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a b s t r a c t

The asymmetric conjugate additions of aryl Grignard reagents to trisubstituted enones by chiral P,N lig-

and L6 with low catalyst loading (0.25–1.0 mol%) are disclosed. Chiral 2-ester chromanone and its analogs

bearing a quaternary stereogenic centers at C2 position were produced in high to excellent yields, enan-

tioselectivities and high turnover number. The notable features of this reaction include its broad sub-

strate scope, complete 1,4-addition regioselectivities, applicability to both batch and flow for large scale

synthesis. This report develops an efficient strategy to apply aryl Grignard reagents in asymmetric 1,4-

conjugation reactions and provides a direct method to incorporate quaternary chiral centers toward the

synthesis of biologically relevant chromanone derivatives.

© 2025 Published by Elsevier B.V. on behalf of Chinese Chemical Society and Institute of Materia

Medica, Chinese Academy of Medical Sciences.

The chromanone lactones and tetrahydroxanthones are a class

of fungal secondary metabolites with high structural and stere-

ochemical complexity [1-5], such as blennolide A and C, rugu-

lotrosin A, gonytolide C, D and G (Scheme 1). Many of them show

attractive biological properties, including antitumor, antibacterial,

antimalarial and anti-HIV activities [6-8]. In view of their notable

structural features and broad-spectrum biological activities, the to-

tal synthesis of these natural products has drawn great interest [9-

13]. The asymmetric construction of the quaternary stereocenter at

the C2 position of chromanone scaffold is one of the major chal-

lenges of total synthesis. Shibasaki [14,15] and Feng’s [16] group

independently reported the copper-catalyzed asymmetric vinylo-

gous addition of siloxyfurans or butenolides to 2-ester-substituted

chromones, affording the corresponding chromanone lactones in

excellent diastereo- and enantioselectivities (Scheme 2a). Mattson’s

group also disclosed an enantioselective alkynylation of 2-ester

chromones to build the tertiary ether stereocenters (Scheme 2b)

[17,18]. Nevertheless, direct methods to install the chiral quater-

nary stereocenter at the C2 position of chromanone are still rare.
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Thus, it is highly desirable to develop new protocols for the con-

struction of chromanone derivatives comprising oxygen-containing

tetra stereocenters.

In the past decades, the asymmetric conjugate addition (ACA) of

organometallic nucleophiles to trisubstituted enones have emerged

as a robust and efficient strategy for the synthesis of all-carbon

quaternary centers [19,20]. Zinc [21-24], magnesium (Grignard)

[25-28], aluminium [29-31] and boron species [32-35] have been

successfully applied to the ACA reactions to form quaternary cen-

ters catalyzed by rhodium, copper or palladium complex. Among

them, Grignard reagents have undoubtedly attracted the most at-

tention for large-scale applications based on their availability, ef-

ficiency, economy and toxicity [36]. Although great progress has

been made in the asymmetric conjugation of Grignard reagents to

various cyclic or acyclic α,β-unsaturated compounds by Feringa,

Alexakis, Harutyunyan’s group [37-46], the substrate scope was

mainly limited to alkyl Grignard reagents (Scheme 2c). The use of

aryl Grignard reagents in asymmetric conjugation reaction remain

underdeveloped, probably due to the non-catalyzed pathway out-

competing the slow catalytic reaction (Scheme 2c) [47]. Up to date,

only several single examples were reported to apply aryl Grig-

nard reagent as the nucleophile in asymmetric conjugation reac-

tion, and the 1,4-addition products were obtained in either low

yields or enantioselectivities [48-51]. Based on our previous work
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Scheme 1. Representative examples of chromanone lactones and tetrahydroxan-

thones.

Scheme 2. Asymmetric conjugate addition of various nucleophiles to trisubstituted

cyclic enones.

on the asymmetric transformation of Grignard reagents [52,53], we

reported the regioselective asymmetric addition of aryl Grignard

reagents to 2-ester (thio)chromones by chiral P,N ligand, deliver-

ing the tetra-substituted chromanones in excellent yields and ees

at low catalyst loading (Scheme 2d).

