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Graphical Abstract

Abstract: 

Two synthetic strategies for a new family of neutral NON ligands featuring a 

“bis(oxazolinylmethylidene)isobenzofuran” framework (boxman) are reported. A Pd-mediated 

cyclization reaction forming the isobenzofuran core constitutes the key reaction in the eight-step 
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synthetic route to the non-backbone-methylated target compound H,Rboxman. In contrast, 

introduction of two additional methyl groups provides stereochemical control during backbone 

construction and thereby access to the methylated derivative Me,Rboxman, which was synthesized 

in five steps and improved yields. In addition, the synthetic sequence was transferred to the thio 

analogue, providing access to the NSN ligand H,Rboxmene. Subsequent complexation experiments 

with iron and cobalt chloride precursors afforded the four-coordinated chlorido complexes 

Me,RboxmanMCl2 (R = Ph, iPr; M = Fe, Co) and established the boxman family as trans-

chelating, bidentate bis(oxazoline) ligands. Application of the latter in the nickel(II)- and zinc(II)-

catalyzed -fluorination of -ketoesters and oxindoles (up to 98% yield and 94% ee) 

demonstrated their suitability for enantioselective catalysis. 

Introduction

The success of transition-metal catalyzed asymmetric synthesis is inherently connected to the 

development of stereodirecting ligands which ensure the efficient transfer of chirality. As a 

consequence, extensive research in this field has given rise to numerous classes of privileged 

ligand structures,1 ranging from chiral phosphines and NHCs to alcohols and salen-derivatives.2 

However, the use of oxazolines as chiral structural units has been of particular interest due to 

their facile preparation from amino alcohols and their efficient stereoinduction in asymmetric 

transformations.3 With notable exceptions like the phox ligand,4 C2-symmetric bisoxazoline 

ligands, in particular, emerged as a versatile class of ligands for a wide range of reactions.5 

Nowadays, this group of ligands includes prominent examples such as pybox,6 box,7 dbfox8 and 

boxmi9 (Figure 1). Apart from the two oxazoline cycles as common structural elements, these 
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3

ligands vary with respect to the type and length of bridging elements, resulting in polydentate 

stereodirecting ligands with different denticities, charges and chelating angles. 

Figure 1. Recent Examples for NNN- and NON-Bisoxazolinyl Ligands and Work Presented 
in this Study
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4

Whereas both aliphatic links in neutral NN ligands (e.g. box, spirobox10) and a central 

nitrogen donor in (monoanionic) tridentate NNN bisoxazoline ligands (e.g. pybox, cbzbox,11 

bopa,12 pyrrmebox,13 boxmi) are well established, the incorporation of an oxygen atom as central 

donor remains rare. In fact, to the best of our knowledge, the oxygen analog of bopa14 as well as 

the ligands furmebox15 and dbfox are the only existing examples exhibiting these structural 

characteristics (Figure 1). The dbfox ligand was found to induce high enantiomeric excesses in 

various Lewis acid-catalyzed reactions such as the -fluorination of -ketoesters.16

In recent studies, we reported the synthesis of “bis(oxazolinylmethylidene)isoindolines”,9 

boxmi-H, and demonstrated their potential as a stereodirecting ligand platform in a range of 3d 

metal-catalyzed transformations.17 Motivated by the success of the dbfox ligand and other neutral 

compounds as well as our previous boxmi-related work, we aimed at combining the structural 

properties of that ligand system with a neutral central donor. This led us to the preparation of the 

oxygen and sulfur analogues of the established boxmi framework, namely to the synthesis of the 

ligands bis(oxazolinylmethylidene)isobenzofuran (“boxman”) and –thiophene (“boxmene”). As 

part of this study, we demonstrate two synthetic strategies towards boxman as well as an adapted 

synthetic route to boxmene, a first brief evaluation of their coordination chemistry to 3d metals, 

and their application as stereodirecting ligands in the -fluorination of -ketoesters and oxindoles 

(Chart 1). 
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5

Results and Discussion

Initial Approach for Backbone Construction of boxman.

Following our synthetic strategy for the synthesis of the monoanionic NNN pincer ligand boxmi-

H,9 we started our investigations by employing standard Wittig conditions for the construction of 

the backbone. Reacting phthalic anhydride (3a) and thioloanhydride (4) with Wittig reagent 5 

resulted in isomeric mixtures of the corresponding (Z,Z)-, (E,Z)- and (E,E)-products 6a and 7 

(Scheme 1).18 Interestingly, whereas only the synthetically useless isomers (E,Z)-6a and (E,E)-6a 

were formed for the oxygen derivative 6, the selective formation of the desired diester (Z,Z)-7 

was observed when employing the sulfur analogue (for details see below). This necessitated an 

alternative route to the target NON ligand which is presented below.

Scheme 1. Initial Wittig Reaction for Backbone Preparation 

(5, 5.0 eq)
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Synthesis of NON Ligand H,Phboxman.

In view of the stereochemical issues accompanied with the Wittig reaction with phthalic 

anhydride, we first focused on the development of an alternative route to prepare the ligand 

backbone (Scheme 2). 
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6

Scheme 2. Synthesis of H,Phboxman 1a
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Starting with 2-iodobenzoic acid (8), chlorination and subsequent Claisen-type condensation with 

methyl acetate led to the formation of -ketoester 9 in 70% yield. The following Pd-catalyzed, O-

nucleophilic intramolecular heterocyclization reaction under comparatively mild conditions then 

provided access to the isobenzofuran core, constituting the key step for the synthesis of 

H,Phboxman (1a): Pd-catalyzed Sonogashira coupling of propargyl alcohol and subsequent 

cyclization between carbonyl and alkyne moiety gave compound 10 in 86% yield. It is interesting 

to note that ethyl propiolate could also be used for the isobenzofuran formation, resulting 

immediately in desired diester 6a (see Scheme 1). However, low activities and limited scalability 

of the reaction impeded the further development of this direct approach to a generally applicable 
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7

synthetic protocol. Instead, conversion of alcohol 10 to acid 12 was achieved in a stepwise 

fashion employing Dess-Martin and Pinnick oxidation reactions. As direct amidation attempts of 

the carboxylic groups turned out not to be effective, the mixed acid ester 12 was first treated with 

potassium hydroxide and then transformed into acid chloride 14a. The latter could readily be 

converted into diamide 15a upon reaction with 2-phenylglycinol under basic conditions. Finally, 

ring closure exploiting an Appel-type cyclization protocol19 with PPh3/NEt3/CCl4 yielded the 

neutral NON ligand H,Phboxman (1a) in 20% yield. 

Alternative Synthesis of NON Ligand Me,Rboxman.

With a successful synthetic route for H,Phboxman (1a) in hand, we were interested in a more direct 

strategy towards the latter due to the great effort – 8 steps in total – associated with ligand 

synthesis according to Scheme 2. Reconsidering our initial approach for the construction of the 

ligand backbone, we envisioned that steric control through an appropriate substitution pattern in 

the backbone should in principle allow us to circumvent the aforementioned stereochemical 

problems (Scheme 3).

In fact, introduction of two methyl groups in 2,6-dimethylphthalic anhydride20 led to the 

exclusive formation of (Z,Z)-6b when subjected to standard Wittig conditions. Applying the very 

same reaction sequence as before, we were able to convert diester 6b into diamide 15 in three 

steps with significantly improved yields. As Appel-type reaction conditions for the final 

cyclization produced inseparable side products, we eventually employed (diethylamino)sulfur 

trifluoride (DAST) as cyclization reagent for the final step.21 Contrarily, this cyclization method 
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8

turned out not to be applicable to the non-methylated derivative 1a, illustrating the sensitivity of 

the given system with respect to final oxazoline synthesis. 

Scheme 3. Synthesis of Me,Rboxman (1b and 1c) 
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(S)-amino alcohol (2.5 eq.), NEt3 (2.5 eq.), DCM, 0 °C, 24 h. 

In this way, the backbone-methylated NON ligands Me,Rboxman (1b,c) were readily synthesized 

and obtained in good yields (R = Ph: 38%, R = iPr: 65%). All in all, this synthetic strategy is a 

considerable improvement compared to above-mentioned initial route in terms of practical 

feasibility and synthetic accessibility at the expense of a slight structural modification.

Synthesis of NSN Ligand H,Rboxmene.

Having established an effective route to NON ligands R’,Rboxman, we then aimed at extending 

this synthetic concept to the sulfur derivative, R’,Rboxmene (2). Regarding the general strategy, 

early-stage sulfur introduction and subsequent functionalization according to the oxygen 
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9

congener 1 was chosen as reasonable approach (Scheme 4). In this context, the starting material 4 

for the analogous synthesis is readily available from the reaction of phthalic anhydride with 

sodium sulfide.22 Intriguingly, this initial oxygen-sulfur exchange reaction turned out to be only 

applicable to the synthesis of the non-methylated derivative 3a, but not to 2,6-dimethylphthalic 

anhydride. However, as mentioned above, the thioloanhydride 4 surprisingly proved suitable for 

directly accessing (Z,Z)-7 (see Scheme 1), the absolute configuration of which was additionally 

confirmed by X-ray diffraction (for details see SI). 

Scheme 4. Synthesis of H,Rboxmene (2) 

(5.0 eq)
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Reaction conditions: i) KOH (10 eq.), EtOH/THF/H2O, rt, 4 h; ii) (COCl)2 (5.0 eq.), DMF (cat.), DCM, 0 °C, 3 h; iii) 

(S)-amino alcohol (2.5 eq.), NEt3 (2.5 eq.), DCM, 0 °C, 20 h. iv) DAST (2.8 eq.), DCM, 0 °C, 3 h. 

Interestingly, the sulfur analogue 4 displayed an increased reactivity in the Wittig coupling and 

required only one day at 120 °C for complete conversion, which is in notable contrast to a 

reaction time of 6 d at the same temperature in case of phthalic anhydride (see Scheme 3). From a 

practical point of view, thiophthalic anhydride (4) could be prepared in situ and subjected to the 
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10

Wittig reaction without prior purification giving compound (Z,Z)-7 in an overall 19% yield. 

Subsequently, all previous reaction conditions found for the preparation of Me,Rboxman could also 

be applied to the synthesis of H,Rboxmene in similar yields. 

Ligand Characterization.

The ligands were comprehensively characterized by NMR spectroscopy and mass spectrometry. 

In addition, single-crystal X-ray structure analyses were carried out in order to confirm the (Z,Z) 

configuration and to determine structural details of this new ligand class (see SI). In the solid 

state structure of Me,Phboxman, the N-donors at the oxazoline units point away from the 

isobenzofuran core, highlighting a certain degree of internal flexibility of these ligands. 

Regarding the sulfur derivative, the solid-state structure revealed a preorganized orientation of 

the donor atoms and the C2-chiral character of this ligand framework. In both cases, the oxazoline 

rings align almost coplanar with the central isobenzofuran fragment, showing only slight torsions. 

Synthesis of boxman Metal Complexes.

With these neutral NON and NSN ligands in hand, we carried out a first study of their 

coordination chemistry in 3d metal complexes. Following our previous work on earth-abundant 

metal-catalyzed stereoselective catalysis,17 we chose iron and cobalt for initial complexation 

reactions. Moreover, the absence of stereoelectronical preferences in d6 and d7, respectively, 

high-spin complexes allows for an exclusive evaluation of the coordinating properties of the 

ligands in question. In this context, treating (thf)xMCl2 (M = Fe, Co) precursors with one 
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11

equivalent of Me,Rboxman (R = Ph, iPr) in tetrahydrofuran yielded the respective 

Me,RboxmanMCl2 complexes 19-20 as colored solids in good yields (Scheme 5). 

Scheme 5. Synthesis of Metal Complexes Me,RboxmanMCl2 (19-20) 

THF, rt, 1 d

19a (M = Fe, R = Ph, 63%)
19b (M = Fe, R = iPr, 64%)
20a (M = Co, R = Ph, 91%)
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In all cases, moderately-resolved paramagnetic 1H and 13C NMR spectra with comparatively 

small shift dispersions were observed, indicating the presence of one well-defined complex 

species in each case (SI). The magnetic susceptibilities in solution of these paramagnetic chlorido 

complexes were determined employing the Evans method,23 and found to be in good agreement 

with the respective spin-only values (µSO = 4.90 µB for d6, and 3.87 µB for d7 high-spin 

complexes, respectively) for high-spin configurations in complexes 19 and 20. 

