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1 General methods 

All reactions and manipulations involving air-sensitive compounds were 

performed using standard Schlenk techniques or in a glovebox. Anhydrous THF, Et2O 

and toluene were distilled from sodium benzophenoneketyl. Anhydrous CH2Cl2, 

CHCl3, ClCH2CH2Cl, Et3N, MeOH, CF3CH2OH and i-PrOH were distilled from 

CaH2 under an atmosphere of argon. Melting points were measured on a RY-I 

apparatus and uncorrected. 1H, 13C and 19F NMR spectra were recorded on a Varian 

Mercury 400 MHz or Agilent 400 MHz spectrometer. Chemical shifts (δ values) were 

reported in ppm with internal TMS (1H NMR), CDCl3 (13C NMR), and external 

CF3CO2H (19F NMR) references, respectively. Optical rotations were determined 

using an Autopol I polarimeter. ESI-MS mass spectra were obtained on Agilent 

LC/MSD SL instrument, respectively. HRMS (ESI) were measured on an Agilent 

Technologies 6224 TOF LC/MS or an APEX III 7.0 TESLA FTMS spectrometer. The 

IR spectra were measured on a Bruker Tensor 27 spectrometer. Chiral HPLC analyses 

were performed on a JASCO 2089 liquid chromatography. 

2 Ligand synthesis 

 

The chiral monodentate secondary phosphine oxide ligands (S,S)-L1,1 (R,R)-L2,2 

(S)-L3,3 (R)-L4,1 (R,R)-L5,1 and (S,S)-L61 were synthesized according to the 

literature procedures. 
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3 Synthesis of α-arylacrylic and β-arylbut-3-enoic acids 

Except for α-arylacrylic acid 1n and β-arylbut-3-enoic acid 3g, all other substrates 

1a-m4 and 3a-f5 are known compounds and were synthesized according to published 

procedures or obtained from commercial sources.  

2-(3-(thiophene-2-carbonyl)phenyl)acrylic acid, 1n 

 

Yellowlish solid; M.P. 91-92 °C;1H NMR (400 MHz, CDCl3):δ = 10.72 (s, br, 1H), 

7.95 (s, 1H), 7.84 (d, J = 7.6 Hz, 1H), 7.72-7.66 (m, 3H),7.52-7.49 (m, 1H) 7.15-7.13 

(m, 1H), 6.63 (s, 1H), 6.11 (s, 1H);13C NMR (100 MHz, CDCl3): δ = 187.8, 171.3, 

143.2, 139.6, 137.8, 136.2, 135.1, 134.5, 132.2, 130.4, 129.3, 128.9, 128.2, 128.0; 

FTIR (KBr pellet) ν 3445, 1678, 1631, 1515, 1411, 1230, 917, 708, 656cm-1; ESI-MS 

m/z: 257.0 (M - H+); HRMS (MALDI/DHB) m/z: Calcd. For C14H11O3S
+: 259.0423, 

Found: 259.0420 (M + H+). 

3-(6-methoxynaphthalen-2-yl)but-3-enoic acid, 3g 

 

Yellowlish solid; M.P. 162-164 °C; 1H NMR (400 MHz, CD3OD): δ = 7.80 (s, 1H), 

7.72-7.69 (m, 2H), 7.62-7.60 (m, 1H), 7.18 (d, J = 2.0 Hz, 1H), 7.10 (dd, J = 8.8, 1.8 

Hz, 1H),5.66 (s, 1H), 5.27 (s, 1H), 3.88 (s, 3H), 3.61 (s, 2H);13C NMR (100 MHz, 

CD3OD): δ = 175.4, 159.3, 142.5, 136.1, 135.6, 130.7, 130.1, 127.9, 125.4, 125.3, 

119.9, 116.0, 106.5, 55.7, 41.8; FTIR (neat) ν 2963, 1688, 1623, 1598, 1388, 1209, 

1180, 1023, 851, 814; ESI-MS m/z: 243.1 (M + H+); HRMS (ESI) m/z: Calcd. For 

C15H15O3
+: 243.1016, Found: 243.1012 (M + H+). 