We initiated our investigation by assessing the copper-catalyzed

enantioselective addition of ethylmagnesium bromide to 2-ester

chromone 1a. Unfortunately, no stereochemical control was ob-

served under various reaction conditions, albeit with moderate

to high yields in some cases (see details in Supporting informa-

tion). Then, we turned our attention to aryl magnesium reagent.

As shown in Table 1, the model substrate 1a was treated with

phenylmagnesium bromide 2a in the presence of copper metals

Table 1

Evaluation of reaction conditions.a

Entry [Cu] (mol%) L (mol%) T (°C) Yield (%)b ee (%)c

1 CuBr·SMe2 (10) L1 (10) −78 90 0

2 CuBr·SMe2 (10) L2 (10) −78 95 4

3 CuBr·SMe2 (10) L3 (10) −78 98 13

4 CuBr·SMe2 (10) L4 (10) −78 98 11

5 CuBr·SMe2 (10) L5 (10) −78 99 70

6 CuBr·SMe2 (10) L6 (10) −78 99 95

7 CuBr·SMe2 (10) L7 (10) −78 99 60

8 CuBr·SMe2 (10) L8 (10) −78 95 71

9 CuCl (10) L6 (10) −78 99 96

10 Cu(acac)2 (10) L6 (10) −78 99 96

11 CuCl (10) L6 (10) −60 99 92

12 CuCl (10) L6 (10) −20 99 82

13d CuCl (10) L6 (10) −78 99 35

14e CuCl (10) L6 (10) −78 99 0

15 CuCl (1.0) L6 (10) −78 99 96

16 CuCl (0.5) L6 (0.5) −78 98 94

17 CuCl (0.25) L6 (0.25) −78 97 94

a General reaction conditions: 1a (0.1mmol), 2a (0.2mmol), copper catalyst, lig-

and, BF3·OEt2 (2.0 equiv.) in DCM (2.0mL) under argon atmosphere; see Supporting

information for details.
b Yields of the isolated product 3a.
c The enantiomeric ratio was determined by HPLC analysis.
d The reaction was performed in THF.
e The reaction was performed in Et2O.

and BF3·OEt2 using various chiral phosphine ligands (L1−L8) in

DCM at −78 °C. When ligand (R)-SegPhos (L1) was applied to this

reaction, the conjugation product 3a could be obtained in 90%

yield with excellent regioselectivity, albeit with 0% ee (entry 1).

Chiral phosphine ligand (R,R)-pH-BPE (L2), phosphoramidite-type

ligand L3 and rev-Josiphos (L4) could also catalyze this reaction

but only very low enantioselectivities were obtained (entries 2–4).

To our delight, the use of chiral P,N ligands shown promising re-

sults (L5−L7). The best performing ligand in terms of both yield

and enantioselectivity was (S, Sp)-Bn-FOXAP (L6), which could de-

liver the conjugation product in almost quantitative yield and 95%

ee within 5min (entries 5–7). Furthermore, chiral P,N ligand (S)-
tBu-Phox (L8) was also investigated, but no improved result was

detected (entry 8). When changing the copper catalyst to CuCl or

Cu(acac)2, both the reaction yields and enantioselectivities could

be maintained (entries 9 and 10). Next, we investigated the re-

action temperature and it was found that raising the temperature

proved to be not beneficial for the stereoselective control (entries

11 and 12). Further investigation of the solvent effects indicated

that DCM was the best solvent (entries 13 and 14). In the end, we

examined the effects of catalyst loading. We found that reducing

the amount of CuCl and L6 to 1.0 mol% does not influence the re-

action result (entry 15). Slightly lower yields and enantioselectiv-
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Scheme 3. Substrate scope of 2-ester chromones. Reaction conditions: 1 (0.2mmol), 2a (0.4mmol), CuCl (0.25 mol%), L6 (0.25 mol%), BF3·OEt2 (2.0 equiv.) in DCM (4.0mL)

at −78 °C for 5–10min. a 1.0 mol% of CuCl and L6 were used. b 0.5 mol% of CuCl and L6 were used.

ities were obtained when further reducing the catalyst loading to

0.5 mol% or 0.25 mol% (entries 16 and 17).