In addition to these characteristic features in solution, the molecular structures in the solid-state 

were established by X-ray diffraction (Figure 2). Interestingly, the metal centers were found to be 

four-coordinate in both cases, exhibiting a distorted tetrahedral coordination sphere with the 

metal atoms positioned significantly above the plane of the donor atoms of the boxman ligand 

(dMplane = 0.969(3) to 1.042(1) Å). Whereas the M–N bond lengths for the oxazoline groups are 

in accordance with similar compounds reported in literature, the M–O distances in the range of 

dMO = 2.442(2) to 2.557(3) Å indicate the absence of significant bonding interactions between 

the central oxygen donor and the metal atom, thus establishing the boxman framework as a trans-

chelating bidentate ligand in the given context. These structural characteristics demonstrate 
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12

distinct difference between boxman complexes and comparable boxmi based compounds,9, 17e, 17g, 

24 in which a meridional coordinating and structurally rigid ligand was observed in all cases.

Figure 2. Molecular structures of iron and cobalt complexes 19b (left) and 20b (right) in the 
solid state. Hydrogen atoms have been omitted for clarity; displacements ellipsoids are set at 50% 
(19b) and 30% (20b) probability level; only one of the two independent molecules is shown for 
20b. Selected bond lengths [Å] and angles [°], values for the second independent molecules are 
given in square brackets: 19b: FeN1 2.0832(18); FeN2 2.0995(18); FeCl1 2.3427(6); FeCl2 
2.2923(6); Fe-O2 2.4423(15); N1FeN2 120.14(7); Cl1FeCl2 107.56(2); N1C3C4C5 
15.8(4); C12C13C14N2 17.1(4); 20b: CoN1 2.062(4) [2.063(3)]; CoN2 2.051(4) 
[2.055(4)]; CoCl1 2.2911(12) [2.2928(12)]; CoCl2 2.2814(12) [2.2811(13)]; Co-O2 2.515(3) 
[2.521(3)]; N1CoN2 121.92(15) [122.93(14)]; Cl1MCl2 108.04(5) [110.61(5)]; 
N1C3C4C5 .5(8) [16.3(8)]; C12C13C14N2 27.3(9) [31.2(8)].

In a next step, we focused on investigating further binding modes of the neutral NON ligands 

R’,Rboxman. In this context, we treated chlorido complex 20b with the chloride abstracting agent 

AgOTf (silver triflate), leading to a change of color from cyan to purple-blue (Scheme 6). 

Scheme 6. Generation of Ditriflato Complexe Me,iPrboxmanCo(OTf)2 (21) 
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iPr
OTf

20b

O

N

O

O

N

iPr

iPr

Co
Cl
Cl

AgOTf

21

N
OTf

N

Co
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13

The isolation of the reaction product turned out to be difficult due to the formation of unknown 

impurities and concomitant ligand dissociation. We were, however, able to obtain single crystals 

of a methylene chloride solvate of the product which was identified by X-ray diffraction as the 

ditriflato complex 21 (Figure 3). Due to mediocre crystal quality, disorder and the presence of no 

less than eight independent molecules only the salient features of the structure are discussed. A 

distorted trigonal-bipyramidal coordination sphere around the cobalt center is observed for 

complex 21. The CoO distance is significantly shortened (dCoO = 2.316(9)-2.362(8) Å) and the 

cobalt atom is located in closer proximity to the plane of the donor atoms of the boxman ligand 

(dCoplane = 0.803(8)-.885(8) Å) compared to the respective chlorido complex (for 20b: dCoO = 

2.515(3) [2.521(3)] Å, dCoplane = 0.991(3) [0.975(3)] Å). In view of an averaged CoO bond 

length of dC̅o–O(thf) = 2.117(6) Å in Co·(thf) complexes,25 these findings demonstrate only a 

relatively weak interaction between the cobalt center and the central isobenzofuran core.

Figure 3. Molecular structure of the ditriflato complex 21 in the solid state. Hydrogen atoms 
have been omitted for clarity; displacements ellipsoids are set at 50% probability level; only one 
of the eight independent molecules in 21·0.25 CH2Cl2 is shown. Selected bond lengths [Å] and 
angles [°], given as range for all independent molecules: CoN1 1.978(11)-2.005(11); CoN2 
1.964(12)-2.016(12); CoO2 2.316(9)-2.362(8); CoO4 1.992(10)-2.032(10); CoO7 1.963(10)-
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2.002(9); N1CoN2 127.3(5)-132.4(5); O2CoO4 172.6(4)-178.7(4); O2CoO7 79.8(4)-
89.0(4); N1C3C4C5 (3)-(3)); C12C13C14N2 (3)-21(3).

Ni- and Zn-Catalyzed Fluorination of Ketoesters and Oxindoles.

Having established the coordination chemistry of boxman ligands in iron and cobalt metal 

complexes, we then aimed at evaluating their stereodirecting performance in catalytic 

transformations. With the appearance of 1 in metal complexes as trans-chelating, bidentate 

ligand, we envisioned the application of preferably square-planar coordinated metals as 

prerequisite for this objective. Therefore, we chose the Lewis acid catalyzed asymmetric 

fluorination of β-ketoesters and oxindoles with N-fluorobenzenesulfonimide (NFSI) as test 

reaction,16 for which we previously observed excellent yields and enantioselectivities when 

employing the related boxmi ligand (Table 1).9 

Table 1. Optimization of Reaction Conditions for the Nickel-Catalyzed Fluorination of 

Ketoester 22a

F

O
O

OtBu F


O
O

OtBu

F

22a 23a

NiX2 (10 mol%), Lig (11 mol%)

standard conditionsa

NFSI (1.2 eq.), MS 4Å

solvent, rt, 16 h

# varied conditionb % yieldc % eed

1 none >95 93

2 salt: Ni(OTf)2 >95 90

3 salt: Ni(NTf2)2 >95 89

4 salt: Ni(dme)Cl2 >95 88

5 salt: Ni(OAc)2 n.d.e 41

6 salt: Ni(ClO4)2 ·6 H2O >95 76

7 ligand: Me,iPrboxman >95 59
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15

8 solvent: n-pentane n.d. 15

9 solvent: toluene >95 91

10 solvent: Et2O n.d. 41

11 solvent: THF n.d. 20

12 solvent: MeCN n.d. 22

a standard conditions: substrate 22a (40 µmol, 1.0 eq.), N-fluorobenzenesulfonimide (1.2 eq.), Ni(ClO4)2 (10 mol%), Me,Phboxman (11 mol%), 
molecular sieve 4 Å, dichloromethane, room temperature, 16 h.
b deviation from standard condition; unless indicated otherwise.
c determined by 19F NMR spectroscopy of the reaction mixture.
d determined by HPLC analysis.
e not determined.

Starting with the previously reported standard conditions and the readily available ligands 

Me,Rboxman 1b,c, nickel perchlorate in combination with Me,Phboxman gave near-quantitative 

conversion of test substrate 22a and an excellent enantiomeric excess of 93% ee (entry 1). The 

use of (dimethoxyethane) nickel dichloride ((dme)NiCl2) as well as other anhydrous nickel salts 

with weakly coordinating anions resulted in similar stereoinduction (entries 2-6). In contrast, 

substantial differences in stereoselectivity were obtained when modifying the oxazoline 

substituent as a change from Ph to iPr led to a dramatically reduced enantiomeric excess (entry 

7). In addition, solvent screening indicated only toluene and dichloromethane as suitable solvents 

(entries 8-12). Monitoring the reaction progress by 19F NMR spectroscopy, we found that 

reducing the reaction temperature below room temperature or the catalyst loading below 

10 mol% would lead to impractically long reaction times. 

In a next step, we focused both on extending the scope of the reaction and on a comparison of the 

ligand structures developed in this work (Table 2). Regarding further metal salts, the use of 

copper salts led to racemic mixtures (entry 2), whereas zinc bistriflimide was found to provide 

similarly high stereoselectivities as nickel salts (entry 3).
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16

Table 2. Optimization of Reaction Conditions for the Fluorination of Ketoester 22b

O
O

OtBu


O
O

OtBu

F

22b 23b

MX2 (10 mol%), Lig (12 mol%)
NFSI (2.0 eq.)

DCM, rt, 4 h

# Metal salt Ligand % yield % eeb

1c Ni(ClO4)2 ·6 H2O H,Phboxman 93 82

2c Cu(OTf)2
H,Phboxman 96 1

3 Zn(NTf2)2
H,Phboxman 90 92

4 Zn(NTf2)2
Me,Phboxman 60 90

5 Zn(NTf2)2
H,Phboxmene 36 9

a reaction conditions: substrate 22b (0.10 mmol), N-fluorobenzenesulfonimide (2 eq.), metal salt (10 mol%), ligand (12 mol%), dichloromethane 
(1.0 mL), room temperature, 4 h.
b determined by HPLC analysis.
c 5 h reaction time.

Upon altering the ligand from H,Phboxman to the backbone methylated derivative Me,Phboxman, 

only subtle changes in enantiodiscrimination were observed (entry 4) for the Zn-catalyzed 

fluorination. On the other hand, employment of the sulfur analogue H,Phboxmene rendered the 

fluorinated reaction product with only a marginal enantiomeric excess. 

Having determined the ideal conditions for the catalytic systems, we proceeded to screen a range 

of suitable substrates for both the nickel(II)- and zinc(II)-catalyzed enantioselective fluorination 

(Scheme 7). Generally high yields and stereoselectivities demonstrated the applicability of our 

catalytic system. 
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Scheme 7. Substrate Scopes for the Nickel(II) and Zinc(II)-catalyzed Fluorination of β-

Ketoesters

O
O

OR2


O
O

OR2

F
R1 R1



O

OtBu

O

F


O

OtBu

O


O

OtBu

O



O

OtBu

O

MeO


O

OMe

O

MeO


O

O

O

MeO

MeO MeO MeO

F F F

F F F

93%, 93% ee 45%, 89% ee 97%, 92% ee

98%, 94% ee 98%, 64% ee 89%, 57% ee

Nickel(II)-catalysisa



O

OtBu

O


O

OtBu

O


O

OtBu

O

Br

F F F

90%, 92% ee 90%, 84% ee 85%, 87% ee

Zinc(II)-catalysisb

Cl

Br

Cl

MX2 (10 mol%)

NFSI (1.2-2.0 eq.)
DCM, rt, t

R',Phboxman (11-12 mol%)

22 23

23a 23c 23d

23e 23f 23g

23b 23h 23c

a reaction conditions: substrate 22 (0.1 mmol), N-fluorobenzenesulfonimide (1.2 eq.), Ni(ClO4)2 (10 mol%), Me,Phboxman (11 mol%), molecular 
sieves (4 Å), dichloromethane (1.0 mL), room temperature, 16 h.
b reaction conditions: substrate 22 (0.1 mmol), N-fluorobenzenesulfonimide (2.0 eq.), Zn(NTf)2 (10 mol%), H,Phboxman (12 mol%), 
dichloromethane (1.0 mL), room temperature, 5 h.
c enantiomeric excess determined by HPLC analysis.

Whereas backbone substitution of the ketoester appeared to have only moderate influence 

on the reaction outcome (R1 = F, Cl, Br, Me, MeO), the steric bulk of the ester group turned out 

to be a key prerequisite for a successful functionalization: exchanging the tert-butyl moiety for 

ethyl and allyl groups resulted in high conversions, but significantly reduced enantioselectivities. 

Given the structural resemblance of oxindoles and β-ketoesters, we also applied our standard 

protocol to three derivatives of this class of substrates. Overall, inferior results in terms of yield 

and stereoselectivity were obtained for oxindoles compared to β-ketoesters (Scheme 8) whereas 
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the same general trends were found: backbone substitution had no major influence on the 

enantioselectivity, while steric bulk of the protecting group (boc versus acetyl) was vital. 

Scheme 8. Substrate Scope for the Nickel-catalyzed Fluorination of Oxindolesa

N
O

N



O

N



O
N



O
N



O

25a 25b 25c

R2

F

R2

R1 R1

Boc Boc Ac

Me

OMeF F F

Ni(ClO4)2 (10 mol%)

NFSI (1.2 eq.), MS 4Å
DCM, rt, 16 h

Me,Phboxman (11 mol%)

Fluorination of Oxindoles

24 25

41%, 73% ee 71%, 79% ee 87%, 25% ee

a enantiomeric excess determined by HPLC analysis.