4 The effect of the base additives on asymmetric hydrogenation of 1a 

Table S1 Base effect on [Rh(cod)Cl]2/(S,S)-L1 catalyzed AH of 1a in toluenea 
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Entry Base (0.5 eq) Conv. (%)b Ee (%)c 

1 Et3N >99 92 

2 HNEt2 65 69 

3 DIPEA >99 78 

4 Dimethylaniline <5% -- 

5 Pyridine <5% -- 
a Reaction conditions: [1a] = 0.10 M, toluene 2.5 mL. b Determined by 1H NMR. c Determined by 

Chiral HPLC using a chiralcel AD-H column after the acid was transformed to its corresponding 

methyl ester with CH2N2, and the absolute configuration was assigned by comparison of the [α]D
20

 

with that reported in the literature.6 

Table S2 Base effect on [Rh(cod)Cl]2/(S,S)-L1 catalyzed AH of 1a in 1,4-dioxanea 

 

Entry Base (0.5 eq) Conv. (%)b Ee (%)c 

1 Et3N >99 92 

2 HNEt2 >99 67 

3 DIPEA >99 80 

4 Dimethylaniline 75 0 

5 Pyridine <5% -- 

6 Bu3N >99 90 

7 Ph3N 50 13 

8 K2CO3 >99 54 

9 -- 20 5 

10 Et3N (0.2 eq) >99 91 

11 Et3N (1.0 eq) >99 90 
a Reaction conditions: Rh(I)/(S,S)-L1 = 1/2, [1a] = 0.10 M. b Determined by 1H NMR. c 

Electronic Supplementary Material (ESI) for Organic Chemistry Frontiers
This journal is © The Partner Organisations 2014



5 

 

Determined by Chiral HPLC using a chiralcel AD-H column after the acid was transformed to its 

corresponding methyl ester with CH2N2, and the absolute configuration was assigned by 

comparison of the [α]D
20

 with that reported in the literature.6 

5 Characterization data of the hydrogenation products 

5.1 Characterization data of the hydrogenation products 2a-o 

(S)-2-(6-methoxynaphthalen-2-yl)propanoic acid, (S)-2a 

 

>99% conv., 96% yield (1.0-mmol scale), white solid, M.P. 156-158 °C, 95% ee; 

[α]D
20 = +68.3 (c 1.0, CHCl3) [lit6 [α]D

20 = +65.0 (c 1.0, CHCl3) for optically pure 

S-isomer]; 1H NMR (400 MHz, CDCl3): δ = 7.70 (s, 1H), 7.67 (s, 2H), 7.40 (dd, J = 

8.4, 1.6 Hz, 1H), 7.12 (dd, J = 8.8, 2.4 Hz, 1H), 7.09 (d, J = 2.0 Hz, 1H), 3.90 (s, 3H), 

3.86 (q, J = 6.8 Hz, 1H), 1.57 (d, J = 7.2 Hz, 3H). 

The enantiomeric excess of 2a was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 98:2, 

flow rate = 1.0 mL/min, uv-vis detection at  = 230 nm, tR = 15.8 min (major), 18.0 

min (minor). 

(S)-2-phenylpropanoic acid, (S)-2b 

 

>99% conv., yellowish solid, M.P. 54-56 °C, 96% ee; [α]D
20 = +86.2 (c 1.0, CHCl3) 

[lit7 [α]D
20 = +71.5 (c 2.0, CHCl3) for optically pure S-isomer]; 1H NMR (400 MHz, 

CDCl3): δ = 7.33-7.23 (m, 5H), 3.73 (q, J = 7.2 Hz, 1H), 1.50 (d, J = 7.2 Hz, 3H). 

The enantiomeric excess of 2b was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 :1, 

flow rate = 1.0 mL/min, uv-vis detection at  = 214 nm, tR = 14.1 min (major), 18.3 

min (minor). 
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(R)-2-(2-chlorophenyl)propanoic acid, (R)-2c 

 

>99% conv., yellowish oil, 92% ee; [α]D
20 = -52.4 (c 1.00, CHCl3) [lit

8 [α]D
20= +32.8 

(c 1.31, CHCl3) for 55% ee S-isomer]; 1H NMR (400 MHz, CDCl3): δ = 7.38-7.33 (m, 

2H), 7.26-7.18 (m, 2H), 4.26 (q, J = 7.2 Hz, 1H), 1.52 (d, J = 7.2 Hz, 3H). 

