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Abstract: The enantioselective addition of diethylzinc or di-
methylzinc to N-(diphenylphosphinoyl)imines mediated by
1 or 2 could be achieved in high yields (70-97 %) and enan-
tioselectivities (85-98% ee). The catalytic loading of 1 or 2a
could be reduced to 10 mol% for methylation or ethylation

of imines in high yields and enantioselectivities (79-96 %)
when the reaction was conducted in the presence of
1.8 equiv of methanol. N-Monosubstituted amino alcohols
induced higher enantioselectivity than their N,N-disubstitut-
ed congener in our catalytic system.

Introduction

Chiral amines are widely used in the synthesis of natural prod-
ucts, physiologically active substances, and pharmaceuticals.
They are also used as chiral auxiliaries in asymmetric synthe-
sis." Recently, many N,0-ligands have been developed to cata-
lyze the enantioselective addition of dialkylzinc to imines with
high enantioselectivity.>'® Representative ligands include 2-
azanorbornylmethanol,”  9-fluorenone derivatives,® 1,2-di-
phenyl-2-aminoethanols,” chiral oxazoline,”’ cinchonine and
cinchonidine,’ norephedrine,” and prolinol derivatives.® Al-
though additions to imines that are derived from aromatic al-
dehydes have been extensively studied, excess dialkylzinc re-
agent and a stoichiometric amount of chiral ligand are normal-
ly required to ensure high conversion and enantioselectivity
due to the poor electrophilic character of imines. Therefore,
the development of a more easily accessible and economical
enantioselective catalytic system is still worthwhile.

We previously reported that (+)-(15,2R)-1-morpholinoisonor-
borneol (Figure 1) is an effective catalyst to catalyze the asym-
metric addition of diethylzinc to aldehydes with high enantio-
selectivities." Herein, we report our findings on the use of
1 and N-monosubstituted amino alcohols (2a-i) (Figure 1) as
efficient promoters for the enantioselective addition of dialkyl-
zinc to N-(diphenylphosphinoyl)imines.
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Figure 1. Chiral -amino alcohols 1 and 2a-i.

Results and Discussion

At the outset, imine 3a"? was dissolved in toluene, due to the
poor solubility of 3a in hexanes, and reacted with diethylzinc
(5 equiv, 1.0M in hexanes) in the absence of 1 at 28°C for 48 h.
It was found that a 1:1 mixture of addition product 4a and re-
duction product 4a’ was present after work-up of the reaction
mixture (Table 1, entry 1). To our delight, no reduction product
4a’ was detected when the reaction was conducted in the
presence of 0.5 equiv of 1 for 48 h and it gave addition prod-
uct 4a in 82% yield with 91% ee (Table 1, entry 2). We then
turned to examine the enantioselective addition of diethylzinc
to imine 3a at different loadings of 1 (0.4 and 0.6 equiv) and
at different reaction temperatures in the co-solvent system
(toluene/hexanes). The enantioselectivity decreased to 85%
when 0.4 equiv of 1 was used (Table 1, entry 3). However, the
enantioselectivity was improved to 93% if the amount of
1 was increased to 0.6 equiv (Table 1, entry 4). High enantiose-
lectivity was maintained while the amount of organozinc was
decreased from 5 equivalents to 4 or 3 equivalents (Table 1, en-
tries 5-6). When the reaction was conducted at 0°C or —10°C,
there was no substantial improvement concerning the enantio-
selectivity, and the reaction took a longer time to give a reason-
able yield (Table 1, entries 7-8). A slight decrease in enantiose-
lectivity was observed when the reaction was carried out at
50°C (Table 1, entry 9). Therefore, the condition in entry 6 was
selected for the study of substrate scope and limitations.
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Table 1. The addition of diethylzinc to 3a mediated by (3-amino alcohol
1.