Having identified the optimal reaction conditions, we first ex-

plored the scope of the enantioselective addition of Grignard

reagents 2a with various chromone esters (Scheme 3). The 2-

ethyl and tert–butyl ester chromone could afford the corresponding

products 3b and 3c in similar results, while isopropyl ester gave

the tetra-substituted chromanones 3d in relatively lower yield and

ee even using 1.0 mol% catalyst. Two more active substrate bear-

ing trifluoroethyl and trichloroethyl groups were also amenable to

this reaction, generating the products 3e and 3f in excellent yields

(95%−96%) and enantioselectivities (92%−94%). Furthermore, the

benzyl ester and its analogues 4-methylbenzyl, 4-nitrobenzyl es-

ter derived chromones also proceeded smoothly to produce the

desired products with high to excellent yields and ee (3g–3i,

89%−98% yields, 88%−94% ee). Next, a wide range of 2-methyl es-

ter chromones containing diverse substituents at different posi-

tions on the phenyl ring underwent the conjugate additions in the

same reaction condition. In general, electron-donating groups give

better yields and ee compared with electron-withdrawing groups

at the same position. 2-Methyl ester chromones bearing electron-

donating groups (−Me and OMe) and electron-withdrawing groups

(−F, Cl and Br) at C6-position on the benzene ring were suit-

able substrates for this reaction, affording the desired products

3j−3n in moderate to high yields (33%−90%) and excellent ee

(90%−94%). Functional ester group at the same position was also

accommodated, although a relatively lower ee was obtained (3o,

64% yield, 84% ee). Next, substituents (−Me, vinyl, F and Cl)

at C7-position of 2-methyl ester chromones were also investi-

gated, and similar results were obtained compared with the C6-

substituted substrates (3p−3s, 76%−97% yields, 88%−93% ee). Al-

though the ee value could be maintained using C8 methyl substi-

tuted chromones (3t, 91% yield, 94% ee), only moderate ee were

obtained when electron-withdrawing groups (−F, Cl and Br) were

introduced at the same position of chromones (3u−3w, 84%−91%

yields, 67%−77% ee). Lastly, the more challenging C5-substituted

chromones were explored in this reaction. Although both fluorine

and methyl substituents decrease the reaction yields, the enan-
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Scheme 4. Substrate scope of Grignard reagents 2. a Reaction conditions: 1a

(0.2mmol), 2 (0.4mmol), CuCl (0.25 mol%), L6 (0.25 mol%), BF3·OEt2 (2.0 equiv.)

in DCM (4.0mL) at −78 °C for 5−10min. a 1.0 mol% of CuCl and L6 were used.

tioselectivities remained high to excellent (3x−3y, 48%−57% yields,

81%−90% ee). It is noteworthy that both di-substituted and phenyl-

fused chromones were also applicable to this reaction, providing

the corresponding products 3z−3ab in high to excellent yields

(78%−97%) and ee (86%−92%).

Next, we extended the substrate scope to aryl magnesium

reagent with the optimal conditions (Scheme 4). Grignard reagents

bearing electron-withdrawing groups (such as –F and Cl) at the

para-position of phenyl ring were compatible to give the products

4a–4b in excellent ee (92%–96%), while electron-donating groups

(such as –Me, Et, tBu) at the same position exhibited lower ee’s,

even increasing the catalyst loading to 1.0 mol% (4c–4e, 72%–95%

yields, 70%–82% ee). A dramatically decreased yield was obtained

when incorporating fluorine at the meta-position of phenyl ring

(4f, 30% yield, 82% ee). Meanwhile, no obvious tetra-substituted

chromanones 4g was detected when adding a methoxy group

at the ortho-position of phenyl ring due to the steric hindrance.