The enantiomeric excess of 3c was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 :1, 

flow rate = 1.0 mL/min, uv-vis detection at  = 214 nm, tR = 9.7 min (major), 12.8 

min (minor). 

(S)-2-(3-chlorophenyl)propanoic acid, (S)-2d 

COOH
Cl

 

>99% conv., yellowish oil, 94% ee; [α]D
20 = +27.7 (c 1.0, CHCl3) [lit

8 [α]D
20= +53.9 

(c 1.2, CHCl3) for 97% ee, S-isomer]; 1H NMR (400 MHz, CDCl3): δ = 7.31 (s, 1H), 

7.26-7.23 (m, 2H), 7.20-7.18 (m, 1H), 3.71 (q, J = 7.2 Hz, 1H), 1.50 (d, J = 7.2 Hz, 

3H). 

The enantiomeric excess of 2d was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 :1, 

flow rate = 1.0 mL/min, uv-vis detection at  = 214 nm, tR = 9.0 min (major), 9.9 min 

(minor). 

(S)-2-(4-chlorophenyl)propanoic acid, (S)-2e 

 

>99% conv., white solid, M.P. 68-70 °C, 94% ee; [α]D
20 = +72.8 (c 1.0, CHCl3) [lit

8 

[α]D
20 = +66.3 (c 0.9, CHCl3) for 98% ee, S-isomer]; 1H NMR (400 MHz, CDCl3): δ = 

7.30-7.27 (m, 2H), 7.26-7.23 (m, 2H),3.70 (q, J = 7.2 Hz, 1H), 1.49 (d, J = 7.2 Hz, 
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3H). 

The enantiomeric excess of 2e was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 :1, 

flow rate = 1.0 mL/min, uv-vis detection at  = 214 nm, tR = 9.0 min (minor), 10.2 

min (major). 

(R)-2-(p-tolyl)propanoic acid, (R)-2f 

 

>99% conv., colorless oil, 93% ee; [α]D
20 = -40.7 (c 1.2, CHCl3) [lit

8 [α]D
20 = +66.4 (c 

0.71, CHCl3) for 100% ee, S-isomer]; 1H NMR (400 MHz, CDCl3): δ = 8.98 (s, br, 

1H), 7.15 (d, J = 8.4 Hz, 2H), 7.07 (d, J = 8.0 Hz, 2H), 3.59 (q, J = 6.8 Hz, 1H), 2.29 

(s, 3H), 1.39 (d, J = 7.2 Hz, 3H). 

The enantiomeric excess of 2f was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 :1, 

flow rate = 1.0 mL/min, uv-vis detection at  = 214 nm, tR = 15.0 min (major), 18.0 

min (minor). 

Note: (S)-2f was obtained in 93% ee using [Rh(cod)Cl]2/(R,R)-L2 as the catalyst, see 

the data of entry 6 for Table 2 in the text. 

(R)-2-(4-methoxyphenyl)propanoic acid, (R)-2g 

 

>99% conv., white solid, M.P. 72-74 °C, 94% ee; [α]D
20 = -49.8 (c 1.00, CHCl3) [lit

9 

[α]D
20 = -76.3 (c 1.02, CHCl3) for 95% ee, R-isomer]; 1H NMR (400 MHz, CDCl3): δ 

= 7.82 (s, br, 1H), 7.17 (d, J = 8.8 Hz, 2H), 6.80 (d, J = 8.4 Hz, 2H), 3.75 (s, 3H), 3.58 

(q, J = 5.6 Hz, 1H), 1.39 (d, J = 6.8 Hz, 3H). 

The enantiomeric excess of 2g was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 :1, 

flow rate = 1.0 mL/min, uv-vis detection at  = 214 nm, tR = 30.3 min (minor), 32.6 
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min (major). 

Note: (S)-2g was obtained in 94% ee using [Rh(cod)Cl]2/(R,R)-L2 as the catalyst, see 

the data of entry 7 for Table 2 in the text. 