1 1 1
N-PPh2 1 an-PPh2, PP
/m EtyZn E /l\
Ph” H P >Et  Ph” H
3a (R)-4a 4a'
Entry 1[equivl Et,Zn[equivl® T[°C] t[h] Yield [%] ee [%]
1 - 5 28 48 44 (43)9 -
2 05 5 28 8 82 91
3 0.4 5 28 82 82 85
4 06 5 28 48 87 93
5 06 4 28 48 90 93
6 06 3 28 42 93 92
7 06 3 0 48 91 93
8 06 3 -10 139 88 93
9 06 3 50 5 94 90

[a] 1.0m Et,Zn in hexanes. [b] tol =toluene, hex=hexanes; [imine] =con-
centration of imine. [c] Isolated yield. [d] Determined by HPLC using
a Chiralcel OD-H column, and the absolute configuration of the major
isomer was assigned to be (R) by the comparison of the optical rotation
and the retention time with literature data.*'” [e] Yield of the corre-
sponding reduction product is given in parenthesis.

Table 2. Enantioselective addition of diethylzinc to N-(diphenyphosphi-
noyl)imines promoted by 1.
1 9
N,Pth 1 (0.6 equiv.) HN,PPh2
)|\ Ety,Zn, 28 °C /‘\
Ar H Ar Et
3a-k (R)-4a-k
Entry Ar thl Yield [%]®! ee [%]
1 Ph 42 93 (4a) 92
2 2-Tol 51 90 (4b) 89
3 3-Tol 51 93 (4¢) 93
4 4-Tol 51 95 (4d) 93
5 2-MeO-Ph 25 97 (4e) 92
6 3-MeO-Ph 25 87 (4f) 93
7 4-MeO-Ph 25 88 (49) 98
8 2-Cl-Ph 25 92 (4h) 85
9 3-CI-Ph 30 84 (4) 87
10 4-CI-Ph 25 92 (4)) 90
n 4-MeO,C-Ph 25 97 (4k) 87
[a] The reaction was conducted by using Et,Zn (3 equiv) with imine
(0.085Mm) in toluene/hexanes (3:1). [b]Isolated yield. [c] Determined by
HPLC using a Chiralcel OD-H or AS-H column, and the absolute configura-
tion of the major isomer was assigned to be (R) by the comparison of the
optical rotation and the retention time with literature data;*"'” Products
4f and 4k were tentatively assigned to be (R) by the retention times of
the enantiomers on HPLC analysis according the observations with prod-
ucts 4c and 4d.

With the optimal reaction conditions in hand, we explored
the scope and limitations of the reaction with other imines.!"?
The results are summarized in Table 2. In the presence of 1,
imines 3a-k gave the corresponding addition products in high
enantioselectivities (85-989%) and yields (84-97 %), regardless
the electronic nature of the substituent on the aromatic ring.
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Table 3. Enantioselective addition of dimethylzinc to imines mediated by
1[31.

1" 1"
.PPh, 1 .PPh,
N HN
)|\ Me,Zn, 28 °C H
Ar” H Ar” > Me
3a,d,g.k (R)-5a,d,g,k
Entry’ Imine 3 (Ar) 1[lequivl  t[h]  Yield [%]®  ee [%]“
1 3a (Ph) 0 48 - -
2 3a (Ph) 0.6 168 70 96
3 3a (Ph) 1 24 86 97
4 3d (4-Me-Ph) 1 24 85 97
5 39 (4-MeO-Ph) 1 24 86 98
6 3k (4-MeO,C-Ph) 1 24 86 97

[a] The reaction was conducted by using Me,Zn (10 Wt% Me,Zn in hex-
anes, 5 equiv) with imine (0.065 M) in toluene/hexanes (1.4:1). [b] Isolated
yield. [c] Determined by HPLC using a Chiralcel OD-H column, and the ab-
solute configuration of the major isomer was assigned to be (R) by the
comparison of the optical rotation and the retention time with literature
data;*" Product 5k was tentatively assigned to be (R) by the retention
times of the enantiomers on HPLC analysis according the observations
with products 5d and 5g. [d] Me,Zn (10 wt% in hexanes, 3 equiv) were
used.