Conclusions

In conclusion, the class of stereodirecting bis(oxazoline) ligands has been extended by two 

further representatives, namely the NON ligand “bis(oxazolinylmethylidene)isobenzofuran”, 

R’,Rboxman, and its thio derivative Rboxmene. In case of R’,Rboxman, the stereochemial issues 

accompanied with initial backbone construction were either resolved by a Pd-catalyzed 

heterocyclisation reaction (R’ = H, 8 steps in total) or by means of the introduction of 

stereodirecting methyl groups (R’ = Me, 5 steps overall). The effective use of these trans-

chelating ligands in the nickel(II)- or zinc(II)-catalyzed -fluorination of carbonyl substrates has 

provided first evidence of their potential in stereoselective catalysis and prompts further 

applications in 3d metal catalysis.  
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Experimental Section

Unless stated otherwise, all manipulations were performed under dried argon in standard Schlenk 

glassware, which was flame-dried prior to use. Solvents were dried according to standard 

procedures. The 1H and 13C NMR spectra were recorded on Bruker Avance (400 MHz, 600 MHz) 

instruments. Mass spectra were recorded by the mass spectrometry service of Shanghai Institute 

of Organic Chemistry or at the mass spectrometry facility of the Institute of Organic Chemistry. 

2,6-Dimethyl phthalic anhydride (3b)20 and ketoesters26 were synthesized according to literature 

procedures. All other starting materials were obtained commercially and used without further 

purification.

Preparation of compound 9:

To a solution of 2-iodobenzoic acid (4.96 g, 20.0 mol, 1.0 eq.) in anhydrous DCM (80 mL) was 

added oxalyl chloride (1.86 mL, 22.0 mol, 1.1 eq.) and 100 L DMF via syringe at room 

temperature. After stirring the reaction mixture at room temperature for 4 h, all volatiles were 

removed in vacuo to afford the raw product, which can be used without any further operation. In 

a separate flask was added methyl acetate (6.36 mL, 80.0 mol, 4.0 eq.) to a solution of lithium 

diisopropylamide (15 mL, 2 M in THF, 1.5 eq.) in anhydrous Et2O (100 mL) slowly at 72 °C. 

The mixture was stirred for 20 min at this temperature, before a suspension of the acyl chloride in 

Et2O (15 mL) was added very slowly. After stirring the mixture at 72 °C for 30 min, the 

reaction was stopped by adding aqueous HCl (1 M, 100 mL). The product was extracted with 

Et2O (2 x 100 mL) and the combined organic phases were washed with brine (50 mL) and dried 

over sodium sulfate. Subsequently, the solvent was removed in vacuo and the crude product was 

purified by column chromatography (petroleum ether/ethyl acetate = 35:1), affording the product 
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as yellow oil (4.26 g, 14 mol, 70%). The product exists as a 1.7:1.0 mixture of ketone and enol 

tautomers. Spectroscopic Data have been reported previously.27 1H NMR (400.20 MHz, CDCl3, 

295 K): δ (ppm) = 12.27 (s, 0.5 H, enol), 7.94 (dd, J = 17.8, 7.9 Hz, 1 H, ketone), 7.91 (d, J = 7.8 

Hz, 0.5 H, enol), 7.47 (ddd, J = 8.2, 7.5, 1.2 Hz, 2 H, ketone and enol), 7.40 (dd, J = 9.0, 2.0 Hz, 

2 H, ketone and enol), 7.16 (td, J = 7.7, 1.7 Hz, 2 H, ketone), 7.14–7.06 (m, 0.5 H, enol), 5.36 (s, 

0.5H, enol), 4.00 (s, 2 H, ketone), 3.82 (s, 1.7 H, enol), 3.74 (s, 3 H, ketone).

Preparation of compound 10:

To a solution of compound 9 (6.08 g, 20.0 mmol, 1.0 eq.) in anhydrous THF (400 mL) were 

added propargyl alcohol (4.6 mL, 80.0 mmol, 4.0 eq.), Pd(PPh3)4 (1.16 g, 1.0 mol, 5 mol%), CuI 

(381 mg, 2.0 mol, 10 mol%) and Et3N (8 mL, 60.0 mmol, 3.0 eq.). The reaction mixture was 

stirred at 50 °C for 8 h. Subsequently, the solvent was removed under reduced pressure and the 

residue was purified by column chromatography (petroleum ether/ethyl acetate = 1:1) to afford 

the product as yellow solid in (3.99 g, 17.2 mol, 86%). 1H NMR (400.20 MHz, CDCl3, 295 K): δ 

(ppm) = 7.62 (d, J = 3.8 Hz, 1 H), 7.60 (d, J = 3.4 Hz, 1 H), 7.54 (t, J = 7.4 Hz, 1 H), 7.46 (t, J = 

7.4 Hz, 1 H), 5.70 (t, J = 6.8 Hz, 1 H), 5.62 (s, 1 H), 4.66 (d, J = 6.8 Hz, 2 H), 3.80 (s, 3 H). 

13C{1H} NMR (100.63 MHz, CDCl3, 295 K): δ (ppm) = 166.1, 162.0, 152.5, 134.1, 132.7, 131.7, 

129.8, 121.2, 120.3, 103.5, 87.8, 57.2, 51.4. HRMS (EI+): calcd. for C13H12NaO4
+ [M+Na]+: 

255.0628; found: 255.0627.

Preparation of compound 11:

To a solution of compound 10 (4.64 g, 20.0 mmol, 1.0 eq.) in anhydrous DCM (180 mL) at 0 oC 

was added Dess–Martin periodinane (8.48 g, 20.0 mmol, 1.0 eq.). The reaction mixture was 

stirred at 0 °C overnight, before aqueous Na2S2O3 (10%, 50 mL) and saturated NaHCO3 (50 mL) 
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solutions were added. After 30 min, the suspension was filtered and the organic phase was 

washed successively with a saturated NaHCO3 solution (100 mL) and brine (100 mL). The 

organic phase was then dried over sodium sulfate and freed from any volatiles in vacuo. The 

crude product was recrystallized from DCM/PE, affording the product as white solid (4.14 g, 

18.0 mmol, 90%). 1H NMR (400.20 MHz, CDCl3, 295 K): δ (ppm) = 10.39 (d, J = 8.0 Hz, 1 H), 

7.75-7.69 (m, 2 H), 7.64 (m, J = 7.2 Hz, 2 H), 5.94 (d, J = 8.0 Hz, 1 H), 5.82 (s, 1 H), 3.81 (s, 3 

H). 13C{1H} NMR (100.63 MHz, CDCl3, 295 K): δ (ppm) = 189.0, 165.2, 164.8, 160.0, 133.5, 

133.0, 132.8, 132.3, 122.5, 121.6, 102.4, 92.7, 51.8. HRMS (ESI+): calcd. for C13H10NaO4
+ 

[M+Na]+: 253.0483; found: 253.0471.

Preparation of compound 12:

Under ambient conditions, compound 11 (4.60 g, 20.0 mmol, 1.0 eq.) was dissolved in tert-

BuOH (200 mL) and H2O (40 mL) and a solution of NaClO2 (7.40 g, 80.0 mmol, 4.0 eq.) and 

NaH2PO4 (14.0 g, 120 mmol, 6.0 eq.) in 40 mL H2O was added very slowly at room temperature. 

After stirring the mixture for 8 h, all volatiles were removed under reduced pressure. The residue 

was diluted in 100 mL DCM and treated with 50 mL hydrochloric acid (1 M). The organic phase 

was washed with water (200 mL) and dried over anhydrous sodium sulfate. Removal of the 

solvent under reduced pressure afforded the raw product 12, which purified by recrystallization 

from DCM/PE. The product was obtained as white solid (4.61 g, 18.7 mmol, 93%). 1H NMR 

(400.20 MHz, DMSO- d6, 295 K): δ (ppm) = 12.31 (s, 1 H), 8.10 (dd, J = 8.5, 5.1 Hz, 2 H), 7.68 

(dd, J = 8.5, 5.1 Hz, 2 H), 6.15 (s, 1 H), 6.07 (s, 1 H), 3.69 (s, 3 H). 13C{1H} NMR (100.63 MHz, 

DMSO-d6, 295 K): δ (ppm) = 165.2, 164.1, 160.4, 159.4, 133.3, 133.0, 132.3, 132.1, 122.2, 
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122.1, 93.4, 91.4, 51.1. HRMS (ESI+): calcd. for C13H10NaO5
+ [M+Na]+: 269.0420; found: 

269.0419.

Preparation of compound 13a:

Under ambient conditions, compound 12 (2.46 g, 10.0 mmol, 1.0 eq.) and KOH (2.80 g, 50.0 

mmol, 5.0 eq.) were dissolved in a solution of ethanol (50 mL) and H2O (30 mL). The reaction 

mixture was then stirred at room temperature for 4 h. After removing ethanol under reduced 

pressure, hydrochloric acid (1 M) was added, until large amount of solid precipitated. The 

suspension was filtered and the filter cake was dried in vacuo, affording the product as white 

solid (1.24 g, 5.34 mol, 53%). 1H NMR (400.20 MHz, DMSO-d6, 295 K): δ (ppm) = 8.07 (dd, J = 

5.8, 3.0 Hz, 2 H), 7.67 (dd, J = 5.8, 3.0 Hz, 2 H), 6.02 (s, 1 H). 13C{1H} NMR (100.63 MHz, 

DMSO-d6, 295 K): δ (ppm) = 165.2, 159.5, 133.2, 132.0, 122.0, 92.9. HRMS (ESI+): calcd. for 

C12H9O5
+ [M+H]+: 233.0444; found: 233.0447.

Preparation of compounds 15a:

To a solution of compound 13a (2.32 g, 10.0 mmol, 1.0 eq.) in anhydrous DCM (50 mL) was 

added oxalyl chloride (1.27 mL, 22.0 mmol, 2.2 eq.) and 100 l DMF via syringe at room 

temperature. The mixture was stirred at room temperature for 3 h. Subsequently, all volatiles 

were removed in vacuo, affording the raw acyl chloride as brown solid. The residue was 

redissolved in 15 mL anhydrous DCM and treated subsequently with triethylamine (3.06 mL, 

22.0 mmol, 2.2 eq.) and 2-phenylglycinol (3.02 g, 22.0 mmol, 2.2 eq.) at 0 °C. After stirring the 

reaction mixture at 0 oC for 24 h, water (20 mL) was added. The resulting mixture was extracted 

with DCM (3 x 50 mL) and the combined organic phases were dried over magnesium sulfate. 

The solvent was removed under reduced pressure and the crude product was purified by flash 
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chromatography (petroleum ether/ethyl acetate = 4:1 to dichloromethane/ethanol = 10:1) to 

afford the product as white solid (2.82 g, 6.0 mmol, 60%). 1H NMR (400.20 MHz, DMSO-d6, 

295 K): δ (ppm) = 8.72 (d, J = 8.2 Hz, 2 H), 7.95 (dd, J = 5.7, 3.0 Hz, 2 H), 7.68 (dd, J = 5.7, 3.0 

Hz, 2 H), 7.49–7.27 (m, 4 H), 7.29–7.08 (m, 6 H), 6.14 (s, 2 H), 5.02 (dd, J = 13.7, 8.0 Hz, 4 H), 

3.70 (td, J = 11.3, 4.8 Hz, 4 H). 13C{1H} NMR (100.63 MHz, DMSO-d6, 295 K): δ (ppm) = 

163.5, 156.2, 141.3, 132.5, 132.0, 128.2, 127.2, 126.8, 121.8, 95.9, 64.7, 55.5. HRMS (ESI+): 

calcd. for C28H26N2NaO5
+ [M+Na]+: 493.1734; found: 493.1737. 

Preparation of compounds 1a:

To a solution of compound 15a (940 mg, 2.00 mmol, 1.0 eq.) in MeCN (50 mL) were added PPh3 

(2.62 g, 10.0 mol, 5.0 eq.), Et3N (1.39 mL, 10.0 mol, 5.0 eq.) and CCl4 (966 l, 10.0 mmol, 5.0 

eq.). The reaction mixture was stirred at 0 °C. After completion of the reaction (monitored by 

TLC, about 10 h), water (100 mL) was added and the resulting mixture was extracted with DCM 

(5 x 50 mL). The combined organic phases were dried over magnesium sulfate. The solvent was 

removed under reduced pressure and the crude product was purified by flash chromatography 

(petroleum ether/ethyl acetate = 1:1), affording the product as white solid (172 mg, 0.40 mmol, 

20%). 1H NMR (400.20 MHz, CDCl3, 295 K): δ (ppm) = 7.69 (s, 2 H), 7.57 (s, 2 H), 7.33 (s, 

10H), 6.06 (s, 2 H), 5.33 (t, J = 9.2 Hz, 2 H), 4.82 (t, J = 9.1 Hz, 2 H), 4.29 (t, J = 8.3 Hz, 2 H). 