Gratifyingly, 2-naphthylmagnesium bromide and 3,4-(methylene-

dioxy)phenylmagnesium bromide exhibited excellent stereocontrol,

delivering the functionalized products 4h and 4i in 93% and 87% ee

respectively. In addition, the asymmetric conjugate additions using

various alkyl magnesium reagents (−Et, iPr, cyclohexyl and cyclo-

propyl) were conducted under the identical conditions. No stereo-

control was observed (4j−4l, 68%−98% yields, racemic) except for

cyclopropylmagnesium bromide, which could deliver the product

4m in 38% yield and 43% ee. Finally, the alkenyl magnesium bro-

mide can also be applied to the reaction with moderate yields, al-

beit with low ee (4n–4o, 41%–56% yields, 38%–59% ee).

To further demonstrate the synthetic utility of this methodol-

ogy, various 2-ester thiochromones were tested (Scheme 5). To our

surprise, these substrates displayed elevated enantioselectivities

compared with the 2-ester chromones. The desired products were

all obtained in >96% ee regardless of the substituent positions on

the phenyl rings, albeit with moderate yields (6a−6g, 32%−82%

yields, 96%−99% ee). Furthermore, phenyl-fused thiochromone was

a suitable substrate in this reaction, affording the product 6h

in 47% yield and 99% ee. Finally, N-methyl substituted 2-ester

Scheme 5. Substrate scope of 2-ester thiochromones. Reaction conditions: 5

(0.2mmol), 2a (0.4mmol), CuCl (0.25 mol%), L6 (0.25 mol%), BF3·OEt2 (2.0 equiv.)

in DCM (4.0mL) at −78 °C for 5−10min. a TMSOTf (2.0 equiv.) was used instead of

BF3·OEt2.

quinolone was applied to this reaction, only racemic product 6i

was obtained in 62% yield. Changing the methyl group to other

protecting groups such as Ac, Boc and Cbz failed to give the con-

jugation products. The limited successful examples of Grignard

reagents in asymmetric conjugate addition for large-scale applica-

tions intrigue us to further explore the catalyst loading of this re-

action (Section 2.6 in Supporting information).

Considering the high efficiency of this reaction (reaction was

fully completed within 5–10min in most cases). We wondered

whether this reaction was applicable to continuous flow conditions

(Table 2), which have demonstrated many advantages, including

high safety, accurate control, easy amplification and high sustain-

ability [54-56]. The flow system was set up as shown in Table 3.

The substrate 1a and copper/L6 complex were first mixed together.

The Lewis acid was further added under flow conditions (Flow

rate: 0.1mL/min, −78 °C). Then, Grignard reagent 2b was mixed

with the above reagents under the same conditions. To our delight,

the desired product could be obtained in 57% yield and 90% ee (en-

try 1). Increasing the reaction length from 150 to 250 cm led to sig-

nificant increase of the reaction yield (entry 2, 75% yield, 90% ee).

Furthermore, increasing the reaction concentration up to 0.3mol/L

showed enhanced reaction yields and ee, which was not applicable

in batch conditions (entries 3–5). Unfortunately, either increasing

the flow rate or reaction temperature shows no benefit to the yield

and stereocontrol (entries 6 and 7). In summary, the flow synthesis

of this asymmetric conjugation was amenable with the following

optimized conditions: 0.3mol/L of 1a, 0.1mL/min flow rate with

250 cm reaction length at −78 °C.
In order to gain insight into the reaction mechanism, the ef-

fect of using different Lewis acids on the asymmetric conjuga-

tion was investigated (Table 3). In the absence of both Lewis acid

and copper/L6 complex, no 1,4-conjugate addition product was

observed. In contrast, nucleophile addition products 3a’ and 3a”

were obtained in 62% and 8% yield respectively (Table 4, entry

1). Meanwhile, 3a’ became the main product under the optimal

conditions without Lewis acid (entry 2). The 1,4-conjugate addi-

tion product 3a could be obtained in high yields using various

Lewis acids (BF3·OEt2, TMSOTf, TBSOTf) without the copper com-
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Table 2

Continuous flow synthesis of 4aa.