(R)-2-(4-fluorophenyl)propanoic acid, (R)-2h 

 

>99% conv., yellowish oil, 94% ee; [α]D
20 = -49.5 (c 1.2, CHCl3) [lit

8 [α]D
20= +53.5 (c 

0.62, CHCl3) for 98% ee, S-isomer]; 1H NMR (300 MHz, CDCl3): δ = 8.27 (s, br, 1H), 

7.22-7.17 (m, 2H), 6.97-6.91 (m, 2H), 3.60 (q, J = 7.2 Hz, 1H), 1.38 (d, J = 7.2 Hz, 

3H);19F NMR (282 MHz, CDCl3): δ = -115.9 ppm. 

The enantiomeric excess of 2h was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 :1, 

flow rate = 1.0 mL/min, uv-vis detection at  = 214 nm, tR = 9.7 min (major), 10.5 

min (minor). 

Note: (S)-2h was obtained in 94% ee using [Rh(cod)Cl]2/(R,R)-L2 as the catalyst, see 

the data of entry 8 for Table 2 in the text. 

(R)-2-(4-(trifluoromethyl)phenyl)propanoic acid, (R)-2i 

 

>99% conv., yellowish solid, M.P. 74-76 °C, 90% ee; [α]D
20 = -58.5 (c 1.0, CHCl3) 

[lit9 [α]D
20= -52.6 (c 1.05, CHCl3) for 95% ee, R-isomer]; 1H NMR (300 MHz, 

CDCl3): δ = 7.50 (d, J = 7.5 Hz, 2H), 7.31 (d, J = 7.8 Hz, 2H), 3.63 (q, J = 6.0 Hz, 

1H), 1.37 (d, J = 6.3 Hz, 3H); 19F NMR (282 MHz, CDCl3): δ = -63.0 ppm. 

The enantiomeric excess of 2i was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 :1, 

flow rate = 1.0 mL/min, uv-vis detection at  = 214 nm, tR = 6.2 min (major), 8.6 min 

(minor). 

(R)-2-(naphthalen-1-yl)propanoic acid, (R)-2j 
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>99% conv., white solid, M.P. 155-158 °C, 92% ee; [α]D
20 = -102.0 (c 1.17, CHCl3) 

[lit10 [α]D
20= +125.7 (c 0.35, CHCl3) for 87% ee, S-isomer]; 1H NMR (400 MHz, 

CDCl3): δ = 8.07 (d, J = 8.0 Hz, 1H), 7.86 (d, J = 7.6 Hz, 1H), 7.77 (d, J = 8.0 Hz, 

1H), 7.54-7.42 (m, 4H), 4.52 (q, J = 7.2 Hz, 1H), 1.65 (d, J = 6.8 Hz, 3H). 

The enantiomeric excess of 2j was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 :1, 

flow rate = 1.0 mL/min, uv-vis detection at  = 230 nm, tR = 18.5 min (minor), 21.0 

min (major). 

(R)-2-(2-fluoro-[1,1'-biphenyl]-4-yl)propanoic acid, (R)-2k 

 

>99% conv., white solid, M.P. 111-113 °C, 90% ee; [α]D
20 = -29.5 (c 1.10, CHCl3) [lit

6 

[α]D
20 = -41.2 (c 1.0, CHCl3) for 97% ee, R-isomer]; 1H NMR (400 MHz, CDCl3): δ = 

7.54-7.51 (m, 2H), 7.45-7.34 (m, 4H), 7.18-7.13 (m, 2H), 3.78 (q, J = 7.2 Hz, 1H), 

1.55 (d, J = 7.2 Hz, 3H). 

The enantiomeric excess of 2k was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 :1, 

flow rate = 1.0 mL/min, uv-vis detection at  = 230 nm, tR = 22.4 min (major), 26.5 

min (minor). 