13C{1H} NMR (100.63 MHz, CDCl3, 295 K): δ (ppm) = 162.8, 157.7, 142.4, 133.6, 131.5, 128.8, 

127.6, 126.9, 121.3, 88.9, 75.0, 69.7. HRMS (ESI+): calcd. for C28H22N2NaO3
+ [M+Na]+: 

457.1523; found: 457.1522. 
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Preparation of compound 6b:

A mixture of 2,5-dimethylphthalic anhydride (5.14 g, 29.2 mmol, 1.0 eq.) and 

(carbethoxymethylene)triphenylphosphorane (50.8 g, 146 mmol, 5.0 eq.) was suspended in 150 

mL absolute 1,4-dioxane. After heating the reaction mixture to 120 °C for 6 d, the solvent was 

removed in vacuo. The dark brown residue was purified by column chromatography (petroleum 

ether/ethyl acetate = 5:1 → 3:1), yielding the product as a yellow solid (4.50 g, 14.2 mmol, 49%). 

1H NMR (600.13 MHz, CDCl3, 295 K): δ (ppm) = 7.22 (s, 2 H), 5.79 (s, 2 H), 4.30 (q, J = 7.1 

Hz, 4 H), 2.52 (s, 6 H), 1.37 (t, J = 7.1 Hz, 6 H). 13C{1H} NMR (150.90 MHz, CDCl3, 295 K): δ 

[ppm] = 164.7, 161.2, 133.9, 132.7, 132.2, 95.8, 60.5, 20.5, 14.5. HRMS (EI+): calcd. for 

C18H20O5
+ [M]+: 316.1311; found: 316.12908. 

Preparation of compound 13b:

Under ambient conditions, a solution of KOH (4.26 g, 75.9 mmol, 10.0 eq.) in 30 mL water was 

added dropwise to a suspension of compound 6b (2.40 g, 7.59 mmol, 1.0 eq.) in 100 mL ethanol, 

60 mL tetrahydrofuran and 30 mL water. The reaction mixture was stirred at room temperature 

for 3-4 h forming a brown solution. Subsequently, the solvent was removed under reduced 

pressure and the residue was redissolved in 300 mL water. The solution was acidified with 

aqueous HCl (2M, about 30 mL), until a pH value of 2-3 was reached. The resulting precipitate 

was filtered, washed with water and distilled azeotropically with toluene, affording the product as 

an off-white solid (1.78 g, 6.84 mmol, 90%). 1H NMR (600.13 MHz, DMSO-d6, 295 K): δ (ppm) 

= 12.13 (s, 2 H), 7.36 (s, 2 H), 5.69 (s, 2 H), 2.47 (s, 6 H). 13C{1H} NMR (150.90 MHz, DMSO- 

d6, 295 K): δ [ppm] = 165.1, 159.5, 134.1, 132.5, 131.2, 96.0, 19.8. HRMS (EI+): calcd. for 

C14H12O5
+ [M]+: 260.0685; found: 260.06694. 
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Preparation of compound 14b:

Carbonic acid 13b (1.50 g, 5.77 mmol, 1.0 eq.) was suspended in 250 mL dichloromethane. 

Subsequently, oxalylchloride (1.61 g, 1.09 mL, 12.7 mmol, 2.2 eq.) and a catalytic amount of 

N,N-dimethylformamide were added dropwise at 0 °C. The suspension was warmed to room 

temperature over a period of 2-3 h, giving a dark red solution. The reaction mixture was freed 

from any volatiles in vacuo to obtain the crude product in quantitative yield, which was used for 

subsequent reactions without further purification. 1H NMR (600.13 MHz, CDCl3, 295 K): δ 

(ppm) = 7.40 (s, 2 H), 6.19 (s, 2 H), 2.59 (s, 6 H). 13C{1H} NMR (150.90 MHz, CDCl3, 295 K): δ 

(ppm) = 161.7, 159.9, 135.8, 131.8, 102.0, 20.5. HRMS (EI+): calcd. for C14H10ClO3
+ [M-Cl]+: 

261.0313; found: 261.03019.

Preparation of compound 15b:

Acid chloride 14b (1.15 g, 3.84 mmol, 1.0 eq) was dissolved in 120 mL dichloromethane and a 

solution of triethylamine (971 mg, 1.34 mL, 9.59 mmol, 2.5 eq.) and (S)-2-phenylglycinol (1.32 

g, 9.59 mmol, 2.5 eq.) in 10 mL dichloromethane was added dropwise at 0 °C. The reaction 

mixture was stirred at 0 °C for 24 h. Approximately 2/3 of the solvent volume was then removed 

under reduced pressure and the reaction was quenched by the addition of 80 mL water. The 

resulting precipitate was filtered, washed with water and little dichloromethane, and dried in 

vacuo, yielding the product as a colorless solid (1.31 g, 2.63 mmol, 69%). 1H NMR (600.13 

MHz, DMSO- d6, 295 K): δ (ppm) = 8.91 (d, J = 8.2 Hz, 2 H), 7.37 (s, 2 H), 7.36-7.33 (m, 4 H), 

7.23-7.18 (m, 6 H), 5.94 (s, 2 H), 5.05-5.01 (m, 2 H), 5.00 (t, J = 5.8 Hz, 2 H), 3.80-3.70 (m, 2 

H), 3.74-3.68 (m, 2 H), 2.49 (s, 6 H). 13C{1H} NMR (150.90 MHz, DMSO- d6, 295 K): δ (ppm) 
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= 163.8, 156.3, 141.5, 133.6, 132.3, 130.8, 128.1, 127.3, 126.8, 99.1, 64.6, 55.6, 19.6. HRMS 

(EI+): calcd. for C30H31N2O5
+ [M+H]+: 499.2227; found: 499.2237.

Preparation of compound 15c:

A solution of L-valinol (790 mg, 7.66 mmol, 2.5 eq.) and triethylamine (1.07 mL, 7.66 mmol, 2.5 

eq.) in 10 mL dichloromethane was added dropwise to a solution of acid chloride 14b (910 mg, 

30.6 mmol, 1.0 eq.) in 100 mL dichloromethane at 0 °C. The red solution was then stirred at 0 °C 

for 20 h, before it was concentrated to 1/5 of its volume and quenched with 70 mL water. The 

reaction mixture was extracted with dichloromethane and the combined organic phases were 

washed with water (3 x 50 mL) and dried over sodium sulfate. The solvent was reduced in vacuo 

to 3-4 mL and treated with n-pentane, yielding a brown oil. The supernatant was removed and the 

residue was purified by column chromatography (dichloromethane/methanol = 19:1). The 

product was obtained as an off-white solid (1.15 g, 2.67 mmol, 87%). 1H NMR (600.13 MHz, 

DMSO-d6, 295 K): δ (ppm) = 8.16 (d, J = 9.0 Hz, 2 H), 7.38 (s, 2 H), 5.92 (s, 2 H), 4.63 (t, J = 

5.5 Hz, 2 H), 3.83-3.79 (m, 2 H), 3.54-3.52 (m, 4 H), 2.50 (s, 6 H), 1.97-1.89 (m, 2 H), 0.89-0.85 

(m, 12 H). 13C{1H} NMR (150.90 MHz, DMSO-d6, 295 K): δ (ppm) = 163.9, 155.8, 133.3, 

132.0, 130.8, 99.4, 61.5, 55.8, 28.6, 19.7, 19.6, 18.2. HRMS (ESI-): calcd. for C24H33N2O5
+ [M-

H]+: 429.2395; found: 429.2397. 

Preparation of compound 1b:

A suspension of amide 15b (1.65 g, 3.31 mmol, 1.0 eq.) in 50 mL dichloromethane was treated 

dropwise at 0 °C with diethylaminosulfur trifluoride (1.31 mL, 1.60 g, 9.93 mmol, 3.0 eq.). The 

solution was stirred at 0 °C for 2.5 h and then quenched by adding 4 N aqueous ammonium 

hydroxide solution (20 mL). The reaction mixture was extracted with dichloromethane and the 
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combined organic phases were dried over sodium sulfate and purified by column chromatography 

(silica gel was deactivated with triethylamine prior to use, petroleum ether/ethyl acetate = 2:1 → 

0:1). The product is obtained as a yellow solid (575 mg, 1.24 mmol, 38%). Single crystals 

suitable for X-ray diffraction analysis were obtained by layering a solution of the compound in 

dichloromethane with toluene and n-pentane. 1H NMR (600.13 MHz, CDCl3, 295 K): δ (ppm) = 

7.35-7.34 (m, 8 H), 7.29- 7.25 (m, 2 H), 7.23 (s, 2 H), 6.09 (s, 2 H), 5.32 (dd, J = 10.1 Hz, J = 8.9 

Hz, 2 H), 4.80 (dd, J = 10.1 Hz, J = 8.3 Hz, 2 H), 4.27 (t, J = 8.6 Hz, 2 H), 2.57 (s, 6 H). 13C{1H} 

NMR (150.90 MHz, CDCl3, 295 K): δ (ppm) = 163.5, 158.4, 142.5, 133.5, 132.3, 132.1, 128.8, 

127.7, 127.0, 92.3, 74.9, 69.7, 20.6. HRMS (ESI+): calcd. for C30H27N2O3
+ [M+H]+: 463.2016; 

found: 463.2020.  

Preparation of compound 1c:

Diethylaminosulfur trifluoride (1.78 mL, 2.17 g, 13.5 mmol, 4.0 eq.) was added dropwise at 0 °C 

to a suspension of compound 15c (1.45 g, 3.36 mmol, 1.0 eq.) in 50 mL dichloromethane. After 

stirring the mixture at 0 °C for 4 h, the reaction was stopped by adding aqueous ammonium 

hydroxide solution (4 N, 20 mL). The product was purified by column chromatography (silica gel 

was deactivated with triethylamine prior to use, petroleum ether/ethyl 

acetate/dichloromethane/triethylamine = 4:1:1, 1% → 3:2:3, 1% → 0:2:5, 2% → 0:1:1, 2%) and 

obtained as a beige solid (868 mg, 2.20 mmol, 65%). Single crystals suitable for X-ray diffraction 

analysis were obtained from a hot saturated solution of the compound in ethyl acetate / n-hexane. 

1H NMR (600.13 MHz, CDCl3, 295 K): δ (ppm) = 7.17 (s, 2 H), 5.97 (s, 2 H), 4.51 (dd, J = 9.7 

Hz, J = 8.3 Hz, 2 H), 4.12 (t, J = 8.6 Hz, 2 H), 4.01-3.96 (m, 2 H), 2.53 (s, 6 H), 1.85-1.77 (m, 2 

H), 1.09 (d, J = 6.7 Hz, 6 H), 0.95 (d, J = 6.7 Hz, 6 H). 13C{1H} NMR (150.90 MHz, CDCl3, 295 
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K): δ (ppm) = 162.3, 157.9, 133.2, 132.1, 92.4, 72.6, 70.8, 33.2, 20.6, 19.6, 18.8. HRMS (ESI+): 

calcd. for C24H31N2O3
+ [M+H]+: 395.2329; found: 395.2333. 

Preparation of compound 7: 

Under ambient conditions, phthalic anhydride (7.39 g, 49.9 mmol, 1.0 eq.) and sodium sulfide 

(16.8 g, 69.8 mmol, 1.4 eq.) nonahydrate were stirred at room temperature, which led to 

liquefaction. After three days, the clear, orange liquid was quenched with 10% hydrochloric acid. 

