; Ge, 

Z.; Cheng, T.; Li, R. Chirality 2010, 22, 580-586; (m) Huang, W.; Tian, H.; Xu, H.; Zheng, L.; Liu, Q.; Zhang, S. Catal. Lett. 2011, 141, 872-
876; (n) Hernandez, J. G.; Juaristi,E. J. Org. Chem. 2011, 76, 1464-1467; (o) Pearson, A. J.; Panda, S. Org. Lett. 2011, 13, 5548-5551; (p) 

pearson, A. J.; Panda, S. Tetrahedron 2011, 67, 3969-3975; (q) Hernandez, J. G.; Juaristi, E. Tetrahedron 2011, 67, 6953-6959; (r) Tian H.; Gao, 

J. –L.; Xu, H.; Zheng, L. –Y.; Huang, W. –B.; Liu, Q. –W.; Zhang, S. –Q. Tetrahedron: Asymmetry 2011, 22, 1074-1080; (s) Bayat, S.; Tejo, B. 
A.; Salleh, A. B.; Abdmalek, E.; Normi, Y. M.; Rahman, M. B. A. Chirality, 2013, 25, 726-734; (t) Psarra, A.; Kokotos, C. G.; Moutevelis-

Minakakis, P. Tetrahedron 2014, 70, 608-615; (u) Yolacan, C.; Mavis, M. E.; Aydogan, F. Tetrahedron, 2014, 70, 3707-3713; (v) Bisticha, A.; 
Triandafillidi, I.; Kokotos, C. G. Tetrahedron: Asymmetry 2015, 26, 102-108; (w) Machuca, E.; Juaristi, E. Tetrahedron Lett. 2015, 56, 1144-

1148; (x) Kucherenko, A. S.; Perepelkin, V. V.; Zhdankina, G. M.; Kryshtal, G. V.; Srinivasan, E.; Inani, H.; Zoltin, S. G. Mendeleev Commun. 

2016, 26, 388-390; (y) Obregon-Zuniga, A.; Juaristi, E. Tetrahedron 2017, 73, 5373-5380; (z) Vlasserou, I.; Sfetsa, M; Gerokonstantis, D. –T.; 
Kokotos, C. G.; Moutevelis-Minakakis, P. Tetrahedron 2018, 74, 2338-2349. 

6. (a) Cordova, A.; Zou, W.; Dziedzic, P.; Ibrahem, I.; Reyes, E.; Xu, Y. Chem. Eur. J. 2006, 12,5383-5393; (b) Luppi, G.; Cozzi, P. G.; Monari, 
M.; Kaptein, B.; Broxterman, Q. B.; Tomasini, C.; J. Org. Chem. 2005, 70, 7418-7421; (c) Luppi, G.; Monari, M.; Correa, R. J.; Violante, F. A.; 

Pinto, A. C.; Kaptein, B.; Broxterman, Q. B.; Garden, S. J.; Tomasini, C. Tetrahedron Lett. 2006, 62, 12017-12024; (d) Pearson, A. J.; Panda, S. 

Org. Lett. 2011, 13, 5548-5551 (e) Vlasserou, I.; Sfetsa, M.; Gerokonstantis, D. –T.; Kokotos, C. G.; Moutevelis-Minakakis, P. Tetrahedron 2018, 
74, 2338-2349.  

7. Peddibhotla, S. Curr. Bioact. Compd. 2009, 5, 20-38. 
8. Gaussian 03, Revision C.02, Frisch, M. J.; Trucks, G. W.; Schlegel, H. B.; Scuseria, G. E.; Robb, M. A.; Cheeseman, J. R.; Montgomery, Jr., J. 

A.; Vreven, T.; Kudin, K. N.; Burant, J. C.; Millam, J. M.; Iyengar, S. S.; Tomasi, J.; Barone, V.; Mennucci, B.; Cossi, M.; Scalmani, G.; Rega, 

N.; Petersson, G. A.; Nakatsuji, H.; Hada, M.; Ehara, M.; Toyota, K.; Fukuda, R.; Hasegawa, J.; Ishida, M.; Nakajima, T.; Honda, Y.; Kitao, O.; 
Nakai, H.; Klene, M.; Li, X.; Knox, J. E.; Hratchian, H. P.; 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.; Ayala, P. Y.; Morokuma, K.; Voth, G. A.; Salvador, P.; Dannenberg, J. J.; 
Zakrzewski, V. G.; Dapprich, S.; Daniels, A. D.; Strain, M. C.; Farkas, O.; Malick, D. K.; Rabuck, A. D.; Raghavachari, K.; Foresman, J. B.; 

Ortiz, J. V.; Cui, Q.; Baboul, A. G.; Clifford, S.; Cioslowski, J.; Stefanov, B. B.; Liu, G.; Liashenko, A.; Piskorz, P.; Komaromi, I.; Martin, R. L.; 

Fox, D. J.; Keith, T.; Al-Laham, M. A.; Peng, C. Y.; Nanayakkara, A.; Challacombe, M.; Gill, P. M. W.; Johnson, B.; Chen, W.; Wong, M. W.; 
Gonzalez, C.; and Pople, J. A.; Gaussian, Inc., Wallingford CT, 2004. 

9. Gaussian 09, Revision E.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.; Hasegawa, J.; Ishida, M.; Nakajima, T.; Honda, Y.; Kitao, O.; Nakai, H.; Vreven, T.; 

Montgomery, J. A., Jr.; 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, J. M.; 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, J. B.; Ortiz, J. V.; Cioslowski, J.; Fox, D. J. Gaussian, Inc., Wallingford CT, 2009. 

 

 



  

 7 

Graphical Abstract 
 

 

 

 

 

 

Unnatural Tripeptide as Highly 

Enantioselective Organocatalyst for 

Asymmetric Aldol Reaction of Isatins 

Kazumasa Kon, Yoshihito Kohari, Miki Murata 

 
 

Leave this area blank for abstract info. 



  

Tetrahedron 8 
Highlights 

Tripeptides containing D-amino acid were 

prepared. 

 

Asymmetric Aldol reaction using our tripeptide 

organocatalyst. 

 

Construction of 3-hydroxyl-2-oxindolesusing with 

excellent ee. 

 