(R)-2-(4-isobutylphenyl)propanoic acid, (R)-2l 

COOH

 

>99% conv., white solid, M.P. 74-75 °C, 93% ee; [α]D
20 = -54.9 (c 1.13, CHCl3) [lit

11 

[α]D
20 = -45.4 (c 1.00, CHCl3) for 82% ee, R-isomer]; 1H NMR (400 MHz, CDCl3): δ 

= 7.21 (d, J = 8.0 Hz, 2H), 7.09 (d, J = 8.0 Hz, 2H), 3.70 (q, J = 7.2 Hz, 1H), 2.44 (d, 
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J = 7.2 Hz, 2H), 1.89-1.78 (heptet, J = 6.8 Hz, 1H), 1.49 (d, J = 7.2 Hz, 3H), 0.89 (d, 

J = 6.8 Hz, 6H). 

The enantiomeric excess of 2l was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 : 1, 

flow rate = 1.0 mL/min, uv-vis detection at  = 214 nm, tR = 7.8 min (minor), 9.8 min 

(major). 

Note: (S)-2l was obtained in 93% ee using [Rh(cod)Cl]2/(R,R)-L2 as the catalyst, see 

the data of entry 12 for Table 2 in the text. 

(R)-2-(3-benzoylphenyl)propanoic acid, (R)-2m 

 

>99% conv., white solid, M.P. 99-101 °C, 90% ee; [α]D
20 = -35.8 (c 1.16, CHCl3) [lit

12 

[α]D
20 = +45.7 (c 1.03, CHCl3) for 92% ee, S-isomer]; 1H NMR (400 MHz, CDCl3): δ 

= 7.80-7.78 (m, 3H), 7.70-7.67 (m, 1H), 7.60-7.55 (m, 2H), 7.49-7.26 (m, 3H), 3.82 

(q, J = 7.2 Hz, 1H), 1.55 (d, J = 7.2 Hz, 3H). 

The enantiomeric excess of 2m was determined by chiral HPLC analysis on Chiralpak 

IC-3 column after esterification with CH2N2. Conditions: hexane/isopropanol = 90 :10, 

flow rate = 1.0 mL/min, uv-vis detection at  = 230 nm, tR = 17.0 min (minor), 19.3 

min (major). 

(R)-2-(3-(thiophene-2-carbonyl)phenyl)propanoic acid, (-)-2n13 

 

 >99% conv., yellowish solid, M.P. 126-129 °C, 83% ee; [α]D
20 = -30.3 (c 1.40, 

CHCl3); 
1H NMR (400 MHz, CDCl3): δ = 7.83-7.82 (m, 1H), 7.78-7.75 (m, 1H), 

7.73-7.71 (m, 1H), 7.63-7.62 (m, 1H), 7.57-7.54 (m, 1H), 7.48-7.44 (m, 1H), 

7.16-7.13 (m, 1H), 3.83 (q, J = 7.2 Hz, 1H), 1.56 (d, J = 7.2 Hz, 3H). 

The enantiomeric excess of 2n was determined by chiral HPLC analysis on Chiralpak 

IC-3 column after esterification with CH2N2. Conditions: hexane/isopropanol = 90 :10, 
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flow rate = 1.0 mL/min, uv-vis detection at  = 230 nm, tR = 29.4 min (minor), 36.6 

min. 

(R)-2-methyl-3-phenylpropanoic acid, (R)-2o 

 

>99% conv., colorless oil, 54% ee; [α]D
20 = -9.4 (c 1.10, CHCl3) [lit

6 [α]D
25 = -27.0 (c 

1.00, CHCl3) for 98% ee, R-isomer]; 1H NMR (400 MHz, CDCl3): δ = 9.47 (s, br, 1H), 

7.26-7.14 (m, 5H), 3.06 (dd, J = 13.2, 6.0 Hz, 1H), 2.73-2.67 (m, 1H), 2.60 (dd, J = 

13.2, 8.4 Hz, 1H), 1.11 (d, J = 6.8 Hz, 3H). 

The enantiomeric excess of 2o was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 : 1, 

flow rate = 1.0 mL/min, uv-vis detection at  = 215 nm, tR = 9.5 min (major), 11.0 

min (minor). 

5.2 Characterization data of the hydrogenation products 4a-g 

(S)-3-phenylbutanoic acid, (S)-4a 

 

>99% conv., colorless oil, 94% ee; [α]D
20 = +38.3 (c 1.00, CHCl3) [lit14 [α]D

23= 

+10.35 (c 1.2,CHCl3), S-isomer]; 1H NMR (400 MHz, CDCl3): δ = 7.32-7.27 (m, 2H), 

7.24-7.18 (m, 3H), 3.31-3.22 (m, 1H), 2.67 (dd, J = 15.6, 6.8 Hz, 1H), 2.57 (dd, J = 

15.6, 8.4 Hz, 1H), 1.31 (d, J = 7.2 Hz, 3H). 