The resulting white solid was filtered, washed with water and dried by azeotropic distillation with 

benzene. This product and ethyl 2-(triphenyl-λ5-phosphaneylidene)acetate (74.3 g, 213 mmol, 5 

eq.) were suspended in 100 mL dry 1,4-dioxane and stirred overnight at 110 °C until NMR 

analysis of the raw product showed complete conversion. The solvent was removed in vacuo and 

the residue was purified by flash column chromatography (deactivated silica; petroleum 

ether/ethyl acetate 3:1). The product was obtained as an orange-colored solid (2.82 g, 9.27 mmol, 

19%). Single crystals suitable for X-ray diffraction analysis were obtained by layering a solution 

of the compound in dichloromethane with n-pentane. 1H NMR (600.13 MHz, CDCl3, 295 K): δ 

(ppm) = 7.79-7.78 (m, 2 H), 7.53-7.52 (m, 2 H), 6.63 (s, 2 H), 4.32 (q, 3J = 7.1 Hz, 4 H), 1.36 (t, 

3J = 7.1 Hz, 6 H). 13C{1H} NMR (150.90 MHz, CDCl3, 295 K): δ (ppm) = 166.7, 155.8, 139.0, 

130.9, 121.1, 107.2, 60.9, 14.6. HRMS (ESI+): calcd. for C16H16NaO4S+ [M+Na]+: 327.0662; 

found: 327.0663.

Preparation of compound 16: 

Under ambient conditions, diethyl ester 7 (2.16 g, 7.10 mmol, 1.0 eq.) was suspended in a 

mixture of 100 mL ethanol, 30 mL tetrahydrofuran and 30 mL water. A solution of sodium 

hydroxide (2.84 g, 71.0 mmol, 10 eq.) in 30 mL water was added and the mixture was stirred at 

Page 28 of 44

ACS Paragon Plus Environment

The Journal of Organic Chemistry

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60



29

room temperature for 3 hours. Subsequently, the organic solvents were removed in vacuo, the 

residue dissolved in water and filtrated. The filtrate was acidified with 60 mL 10% hydrochloric 

acid and stirred for 30 min. The resulting precipitate was filtered, washed with water and dried by 

azeotropic distillation with benzene. The product was obtained as a yellow solid (1.39 g, 5.62 

mmol, 79%). 1H NMR (600.13 MHz, DMSO-d6, 295 K): δ (ppm) = 12.76 (s, 2 H), 8.17-8.15 (m, 

2 H), 7.62-7.60 (m, 2 H), 6.90 (s, 2 H). 13C{1H} NMR (150.90 MHz, DMSO-d6, 295 K): δ (ppm) 

= 167.8, 155.1, 138.2, 131.2, 122.6, 108.2. HRMS (ESI–): calcd. for C12H7O4S– [M–H]–: 

247.0071; found: 247.0069.

Preparation of compound 18a: 

Diacid 16 (750 mg, 3.02 mmol, 1.0 eq.) was suspended in 120 mL dry dichloromethane. In an ice 

bath, a catalytic amount of N,N-dimethyl formamide and oxalyl chloride (1.50 mL, 2.22 g, 17.5 

mmol, 5.8 eq.) were added dropwise. The suspension was allowed to warm up to room 

temperature. After 20 h, all volatiles were removed in vacuo to yield a brown–green solid. This 

crude dichloride was resuspended in 150 mL dry dichloromethane. (S)-2-Phenylglycinol (980 

mg, 7.14 mmol, 2.4 eq.) and dry triethylamine (1.10 mL, 763 mg, 7.54 mmol, 2.5 eq.) were 

dissolved in 5 mL dry dichloromethane and added dropwise at 0 °C. After 20 h, the reaction was 

stopped by addition of water and stirred for 30 min. The resulting gum-like brown precipitate was 

separated, washed with dichloromethane and water, dried by azeotropic distillation with benzene 

and used without further purification. The product was obtained as a light brown solid (1.35 g, 

2.77 mmol, 92%). 1H NMR (600.13 MHz, DMSO-d6, 295 K): δ (ppm) = 8.68 (d, 3J = 8.2 Hz, 2 

H), 7.84-7.83 (m,   H), 7.62-7.61 (m, 2 H), 7.36-7.31 (m, 8 H), 7.25-7.23 (m, 2 H), 7.02 (s, 2 H), 

5.00-4.94 (m, 4 H), 3.64-3.61 (m, 4 H). 13C{1H} NMR (150.90 MHz, DMSO-d6, 295 K): δ (ppm) 
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= 165.0, 150.3, 141.3, 138.3, 130.6, 128.2, 127.0, 126.9, 121.4, 109.9, 64.7, 55.2. HRMS (ESI–): 

calcd. for C28H25N2O4S– [M–H]–: 485.1541; found: 485.1541.

Preparation of compound 18b:

Diacid 16 (1.18 g, 4.75 mmol, 1.0 eq.) was suspended in 100 mL dry dichloromethane. In an ice 

bath, catalytic amounts of N,N-dimethyl formamide and oxalyl chloride (1.5 mL, 2.22 g, 17.5 

mmol, 3.7 eq.) were added dropwise. The suspension was allowed to warm to room temperature. 

After 20 h, all volatiles were removed in vacuo to yield a brown–green solid. This crude 

dichloride was resuspended in 100 mL dry dichloromethane. (S)-Valinol (1.33 mL, 1.23 g, 11.9 

mmol, 2.5 eq.) and triethylamine (1.66 mL 1.21 g, 11.9 mmol, 2.5 eq.) were dissolved in 10 mL 

dry dichloromethane and added dropwise at 0 °C. After 20 h, the reaction was stopped by 

addition of water and stirred for 30 min. The resulting gum-like precipitate was separated, 

washed with dichloromethane and water and dried by azeotropic distillation with benzene. The 

product was obtained as a light brown solid (1.31 g, 3.12 mmol, 65%). 1H NMR (600.13 MHz, 

DMSO-d6, 295 K): δ (ppm) = 7.90 (d, 3J = 9.1 Hz,   H), 7.81-7.80 (m, 2 H), 7.60-7.59 (m, 2 H), 

6.99 (s, 2 H), 4.68 (s, 2 H), 3.70-3.69 (m, 2 H), 3.48-3.42 (m, 4 H), 1.91-1.88 (m, 2 H), 0.89 (d, 3J 

= 6.8 Hz, 6 H), 0.87 (d, 3J = 6.8 Hz, 6 H). 13C{1H} NMR (150.90 MHz, DMSO-d6, 295 K): δ 

(ppm) = 165.4, 149.8, 138.4, 130.4, 121.3, 110.2, 61.3, 55.8, 28.3, 19.7, 18.1. HRMS (ESI–): 

calcd. for C22H29N2O4S– [M–H]–: 417.1854; found: 417.1855.

Preparation of compound 2a:

To a suspension of diamide 18a (1.32 g, 2.71 mmol, 1.0 eq.) in 100 mL dry dichloromethane at 

0 °C, diethylaminosulfur trichloride (1.00 mL 1.22 g, 7.57 mmol, 2.8 eq.) was added dropwise. 

After stirring for 3 h at 0 °C, the reaction was quenched by addition of 4 N aqueous ammonium 
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hydroxide and extracted with dichloromethane. The organic phase was dried over sodium sulfate, 

the solvent was removed in vacuo and the residue was purified by flash column chromatography 

(silica gel was deactivated with triethylamine prior to use; petroleum ether/ethyl acetate 4:1 → 

1:1). The product was obtained as a yellow solid (651 mg, 1.44 mmol, 53%). Single crystals 

suitable for X-ray diffraction analysis were obtained by layering a solution of the compound in 

dichloromethane with toluene and n-pentane. 1H NMR (600.13 MHz, CDCl3, 295 K): δ (ppm) = 

7.80-7.78 (m, 2 H), 7.51-7.50 (m, 2 H), 7.36-7.32 (m, 8 H), 7.29-7.26 (m, 2 H), 6.85 (s, 2 H), 

5.42-5.39 (m, 2 H), 4.79-4.76 (m, 2 H), 4.25 (t, 3J = 8.2 Hz, 2 H). 13C{1H} NMR (150.90 MHz, 

CDCl3, 295 K): δ (ppm) = 164.2, 150.2, 142.6, 139.2, 130.3, 128.8, 127.6, 121.6, 103.8, 75.1, 

70.1. HRMS (EI+): calcd. for C28H21N2O2S+ [M–H]+: 449.1318; found: 449.1316.

Preparation of compound 2b:

To a suspension of diamide 18b (1.31 g, 3.12 mmol, 1.0 eq.) in 100 mL dry dichloromethane at 0 

°C, diethylaminosulfur trifluoride (1.24 mL, 1.51 g, 9.35 mmol, 3.0 eq.) were added. After 

stirring for 3 h at 0 °C, the reaction was quenched by addition of 4 N aqueous ammonium 

hydrochloride and extracted with dichloromethane. The organic phase was dried over sodium 

sulfate, the solvent was removed in vacuo and the residue was purified by flash column 

chromatography (silica gel was deactivated with triethylamine prior to use; petroleum ether/ethyl 

acetate 2:1 → 1:1). The product was obtained as an orange-colored solid (589 mg, 1.54 mmol, 

49%). 1H NMR (600.13 MHz, CDCl3, 295 K): δ (ppm) = 7.74-7.73 (m, 2 H), 7.46-7.45 (m, 2 H), 

6.73 (s, 2 H), 4.43-4.40 (m, 2 H), 4.12-4.05 (m, 4 H), 1.83-1.77 (m, 2 H), 1.06 (d, 3J = 6.7 Hz, 6 

H), 0.95 (d, 3J = 6.7 Hz, 6 H). 13C{1H} NMR (150.90 MHz, CDCl3, 295 K): δ (ppm) = 163.0, 
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149.9, 139.2, 130.1, 121.5, 103.8, 72.9, 70.9, 33.3, 19.1, 18.7. HRMS (ESI+): calcd. for 

C22H27N2O2S+ [M+H]+: 383.1788; found: 383.1794.

Preparation of compounds Me,RboxmanMCl2 (General Procedure GP1):

A solution of the respective ligand (1b or 1c, 1.0 eq.) in tetrahydrofuran (approximately 5 ml) 

was added to a solution of MCl2(thf)x (M = Fe, Co; 1.0 eq.) in tetrahydrofuran (5-10 ml). The 

reaction mixture was stirred at room temperature for 1-2 d, turning into a colored suspension. The 

solvent was reduced to 1/2 of its volume in vacuo and treated with n-pentane for complete 

precipitation. The solid was separated by filtration, washed consecutively with little 

tetrahydrofuran and n-pentane, and dried in vacuo. Single crystals suitable for X-ray diffraction 

analysis were obtained by layering a solution of the respective compound in dichloromethane 

with toluene and n-pentane.

Preparation of compound 19a:

Employing GP1, ligand 1b (46.7 mg, 101 µmol) was reacted with FeCl2 (12.8 mg, 101 µmol). 

The product was obtained as a green beige solid (37.4 mg, 63.5 µmol, 63%).1H NMR (600.13 

MHz, CD2Cl2, 295 K,): δ (ppm) = 10.88 (s, 2 H), 8.06 (bs, 2 H) 5.60 (s, 2 H), 4.89 (s, 4 H), 0.62 

(s, 4 H). 13C NMR (150.90 MHz, CD2Cl2, 295 K,): δ (ppm) = 303.9 (s), 230.4 (s), 208.3 (s), 

161.9 (s), 153.5 (s), 144.2 (d, J = 162.2 Hz), 127.4 (d, J = 153.8 Hz), 122.4 (d, J = 162.1 Hz), 

120.9 (s), 111.7 (s), 14.7 (q, J = 128.4 Hz), –7.9 (s). µeff = 5.25 µB (Evans, CD2Cl2, 295 K). Anal. 

Calcd for C30H26FeN2O3: C, 61.15; H, 4.45; N, 4.75. Found: C, 60.96; H, 4.76; N, 4.82.

Preparation of compound 19b:

Complexation of FeCl2 (64.4 mg, 508 µmol) with ligand 1c (200.5 mg, 508 µmol) following 

method GP1 yielded the product as green beige solid (170.1 mg, 326 µmol, 64%). 1H NMR 
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(600.13 MHz, CD2Cl2, 295 K,): δ (ppm) = 10.64 (s, 2 H), 8.41 (bs, 2 H), 7.29 (s, 2 H), 3.65 (s, 6 

H), 2.55 (s, 2 H), 1.61 (s, 6 H), –12.30 (bs, 2 H). 13C NMR (150.90 MHz, CD2Cl2, 295 K,): δ 

(ppm) = 279.8 (s), 253.2 (s), 224.9 (s), 159.5 (s), 146.7 (d, J = 162.6 Hz), 85.5 (s), 19.7 (s), 15.2 

(q, J = 124.3 Hz), 10.3 (s), –25.4 (s), –28.0 (s). µeff = 5.14 µB (Evans, CD2Cl2, 295 K). Anal. 