Entry Conc. of 1a (mol/L) T (°C) F1 (mL/min) F2 (mL/min) F3 (mL/min) Reaction length Yield (%)b ee (%)c

1 0.1 −78 0.1 0.1 0.1 150 cm 57 90

2 0.1 −78 0.1 0.1 0.1 250 cm 75 90

3 0.2 −78 0.1 0.1 0.1 250 cm 77 93

4 0.3 −78 0.1 0.1 0.1 250 cm 81 93

5 0.5 −78 0.1 0.1 0.1 250 cm 77 93

6 0.3 −78 0.2 0.2 0.2 250 cm 64 85

7 0.3 −60 0.1 0.1 0.1 250 cm 79 89

a Unless otherwise specified, the injection pump used in this reaction is the Fusion 4000, and the microchannel reactor is made of polytetrafluoroethylene (PTFE) with an

inner diameter of 1.0 mm.
b Yields of the isolated product 4a.
c The enantiomeric ratio was determined by HPLC analysis.

Table 3

Effects of different LAs in the model reaction.

Entry LA x Yield (%) ee of 3a (%)

1 — — 3a’ (8)+3a” (62) NA

2 — 0.25 3a’ (82)+3a” (4) NA

3 BF3·OEt2 — 3a (79)+3a’ (9) NA

4 TMSOTf — 3a (76)+3a’ (12) NA

5 TBSOTf — 3a (78)+3a’ (10) NA

6 TMSOTf 0.25 3a(72) 0

7 TBSOTf 0.25 3a(74) 0

plex (entries 3–5). The above results indicated that Lewis acid has

vital contribution to the regioselectivity of this reaction. However,

only racemic products could be gained using Lewis acid TMSOTf

instead of BF3·OEt2 under the standard conditions (entry 6). The

augmentation of steric bulk at the silicon atom does not yield any

discernible benefits for this reaction (entry 7). This phenomenon

might be explained by the stronger Lewis acidity of TMSOTf and

TBSOTf, which could promote the background reaction before the

asymmetric conjugation occurred. In summary, the Lewis acid is

the key regulation factor to control both the regioselectivity and

enantioselectivity of the model reaction.

Based on the above results and previous reports [57-60], we

proposed the mechanism in Scheme 6. The first step in the cat-

alytic cycle is initiated by the formation of intermediate A, which

is formed by Cu-L6 with Grignard reagent. Then intermediate B is

formed via π-complexation between Lewis acid activated 2-ester

chromone 1a and copper complex A. This is then followed by the

formation of the key σ -complex C, which was quickly converted to

the final product 4 by reductive elimination and reforming the in-

Scheme 6. Proposed mechanisms.

termediate A for the next catalytic cycle. The corresponding NMR

spectroscopy based mechanistic studies have been deposited in

Section 2.9 in Supporting information.

To further evaluate the practical utility of the synthetic method-

ology, several product transformations were performed (Scheme 7).

For instance, 4a (96% ee) could be readily transformed to oxime

7 in 94% yield without any loss of enantioselectivity. Under Lewis

acid condition, chiral 7 could undergo an efficient Beckmann re-

arrangement to product lactam 8 in 45% yield and 92% ee. Inter-

estingly, when changing the condition to DIBAL-H, a cascade Beck-

mann and reduction reaction occurred, delivering the product 9 in

68% yield and 95% ee. In addition, compound 4a could undergo a

two step reduction/intramolecular cyclization to product bridged

product 10 in moderate yields and excellent ee. Finally, product 11

5
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Scheme 7. Synthetic transformations.

could be obtained in reasonable results via reduction /elimination

reaction.

In conclusion, we have disclosed an efficient regio- and enan-

tioselective conjugate additions of aryl Grignard reagent to tri-

substituted enones in both batch and flow. The chiral biologi-

cal relevant chromanone derivatives could be obtained in moder-

ate to high yields, excellent enantioselectivities and high turnover

number. The employment of the resulting chiral products is pre-

sented by various stereospecific functionalizations to provide valu-

able chromanone derivatives. Further application of the chiral P,N

ligand system to other asymmetric transformations of aryl Grig-

nard reagents is underway in our laboratory.
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