The enantiomeric excess of 4a was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 :1, 

flow rate = 1.0 mL/min, uv-vis detection at  = 214 nm, tR = 11.8 min (minor), 13.8 

min (major). 

3-(o-tolyl)butanoic acid, 4b5 
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>99% conv., yellowish oil, 16% ee; [α]D
20 = +8.8 (c 1.00, CHCl3); 

1H NMR (400 

MHz, CDCl3): δ = 7.18-7.07 (m, 4H), 3.57-3.48 (m, 1H), 2.67 (dd, J = 15.6, 6.4 Hz, 

1H), 2.55 (dd, J = 15.6, 8.4 Hz, 1H), 2.36 (s, 3H), 1.27 (d, J = 6.8 Hz, 3H). 

The enantiomeric excess of 4b was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 :1, 

flow rate = 0.5 mL/min, uv-vis detection at  = 214 nm, tR = 16.5 min (major), 17.8 

min (minor). 

3-(m-tolyl)butanoic acid, 4c5 

 

>99% conv., yellowish oil, 95% ee; [α]D
20 = +48.9 (c 1.10, CHCl3); 

1H NMR (400 

MHz, CDCl3): δ = 7.20-7.16 (m, 1H), 7.02-7.00 (m, 3H), 3.27-3.18 (m, 1H), 2.66 (dd, 

J = 15.2, 6.4 Hz, 1H), 2.55 (dd, J = 15.6, 8.4 Hz, 1H), 2.33 (s, 3H), 1.30 (d, J = 7.2 Hz, 

3H). 

The enantiomeric excess of 4c was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 :1, 

flow rate = 0.5 mL/min, uv-vis detection at  = 214 nm, tR = 19.1 min (minor), 22.0 

min (major). 

(S)-3-(p-tolyl)butanoic acid, (S)-4d 

 

>99% conv., yellowish solid, M.P. 93-94 °C, 94% ee; [α]D
20 = +49.8 (c 1.00, CHCl3) 

[lit15 [α]D
20= +34.2 (c1.00, CHCl3) for 99% ee, S-isomer]; 1H NMR (400 MHz, 

CDCl3): δ = 7.11 (s, 4H), 3.28-3.19 (m, 1H), 2.66 (dd, J = 15.2, 6.8 Hz, 1H), 2.55 (dd, 

J = 15.6, 8.4 Hz, 1H), 2.31 (s, 3H),1.29 (d, J = 7.2 Hz, 3H). 
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The enantiomeric excess of 4d was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 :1, 

flow rate = 0.5 mL/min, uv-vis detection at  = 214 nm, tR = 21.6 min (minor), 22.8 

min (major). 

3-(4-fluorophenyl)butanoic acid, 4e5 

 

>99% conv., yellowish oil, 94% ee; [α]D
20 = +41.3 (c 1.00, CHCl3); 

1H NMR (400 

MHz, CDCl3): δ = 7.19-7.15 (m, 2H), 7.00-6.95 (m, 2H), 3.30-3.21 (m, 1H), 2.62 (dd, 

J = 15.6, 7.2 Hz, 1H), 2.56 (dd, J = 15.6, 8.0 Hz, 1H), 1.29 (d, J = 6.8 Hz, 3H). 

The enantiomeric excess of 4e was determined by chiral HPLC analysis on Chiralpak 

OD-Hcolumn after esterification with CH2N2. Conditions: hexane/isopropanol = 

99.5 :0.5, flow rate = 0.5 mL/min, uv-vis detection at  = 214 nm, tR = 13.7 min 

(minor), 14.4min (major). 