Calcd for C24H30Cl2FeN2O3: C, 55.30; H, 5.80; N, 5.37. Found: C, 55.55; H, 6.09; N, 5.13.

Preparation of compound 20a:

Employing GP1, ligand 1b (130 mg, 281 µmol) was reacted with CoCl2(thf)1.2 (60.8 mg, 281 

µmol). The product was obtained as a bright green solid (152 mg, 256 µmol, 91%). 1H NMR 

(600.13 MHz, CD2Cl2, 295 K,): δ (ppm) = 16.73 (s, 2 H), 8.44 (s, 4 H), 6.88 (s, 2 H), 6.53 (s, 2 

H), 3.49 (s, 6 H). 13C NMR (150.90 MHz, CD2Cl2, 295 K,): δ (ppm) = 184.5 (s), 150.4 (s), 143.6 

(d, J = 159.8 Hz), 131.2 (d, J = 159.8 Hz), 125.0 (d, J = 163.5 Hz), 112.4 (s), 62.6 (s), 18.7 (q, J 

= 132.6 Hz). µeff = 4.36 µB (Evans, CD2Cl2, 295 K). Anal. Calcd for C30H26Cl2CoN2O3: C, 60.83; 

H, 4.42; N, 4.73. Found: C, 60.53; H, 4.74; N, 4.55.

Preparation of compound 20b:

Synthesis according to GP1 with ligand 1c (200 mg, 507 µmol) and CoCl2(thf)1.2 (101 mg, 507 

µmol) yielded the product as bright green solid (222 mg, 423 µmol, 84%). 1H NMR (600.13 

MHz, CD2Cl2, 295 K,): δ (ppm) = 39.94 (s, 2 H), 21.41 (s, 2 H), 12.38 (s, 4 H), 10.16 (s, 2 H), 

6.61 (s, 12 H), 5.94 (s, 2), 2.87 (s, 6 H). 13C NMR (150.90 MHz, CD2Cl2, 295 K,): δ (ppm) = 

198.6 (s), 186.7 (s), 150.1 (s), 142.7 (d, J = 158.6 Hz), 45.7 (m), 19.5 (m), 17.3 (q, J = 128.0 Hz), 

7.8 (m), −4.8 (s). µeff = 4.14 µB (Evans, CD2Cl2, 295 K). Anal. Calcd for C24H30Cl2CoN2O3: C, 

54.98; H, 5.77; N, 5.34. Found: C, 55.41; H, 6.18; N, 5.06.
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Preparation of compound 21:

To a solution of complex 20b (40.0 mg, 76.3 µmol, 1.0 eq.) in 3 mL dichloromethane was added 

Ag(OTf) (19.6 mg, 76.3 µmol, 1.0 eq.). After stirring the reaction mixture at room temperature 

for 3 h, the purple-blue suspension was filtered through a plug of Celite. The filtrate was freed 

from any volatiles in vacuo, yielding the purple-blue crude product. Although further purification 

was hampered by the formation of inseparable side products, single crystals suitable for X-ray 

diffraction analysis were obtained layering a solution of the respective compound in 

dichloromethane with toluene and n-pentane.. 

Nickel(II)-catalyzed Enantioselective Fluorination of -Ketoesters and Oxindoles (General 

Procedure GP2):

Approximately 70 mg of pestle molecular sieve 4 Å were activated by heating under vacuum. 

When the flask had cooled down, anhydrous nickel(II)perchlorate (2.6 mg, 10 µmol, 10 mol%,) 

and Me,Phboxman (1b) (5.1 mg, 11 µmol, 11 mol%) were added. Under Argon atmosphere, the 

mixture was suspended in 5 mL dry dichloromethane. After stirring for 30 min, 100 µmol of the 

respective ketoester (21) or oxindole (23) were added to the suspension. After another 30 min, N-

fluorobenzenesulfonimide (NFSI) (47.8 mg, 120 µmol, 1.2 eq.) was added. The reaction was 

stirred for 16 h and subsequently quenched by addition of water. The mixture was extracted with 

dichloromethane and the organic phases were dried over sodium sulfate and filtrated over a pad 

of celite. The raw product was purified by flash column chromatography over silica with the 

indicated eluents. Notably, to avoid the possibility of enantioenrichment/depletion of the products 

influenced by self-disproportionation of enantiomers (SDE),28 the ee values of products were 

determined by testing the ee value of the total eluents after chromatography.
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Zinc(II)-catalyzed Asymmetric Fluorination of -Ketoesters (General Procedure GP3):

After stirring a mixture of Zn(NTf2)2 (0.01 mmol, 10 mol%) and ligand (1 or 2) (0.012 mmol, 12 

mol%) in dry dichloromethane (1 ml) at room temperature for 2 h, substrate 21 (0.10 mmol, 1 

eq.) was added. After stirring the reaction mixture for 30 min, NFSI (0.2 mmol, 2 eq.) was added 

and the reaction mixture was stirred at room temperature under argon atmosphere. After the 

disappearance of substrate 21 (monitored by TLC, usually 5 h), the crude product was purified by 

silica gel flash chromatography to afford the desired product.  

Characterization of catalysis products

Compound 23a

Synthesis according to GP2. Eluent: petroleum ether/ethyl acetate 10:1. 25 mg (93.2 µmol, 93%) 

of a yellow oil. Spectroscopic data have been reported elsewhere.29 1H NMR (399.89 MHz, 

CDCl3, 295 K): δ (ppm) = 7.86-7.82 (m, 1 H), 7.17-7.13 (m, 2 H), 3.71 (dd, 2JHH = 17.7 Hz, 3JHF 

= 10.6 Hz, 1 3.38 (dd, 2JHH = 17.9 Hz, 3JHF = 22.4 Hz, 1 H), 1.43 (s, 9 H). 19F{1H} NMR (376.27 

MHz, CDCl3, 295 K): δ (ppm) = –98.8 (d, 6JFF = 1.1 Hz, 1 F), –163.2 (d, 6JFF = 1.3 Hz, 1 F). 

HPLC (AD-H, n-hexane/2-propanol 95:5, 0.75 ml/min, 254 nm): tR, minor = 10.8 min, tR, major = 

12.4 min, 93% ee.

Compound 23c

Method 1: Synthesis according to GP2. Eluent: petroleum ether/ethyl acetate 10:1. 14.9 mg (45.3 

µmol, 45%) of a white solid. Method 2: Synthesis according to GP3. 28.1 mg (87.8 µmol, 85%) 

of a slightly white solid  Spectroscopic data have been reported elsewhere.9 1H NMR (399.89 

MHz, CDCl3, 295 K): δ (ppm) = 7.70-7.68 (m, 2 H), 7.61-7.59 (m, 1 H), 3.70 (dd, 2JHH = 17.5 

Hz, 3JHF = 10.7 Hz, 1 3.38 (dd, 2JHH = 17.5 Hz, 3JHF = 22.6 Hz, 1 H), 1.43 (s, 9 H). 19F{1H} NMR 
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(376.27 MHz, CDCl3, 295 K): δ (ppm) = –163.4 (s, 1 F). HPLC (AD-H, n-hexane/2-propanol 

95:5, 0.75 ml/min, 254 nm): tR, minor = 10.8 min, tR, major = 13.3 min, 89% ee. Method 2: HPLC 

(OD-H, n-hexane/2-propanol 99:1, 1.0 ml/min, 254 nm): tR, minor = 11.8 min, tR, major = 13.5 min, 

87% ee.

Compound 23d

Synthesis according to GP2. Eluent: petroleum ether/ethyl acetate 5:1. 27.5 mg (96.6 µmol, 97%) 

of a colorless oil. Spectroscopic data have been reported elsewhere.30 1H NMR (399.89 MHz, 

CDCl3, 295 K): δ (ppm) = 7.78-7.77 (m, 1 H), 7.65-7.64 (m, 1 H), 7.45-7.43 (m, 1 H), 3.69 (dd, 

2JHH = 17.6 Hz, 3JHF = 10.4 Hz, 1 3.35 (dd, 2JHH = 17.7 Hz, 3JHF = 22.6 Hz, 1 H), 1.42 (s, 9 H). 

19F{1H} NMR (376.27 MHz, CDCl3, 295 K): δ (ppm) = –163.4 (s, 1 F). HPLC (OD-H, n-

hexane/2-propanol 90:10, 0.75 ml/min, 254 nm): tR, minor = 8.9 min, tR, major = 9.4 min, 92% ee.

Compound 23e

Synthesis according to GP2. Eluent: petroleum ether/ethyl acetate 3:1. 30.4 mg (98.0 µmol, 98%) 

of a colorless oil. Spectroscopic data have been reported elsewhere.31 1H NMR (399.89 MHz, 

CDCl3, 295 K): δ (ppm) = 7.20 (s, 1 H), 6.88 (s, 1 H), 3.98 (s, 3 H), 3.90 (s, 3 H), 3.62 (dd, 2JHH 

= 17.2 Hz, 3JHF = 10.2 Hz, 1 3.28 (dd, 2JHH = 17.3 Hz, 3JHF = 22.1 Hz, 1 H), 1.44 (s, 9 H). 

19F{1H} NMR (376.27 MHz, CDCl3, 295 K): δ (ppm) = –163.1 (s, 1 F). HPLC (AD-H, n-

hexane/2-propanol 93:7, 0.75 ml/min, 254 nm): tR, major = 19.8 min, tR, minor = 22.8 min, 94% ee.

Compound 23f

Synthesis according to GP2. Eluent: petroleum ether/ethyl acetate 3:1. 26.4 mg (98.4 µmol, 98%) 

of a yellow oil. Spectroscopic data have been reported elsewhere.32 1H NMR (399.89 MHz, 

CDCl3, 295 K): δ (ppm) = 7.20 (s, 1 H), 6.89 (s, 1 H), 3.99 (s, 3 H), 3.90 (s, 3 H), 3.80 (s, 3 H), 
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3.69 (dd, 2JHH = 17.3 Hz, 3JHF = 10.4 Hz, 1 3.33 (dd, 2JHH = 17.3 Hz, 3JHF = 22.4 Hz, 1 H), 1.44 

(s, 9 H). 19F{1H} NMR (376.27 MHz, CDCl3, 295 K): δ (ppm) = –163.9 (s, 1 F). HPLC (OD-H, 

n-hexane/2-propanol 90:10, 0.75 ml/min, 254 nm): tR, major = 34.6 min, tR, minor = 41.7 min, 64% 

ee.

Compound 23g

Synthesis according to GP2. Eluent: petroleum ether/ethyl acetate 3:1. 26.4 mg (88.7 µmol, 89%) 

of a yellow oil. 1H NMR (600.13 MHz, CDCl3, 295 K): δ (ppm) = 7.20 (s, 1 H), 6.89 (s, 1 H), 

5.88-5.82 (m, 1 H), 5.27-5.21 (m, 2 H), 4.72-4.66 (m, 2 H), 3.98 (s, 3 H), 3.90 (s, 3 H), 3.69 (dd, 

2JHH = 17.3 Hz, 3JHF = 10.5 Hz, 1 3.33 (dd, 2JHH = 17.3 Hz, 3JHF = 22.4 Hz, 1 H). 13C{1H} NMR 

(150.90 MHz, CDCl3, 295 K): δ (ppm) = 193.5 (d, 2JCF = 18.6 Hz), 167.4 (d, 2JCF = 23.2 Hz), 

157.3 (s), 150.4 (s), 147.0 (d, 3JCF = 4.1 Hz), 130.9 (s), 126.1 (d, 3JCF = 1.3 Hz), 119.3 (s), 107.4 

(d, 4JCF = 1.3 Hz), 105.6 (s), 95.1 (d, 1JCF = 201.4 Hz), 66.8 (d, 4JCF = 0.8 Hz), 56.6 (s), 56.3 (s), 

38.1 (d, 2JCF = 24.1 Hz). 19F{1H} NMR (376.27 MHz, CDCl3, 295 K): δ (ppm) = –163.8 (s, 1 F). 

HRMS (DART+): calcd. for C15H16FO5 [M+H]+: 295.0976; found: 295.0979. HPLC (OD-H, n-

hexane/2-propanol 90:10, 0.75 ml/min, 254 nm): tR, major = 27.4 min, tR, minor = 30.4 min, 57% ee.