(S)-3-(naphthalen-1-yl)butanoic acid, (S)-4f 

 

>99% conv., yellowish solid, M.P. 108-109 °C, 59% ee; [α]D
20 = +10.9 (c 1.20, CHCl3) 

[lit5 [α]D
20= -9.5 (c0.6, CHCl3) for 98% ee, R-isomer]; 1H NMR (400 MHz, CDCl3): δ 

= 8.15 (d, J = 8.0 Hz, 1H), 7.86-7.84 (m, 1H), 7.72 (d, J = 8.0 Hz, 1H), 7.55-7.36 (m, 

4H), 4.20-4.10 (m, 1H), 2.89 (dd, J = 15.2, 5.2 Hz, 1H), 2.65 (dd, J = 15.6, 9.2 Hz, 

1H), 1.46 (d, J = 7.2 Hz, 3H). 

The enantiomeric excess of 4f was determined by chiral HPLC analysis on Chiralpak 

OJ column after esterification with CH2N2. Conditions: hexane/isopropanol = 99 : 1, 

flow rate = 1.0 mL/min, uv-vis detection at  = 230 nm, tR = 13.7 min (minor), 15.4 

min (major). 

3-(6-methoxynaphthalen-2-yl)butanoic acid, 4g16 
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>99% conv., yellowish solid, M.P. 140-142 °C, 97% ee; [α]D
20 = +47.8 (c 1.10, 

CHCl3); 
1H NMR (400 MHz, CDCl3): δ = 7.69-7.66 (m, 2H), 7.57 (d, J = 1.2 Hz, 

1H),7.33-7.31 (m, 1H), 7.14-7.09 (m, 2H), 3.90 (s, 3H), 3.44-3.35 (m, 1H), 2.74 (dd, J 

= 15.2, 7.2 Hz, 1H), 2.63 (dd, J = 15.6, 8.0 Hz, 1H), 1.37 (d, J = 6.8 Hz, 3H). 

The enantiomeric excess of 4g was determined by chiral HPLC analysis on Chiralpak 

IC-3 column after esterification with CH2N2. Conditions: hexane/isopropanol = 90 :10, 

flow rate = 0.5 mL/min, uv-vis detection at  = 254 nm, tR = 15.0 min (minor), 15.8 

min (major). 
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7 HPLC of the hydrogenation products and derivatives 

(S)-2-(6-methoxynaphthalen-2-yl)propanoic acid, (S)-2a 
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(S)-2-phenylpropanoic acid, (S)-2b 
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(R)-2-(2-chlorophenyl)propanoic acid, (R)-2c 
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(S)-2-(3-chlorophenyl)propanoic acid, (S)-2d 

COOH
Cl
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(S)-2-(4-chlorophenyl)propanoic acid, (S)-2e 

 

 

 
  

Electronic Supplementary Material (ESI) for Organic Chemistry Frontiers
This journal is © The Partner Organisations 2014



21 

 

(R)-2-(p-tolyl)propanoic acid, (R)-2f 
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(R)-2-(4-methoxyphenyl)propanoic acid, (R)-2g 
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(R)-2-(4-fluorophenyl)propanoic acid, (R)-2h 
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(R)-2-(4-(trifluoromethyl)phenyl)propanoic acid, (R)-2i 
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(R)-2-(naphthalen-1-yl)propanoic acid, (R)-2j 
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(R)-2-(2-fluoro-[1,1'-biphenyl]-4-yl)propanoic acid, (R)-2k 
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(R)-2-(4-isobutylphenyl)propanoic acid, (R)-2l 

COOH
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(R)-2-(3-benzoylphenyl)propanoic acid, (R)-2m 
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(-)-2-(3-(thiophene-2-carbonyl)phenyl)propanoic acid, (-)-2n 
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(R)-2-methyl-3-phenylpropanoic acid, (R)-2o 
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(S)-3-phenylbutanoic acid, (S)-4a 
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(+)3-(o-tolyl)butanoic acid, (+)-4b 
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(+)-3-(m-tolyl)butanoic acid, (+)-4c 
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(S)-3-(p-tolyl)butanoic acid, (S)-4d 
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(+)-3-(4-fluorophenyl)butanoic acid, (+)-4e 
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(S)-3-(naphthalen-1-yl)butanoic acid, (S)-4f 
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(+)-3-(6-methoxynaphthalen-2-yl)butanoic acid, (+)-4g 
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