Compound 23b 

Synthesis according to GP3. Eluent: petroleum ether/ethyl acetate 20:1. 23.8 mg (90.2 µmol, 

90%) of a slightly yellow solid. Spectroscopic data have been reported elsewhere.29 1H NMR 

(400.20 MHz, CDCl3, 295 K): δ (ppm) = 7.62 (s, 1 H), 7.49 (d, J = 8.0 Hz, 1 H), 7.37 (d, J = 8.0 

Hz, 1 H), 3.67 (dd, J = 17.2 Hz, 10.8 Hz, 1 H), 3.33 (dd, J = 22.8 Hz, 17.2 Hz, 1 H), 1.43 (s, 9 

H). HPLC (AD-H, n-hexane/2-propanol 99:1, 1.0 ml/min, 254 nm): tR, major = 11.1 min, tR, minor = 

18.4 min, 92% ee.
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Compound 23h 

Synthesis according to GP3. Eluent: petroleum ether/ethyl acetate 20:1. 25.6 mg (90.0 µmol, 

90%) of a slightly white solid. Spectroscopic data have been reported elsewhere.29 1H NMR 

(400.20 MHz, CDCl3, 295 K): δ (ppm) = 7.75 (d, J = 8.0 Hz, 1 H), 7.42-7.50 (m, 2 H), 3.71 (dd, 

J = 17.2 Hz, 10.4 Hz, 1 H), 3.37 (dd, J = 22.4 Hz, 17.2 Hz, 1 H), 1.43 (s, 9 H). HPLC (AD-H, n-

hexane/2-propanol 95:5, 1.0 ml/min, 254 nm): tR, major = 13.2 min, tR, minor = 17.9 min, 84% ee.

Compound 25a

Synthesis according to GP2. Eluent: pentane/ethyl acetate 5:1 → 3:1. 13.9 mg (40.7 µmol, 41%) 

of a colorless oil. Spectroscopic data have been reported elsewhere.9 1H NMR (399.89 MHz, 

CDCl3, 295 K): δ (ppm) = 8.00 (d, 3J = 8.2 Hz, 1 H), 7.53-7.48 (m, 1 H), 7.38-7.36 (m, 1 H), 

7.29-7.24 (m, 3 H), 7.19 (d, 3J = 8.4 Hz, 2 H), 2.35 (s, 3 H), 1.61 (s, 9 H). 19F{1H} NMR (376.27 

MHz, CDCl3, 295 K): δ (ppm) = –144.5 (s, 1 F). HPLC (OD-H, n-hexane/2-propanol 99:1, 0.75 

ml/min, 254 nm): tR, minor = 7.8 min, tR, major = 9.3 min, 73% ee.

Compound 25b

Synthesis according to GP2. Eluent: pentane/ethyl acetate 10:1. 25.3 mg (70.8 µmol, 71%) of a 

colorless oil. 1H NMR (600.13 MHz, CDCl3, 295 K): δ (ppm) = 8.00 (d, 3J = 8.3 Hz, 1 H), 7.52-

7.49 (m, 1 H), 7.38-7.36 (m, 1 H), 7.29-7.25 (m, 2 H), 6.98-6.98 (m, 1 H), 6.93-6.91 (m, 1 H), 

6.83-6.83 (m, 1 H) 3.81 (s, 3 H), 1.62 (s, 9 H). 13C{1H} NMR (150.90 MHz, CDCl3, 295 K): δ 

(ppm) = 170.1 (d, 2JCF = 25.0 Hz), 159.9 (s), 149.0 (d, 4JCF = 0.9 Hz), 141.1 (d, 3JCF = 5.2 Hz), 

137.2 (d, 2JCF = 27.6 Hz), 132.0 (d, JCF = 3.1 Hz), 129.8 (s), 126.3 (d, JCF = 0.9 Hz), 125.7 (d, 

2JCF = 17.9 Hz), 125.5 (d, JCF = 2.8 Hz), 118.6 (d, JCF = 5.6 Hz), 115.8 (d, JCF = 1.4 Hz), 115.2 
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(d, JCF = 1.7 Hz), 112.0 (d, JCF = 6.6 Hz), 92.7 (d, 1JCF = 188.3 Hz), 85.2 (s), 55.5 (s), 28.1 (s). 

19F{1H} NMR (376.27 MHz, CDCl3, 295 K): δ (ppm) = –146.0 (s, 1 F). HRMS (DART+): calcd. 

for C20H24FN2O4 [M+NH4]+: 375.1715; found: 375.1713. HPLC (OD-H, n-hexane/2-propanol 

99:1, 0.75 ml/min, 254 nm): tR, minor = 10.3 min, tR, major = 11.1 min, 79% ee.

Compound 25c

Synthesis according to GP2. Eluent: pentane/ethyl acetate 10:1. 23.4 mg (86.9 µmol, 87%) of a 

colorless oil. 1H NMR (600.13 MHz, CDCl3, 295 K): δ (ppm) = 8.34 (d, 3J = 8.3 Hz, 1 H), 7.55-

7.52 (m, 1 H), 7.43-7.39 (m, 4 H), 7.36-7.35 (m, 2 H), 7.34-7.32 (m, 1 H), 2.65 (s, 3 H). 13C{1H} 

NMR (150.90 MHz, CDCl3, 295 K): δ (ppm) = 172.8 (d, 2JCF = 25.2 Hz), 170.6 (d, 4JCF = 0.9 

Hz), 141.4 (d, 3JCF = 5.3 Hz), 135.5 (d, 2JCF = 27.8 Hz), 132.1 (d, JCF = 3.1 Hz), 129.9 (d, 5JCF = 

1.9 Hz), 128.9 (s), 126.3 (d, 3JCF = 5.8 Hz), 126.3 (d, JCF = 8.3 Hz), 126.2 (d, JCF = 6.4 Hz), 125.9 

(d, 2JCF = 17.8 Hz), 117.3 (d, JCF = 1.3 Hz), 93.1 (d, 1JCF = 188.5 Hz), 26.6 (s). 19F{1H} NMR 

(376.27 MHz, CDCl3, 295 K): δ (ppm) = –146.1 (s, 1 F). HRMS (ESI+): calcd. for 

C17H16FNNaO3 [M+MeOH+Na]+: 324.1006; found: 324.1006. HPLC (OD-H, n-hexane/2-

propanol 97:3, 0.75 ml/min, 254 nm): tR, major = 10.8 min, tR, minor = 15.6 min, 25% ee.

ASSOCIATED CONTENT
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- NMR spectra, chromatographic data, molecular structures in the solid-state of compounds 7, 1b, 

1c, 2a, 19a, 19b, 20a, 20b, 21 (PDF)
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- X ray diffraction studies of compounds 7, 1b, 1c, 2a, 19a, 19b, 20a, 20b, 21 (CIF)

AUTHOR INFORMATION

Corresponding author

* E-mail: qinghaideng@shnu.edu.cn; lutz.gade@uni-heidelberg.de. 

ORCID

Lutz H. Gade: 0000-0002-7107-8169

Qing-Hai Deng: 0000-0001-7793-1434

Notes

The authors declare no competing financial interest.

ACKNOWLEDGEMENTS

The authors thank Vladislav Vasilenko for fruitful discussions and advice as well as Georg 

Leistikow for experimental support. We also acknowledge funding by the Deutsche 

Forschungsgemeinschaft (DFG grant Ga488/9-2). Q.-H. D. thanks for the financial support from 

the National Natural Science Foundation of China (21772122) and Shanghai Engineering 

Research Center of Green Energy Chemical Engineering (18DZ2254200).

References

(1) Yoon, T. P.; Jacobsen, E. N. Privileged Chiral Catalysts. Science 2003, 299, 1691-1693.
(2) (a) Pfaltz, A.; Drury, W. J. Design of Chiral Ligands for Asymmetric Catalysis: From C2-
Symmetric P,P- and N,N-Ligands to Sterically and Electronically Nonsymmetrical P,N-Ligands. 
PNAS 2004, 101, 5723-5726; (b) Janssen-Müller, D.; Schlepphorst, C.; Glorius, F. Privileged 
Chiral N-Heterocyclic Carbene Ligands for Asymmetric Transition-Metal Catalysis. Chem. Soc. 
Rev. 2017, 46, 4845-4854; (c) Carroll, M. P.; Guiry, P. J. P,N Ligands in Asymmetric Catalysis. 
Chem. Soc. Rev. 2014, 43, 819-833.

Page 40 of 44

ACS Paragon Plus Environment

The Journal of Organic Chemistry

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60



41

(3) (a) Hargaden, G. C.; Guiry, P. J. Recent Applications of Oxazoline-Containing Ligands in 
Asymmetric Catalysis. Chem. Rev. 2009, 109, 2505-2550; (b) Mulahmetovic, E.; Hargaden, G. 
C. Synthetic Routes to Oxazolines. Mini-Rev. Org. Chem. 2019, 16, 507-526; (c) Yang, G.; 
Zhang, W. Renaissance of Pyridine-Oxazolines as Chiral Ligands for Asymmetric Catalysis. 
Chem. Soc. Rev. 2018, 47, 1783-1810.
(4) Helmchen, G.; Pfaltz, A. Phosphinooxazolines – A New Class of Versatile, Modular P,N-
Ligands for Asymmetric Catalysis. Acc. Chem. Res. 2000, 33, 336-345.
(5) Desimoni, G.; Faita, G.; Jørgensen, K. A. Update 1 of: C2-Symmetric Chiral 
Bis(oxazoline) Ligands in Asymmetric Catalysis. Chem. Rev. 2011, 111, PR284-PR437.
(6) (a) Nishiyama, H.; Sakaguchi, H.; Nakamura, T.; Horihata, M.; Kondo, M.; Itoh, K. 
Chiral and C2-Symmetrical Bis(oxazolinylpyridine)rhodium(III) Complexes: Effective Catalysts 
for Asymmetric Hydrosilylation of Ketones. Organometallics 1989, 8, 846-848; (b) Babu, S. A.; 
Krishnan, K. K.; Ujwaldev, S. M.; Anilkumar, G. Applications of Pybox Complexes in 
Asymmetric Catalysis. Asian J. Org. Chem. 2018, 7, 1033-1053.
(7) (a) Lowenthal, R. E.; Abiko, A.; Masamune, S. Asymmetric Catalytic Cyclopropanation 
of Olefins: Bis-Oxazoline Copper Complexes. Tetrahedron Lett. 1990, 31, 6005-6008; (b) Evans, 
D. A.; Woerpel, K. A.; Hinman, M. M.; Faul, M. M. Bis(oxazolines) as Chiral Ligands in Metal-
Catalyzed Asymmetric Reactions. Catalytic, Asymmetric Cyclopropanation of Olefins. J. Am. 
Chem. Soc. 1991, 113, 726-728; (c) Corey, E. J.; Imai, N.; Zhang, H. Y. Designed Catalyst for 
Enantioselective Diels-Alder Addition from a C2-Symmetric Chiral Bis(oxazoline)-Iron(III) 
Complex. J. Am. Chem. Soc. 1991, 113, 728-729; (d) Hall, J.; Lehn, J.-M.; DeCian, A.; Fischer, 
J. Synthesis and Structure of the Copper(II) Complex of a Chiral Bis(dihydrooxazole) Ligand. 
Helv. Chim. Acta 1991, 74, 1-6; (e) Helmchen, G.; Krotz, A.; Ganz, K.-T.; Hansen, D. C2-
Symmetric Bioxazolines and Bithiazolines as New Chiral Ligands for Metal Ion Catalyzed 
Asymmetric Syntheses: Asymmetric Hydrosilylation. Synlett 1991, 1991, 257-259; (f) Müller, 
D.; Umbricht, G.; Weber, B.; Pfaltz, A. C2-Symmetric 4,4′,5,5′-Tetrahydrobi(oxazoles) and 4,4′
,5,5 ′ -Tetrahydro-2,2 ′ -methylenebis[oxazoles] as Chiral Ligands for Enantioselective Catalysis 
Preliminary Communication. Helv. Chim. Acta 1991, 74, 232-240.
(8) (a) Kanemasa, S.; Oderaotoshi, Y.; Yamamoto, H.; Tanaka, J.; Wada, E.; Curran, D. P. 
Cationic Aqua Complexes of the C2-Symmetric trans-Chelating Ligand (R,R)-4,6-
Dibenzofurandiyl-2,2'-bis(4- phenyloxazoline). Absolute Chiral Induction in Diels-Alder 
Reactions Catalyzed by Water-Tolerant Enantiopure Lewis Acids. J. Org. Chem. 1997, 62, 6454-
6455; (b) Itoh, K.; Sibi, M. P. Dibenzofuran-4,6-bis(oxazoline) (DBFOX). A Novel Trans-
Chelating Bis(oxazoline) Ligand for Asymmetric Reactions. Org. Biomol. Chem. 2018, 16, 5551-
5565.
(9) Deng, Q.-H.; Wadepohl, H.; Gade, L. H. The Synthesis of a New Class of Chiral Pincer 
Ligands and Their Applications in Enantioselective Catalytic Fluorinations and the Nozaki-
Hiyama-Kishi Reaction. Chem. Eur. J. 2011, 17, 14922-14928.
(10) Liu, B.; Zhu, S.-F.; Wang, L.-X.; Zhou, Q.-L. Preparation and Application of 
Bisoxazoline Ligands with a Chiral Spirobiindane Skeleton for Asymmetric Cyclopropanation 
and Allylic Oxidation. Tetrahedron: Asymmetry 2006, 17, 634-641.

Page 41 of 44

ACS Paragon Plus Environment

The Journal of Organic Chemistry

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60



42

(11) Inoue, M.; Suzuki, T.; Nakada, M. Asymmetric Catalysis of Nozaki−Hiyama Allylation 
and Methallylation with A New Tridentate Bis(oxazolinyl)carbazole Ligand. J. Am. Chem. Soc. 
2003, 125, 1140-1141.
(12) McManus, H. A.; Guiry, P. J. Coupling of Bulky, Electron-Deficient Partners in Aryl 
Amination in the Preparation of Tridentate Bis(oxazoline) Ligands for Asymmetric Catalysis. J. 
Org. Chem. 2002, 67, 8566-8573.
(13) Mazet, C.; Gade, L. H. Double Bonds in Motion: Bis(oxazolinylmethyl)pyrroles and their 
Metal-Induced Planarization to a New Class of Rigid Chiral C2-Symmetric Complexes. Chem. 
Eur. J. 2003, 9, 1759-1767.
(14) Gómez, M.; Jansat, S.; Muller, G.; Maestro, M. A.; Mahía, J. Bis(oxazoline) Ligands 
Containing Four and Five Spacer Atoms:  Palladium Complexes and Catalytic Behavior. 
Organometallics 2002, 21, 1077-1087.
(15) Konrad, F.; Lloret Fillol, J.; Rettenmeier, C.; Wadepohl, H.; Gade, L. H. 
Bis(oxazolinylmethyl) Derivatives of C4H4E Heterocycles (E = NH, O, S) as C2-Chiral 
Meridionally Coordinating Ligands for Nickel and Chromium. Eur. J. Inorg. Chem. 2009, 4950-
4961.
(16) (a) Shibata, N.; Kohno, J.; Takai, K.; Ishimaru, T.; Nakamura, S.; Toru, T.; Kanemasa, S. 
Highly Enantioselective Catalytic Fluorination and Chlorination Reactions of Carbonyl 
Compounds Capable of Two-Point Binding. Angew. Chem., Int. Ed. 2005, 44, 4204-4207; (b) 
Bernardi, L.; Jørgensen, K. A. Enantioselective Chlorination and Fluorination of β-Keto 
Phosphonates Catalyzed by Chiral Lewis Acids. Chem. Commun. 2005, 1324-1326.
(17) (a) Deng, Q.-H.; Rettenmeier, C.; Wadepohl, H.; Gade, L. H. Copper-Boxmi Complexes 
as Highly Enantioselective Catalysts for Electrophilic Trifluoromethylthiolations. Chem. Eur. J. 
2014, 20, 93-97; (b) Deng, Q.-H.; Wadepohl, H.; Gade, L. H. Highly Enantioselective Copper-
Catalyzed Electrophilic Trifluoromethylation of β-Ketoesters. J. Am. Chem. Soc. 2012, 134, 
10769-10772; (c) Bleith, T.; Deng, Q.-H.; Wadepohl, H.; Gade, L. H. Radical Changes in Lewis 
Acid Catalysis: Matching Metal and Substrate. Angew. Chem., Int. Ed. 2016, 55, 7852-7856; (d) 
Deng, Q.-H.; Bleith, T.; Wadepohl, H.; Gade, L. H. Enantioselective Iron-Catalyzed Azidation of 
β-Keto Esters and Oxindoles. J. Am. Chem. Soc. 2013, 135, 5356-5359; (e) Bleith, T.; Wadepohl, 
H.; Gade, L. H. Iron Achieves Noble Metal Reactivity and Selectivity: Highly Reactive and 
Enantioselective Iron Complexes as Catalysts in the Hydrosilylation of Ketones. J. Am. Chem. 
Soc. 2015, 137, 2456-2459; (f) Blasius, C. K.; Vasilenko, V.; Gade, L. H. Ultrafast Iron-
Catalyzed Reduction of Functionalized Ketones: Highly Enantioselective Synthesis of 
Halohydrines, Oxaheterocycles, and Aminoalcohols. Angew. Chem., Int. Ed. 2018, 57, 10231-
10235; (g) Vasilenko, V.; Blasius, C. K.; Wadepohl, H.; Gade, L. H. Mechanism-Based 
Enantiodivergence in Manganese Reduction Catalysis: A Chiral Pincer Complex for the Highly 
Enantioselective Hydroboration of Ketones. Angew. Chem., Int. Ed. 2017, 56, 8393-8397; (h) 
Vasilenko, V.; Blasius, C. K.; Wadepohl, H.; Gade, L. H. Borohydride Intermediates Pave the 
Way for Magnesium-Catalysed Enantioselective Ketone Reduction. Chem. Commun. 2020.
(18) (a) Allahdad, A.; Knight, D. W. An Investigation of the Wittig Reaction between a Series 
of Monosubstituted Phthalic Anhydrides and Ethoxycarbonylmethylidenetriphenylphosphorane. 
J. Chem. Soc., Perkin Trans. 1 1982, 1855-1863; (b) Kayser, M. M.; Hatt, K. L.; Hooper, D. L. 
Mechanism of Wittig Reaction with Cyclic Anhydrides. Can. J. Chem. 1992, 70, 1985-1996; (c) 

Page 42 of 44

ACS Paragon Plus Environment

The Journal of Organic Chemistry

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60



43

Kayser, M. M.; Hatt, K. L.; Yu, H.; Hooper, D. L. On the Mechanism of Wittig Reactions with 
Cyclic Anhydrides. II. Can. J. Chem. 1993, 71, 1010-1021.
(19) Vorbrüggen, H.; Krolikiewicz, K. A Simple Synthesis of Δ2-Oxazolines, Δ2-Oxazines, Δ2-
Thiazolines and Δ2-Imidazolines. Tetrahedron Lett. 1981, 22, 4471-4474.
(20) Chan, T.-L.; Mak, T. C. W.; Poon, C.-D.; Wong, H. N. C.; Jia, J. H.; Wang, L. L. A 
Stable Derivative of Cyclooctatrienyne: Synthesis and Crystal Structures of 1,4,7,10-
Tetramethyl-5,6-didehydrodibenzo[a,e]cyclooctene and 1,4,7,10-
Tetramethyldibenzo[a,e]cyclooctene. Tetrahedron 1986, 42, 655-661.
(21) Phillips, A. J.; Uto, Y.; Wipf, P.; Reno, M. J.; Williams, D. R. Synthesis of Functionalized 
Oxazolines and Oxazoles with DAST and Deoxo-Fluor. Org. Lett. 2000, 2, 1165-1168.
(22) Reissert, A.; Holle, H. Über Schwefel- und Stickstoffhaltige Derivate der Phthalsäure. 
Ber. Dtsch. Chem. Ges. 1911, 44, 3027-3040.
(23) (a) Evans, D. F. The Determination of the Paramagnetic Susceptibility of Substances in 
Solution by Nuclear Magnetic Resonance. J. Chem. Soc. 1959, 2003-2005; (b) Evans, D. F.; 
Fazakerley, G. V.; Phillips, R. F. Organometallic Compounds of Bivalent Europium, Ytterbium, 
and Samarium. J. Chem. Soc. A 1971, 1931-1934; (c) Piguet, C. Paramagnetic Susceptibility by 
NMR: The "Solvent Correction" Removed for Large Paramagnetic Molecules. J. Chem. Educ. 
1997, 74, 815.
(24) Deng, Q.-H.; Wadepohl, H.; Gade, L. H. Highly Enantioselective Copper-Catalyzed 
Alkylation of β-Ketoesters and Subsequent Cyclization to Spirolactones/Bi-spirolactones. J. Am. 
Chem. Soc. 2012, 134, 2946-2949.
(25) A query in the Cambridge Structural Database (Version 5.40, Update Feb 2019) gave an 
average Co–O distance (N = 235) in Co·(thf) complexes of dC̅o-O(thf) = 2.117(6) Å. Allen, F. The 
Cambridge Structural Database: A Quarter of a Million Crystal Structures and Rising. Acta 
Crystallogr. 2002, B58, 380-388.
(26) Gu, X.; Zhang, Y.; Xu, Z.-J.; Che, C.-M. Iron(III)-Salan Complexes Catalysed Highly 
Enantioselective Fluorination and Hydroxylation of β-Keto Esters and N-Boc Oxindoles. Chem. 
Commun. 2014, 50, 7870-7873.
(27) Weischedel, H.; Sudheendran, K.; Mikhael, A.; Conrad, J.; Frey, W.; Beifuss, U. 
Formation of Substituted 1-Naphthols and Related Products via Dimerization of Alkyl 3-(o-
Halo(het)aryl)-oxopropanoates Based on a CuI-Catalyzed Domino C-
Arylation/Condensation/Aromatization Process. Tetrahedron 2016, 72, 3454-3467.
(28) (a) Zhu, Y.; Han, J.; Wang, J.; Shibata, N.; Sodeoka, M.; Soloshonok, V. A.; Coelho, J. A. 
S.; Toste, F. D. Modern Approaches for Asymmetric Construction of Carbon-Fluorine 
Quaternary Stereogenic Centers: Synthetic Challenges and Pharmaceutical Needs. Chem. Rev. 
2018, 118, 3887-3964; (b) Han, J.; Kitagawa, O.; Wzorek, A.; Klika, K. D.; Soloshonok, V. A. 
The Self-Disproportionation of Enantiomers (SDE): A Menace or an Opportunity? Chem. Sci. 
2018, 9, 1718-1739; (c) Sorochinsky, A. E.; Aceña, J. L.; Soloshonok, V. A. Self-
Disproportionation of Enantiomers of Chiral, Non-Racemic Fluoroorganic Compounds: Role of 
Fluorine as Enabling Element. Synthesis 2013, 45, 141-152; (d) Soloshonok, V. A.; Roussel, C.; 
Kitagawa, O.; Sorochinsky, A. E. Self-Disproportionation of Enantiomers via Achiral 
Chromatography: A Warning and an Extra Dimension in Optical Purifications. Chem. Soc. Rev. 
2012, 41, 4180-4188.

Page 43 of 44

ACS Paragon Plus Environment

The Journal of Organic Chemistry

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60



44

(29) Luo, J.; Wu, W.; Xu, L.-W.; Meng, Y.; Lu, Y. Enantioselective Direct Fluorination and 
Chlorination of Cyclic β-Ketoesters Mediated by Phase-Transfer Catalysts. Tetrahedron Lett. 
2013, 54, 2623-2626.
(30) Wang, Y.; Yuan, H.; Lu, H.; Zheng, W.-H. Development of Planar Chiral Iodoarenes 
Based on [2.2]Paracyclophane and Their Application in Catalytic Enantioselective Fluorination 
of β-Ketoesters. Org. Lett. 2018, 20, 2555-2558.
(31) Granados, A.; Sarró, P.; Vallribera, A. Catalytic Asymmetric Fluorination of Alkyl 1-
indanone-2-carboxylates Ruled by Pybox-Eu(III) Combination. Molecules 2019, 24.
(32) Wang, B.; Wang, Y.; Jiang, Y.; Chu, M.; Qi, S.; Ju, W.; Xu, D. Asymmetric Fluorination 
of Indanone-2-Carboxylates Using a Polystyrene-Supported Diphenylamine-Linked 
Bis(oxazoline) Complex. Org. Biomol. Chem. 2018, 16, 7702-7710.

Page 44 of 44

ACS Paragon Plus Environment

The Journal of Organic Chemistry

1
2
3
4
5
6
7
8
9
10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48
49
50
51
52
53
54
55
56
57
58
59
60