It had been reported previously that dimethylzinc is much
less reactive than diethylzinc.’>®"3 The addition reaction of di-
methylzinc to imine 3a gave neither the addition product nor
the reduction product in the absence of 1 (Table 3, entry 1).
The methylation of 3a with dimethylzinc (3 equiv) in the pres-
ence of 1 (0.6 equiv) gave 5a in 70% yield and 96% ee at
28°C (Table 3, entry 2). To improve the yield of 5a, methylation
of 3a by using 5 equivalents of dimethylzinc and a stoichiomet-
ric amount of 1 was conducted and gave 5a in 86% yield and
97 % ee (Table 3, entry 3). Other imines (3d, 3g, 3k) were also
examined. The corresponding addition products were obtained
with excellent enantioselectivities (97-98% ee) and high yields
(85-86 %) (Table 3, entries 4-6).

It had been reported that N-monosubstituted amino alco-
hols exhibited slightly higher enantioselectivities than their
N,N-disubstituted congener.®® Although 1 was successfully
employed for the addition of dialkylzinc to imines with high
enantioselectivity, we surveyed the N-monosubstituted amino
alcohols 2 a-i for the feasibility of promoting the enantioselec-
tive addition reaction.

N-monosubstituted amino alcohols 2a-i were prepared ac-
cording the synthetic route of scheme 1. The reduction of
chiral amino ketone 6" with NaBH, in the presence of
CeCl;:7 H,0 afforded the exo-aminoalcohol 7 exclusively. Subse-
quently, exo-amino alcohol 7 was converted into 2a-i in mod-
erate to good yields by reductive amination with the corre-
sponding aldehyde in the presence of NaBH(OAC)..

The enantioselective addition of diethylzinc to imine mediat-
ed by N-monosubstituted amino alcohols 2 were investigated
by using conditions reported in Table 2, and the results are
summarized in Table 4. It was found that N-monosubstituted
amino alcohols 2 were also good ligands for the enantioselec-
tive addition of diethylzinc to imine 3a and gave good yields
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@ CeCly 7H,0 (25 mol%) @\
O NaBH,, CH;OH OH

NHy  78oCtort,6h,75%  NH2
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2aR = Ph (86%)
2b R = 2-MeOCgH4(80%)
2¢ R = 3-MeOCgH4(87%)

RCHO, NaBH(OAc
ROHO, NaBAOA OH 24 R = 4-MeOCgH,(73%)

CHftOZ;égEZCb /—NH 2e R = 1-naphthyl (85%)
L R 2f R =2-naphthyl (76%)

2ai 2g R = 2-thienyl  (51%)

2hR=4-FCgH,  (65%)

)

2i R=4-F,CCeHy (72%

Scheme 1. The preparation of N-monosubstituted amino alcohols 2 a-i.

Table 4. Diethylzinc addition to N-(diphenylphosphinoyl)imine 3a in the
presence of chiral amino alcohols 2.
(e}
1 1
N,Pth ligand (0.6 equiv.) HN,PPhZ
)|\ Et,Zn,28 °C E
Ph” O H Ph” Et
3a (R)-4a
Entry Ligand t[h] Yield [%]® ee [%]"
1 2a 24 91 93
2 2b 48 94 91
3 2c 48 29 94
4 2d 25 87 95
5 2e 48 91 95
6 2f 48 94 93
7 29 48 93 92
8 2h 45.5 94 92
9 2i 45.5 92 91
[a] The reaction was conducted by using Et,Zn (3 equiv) with imine
(0.085m) in toluene/hexanes (3:1). [b] Isolated yield. [c] Determined by
HPLC using a Chiralcel OD-H column, and the absolute configuration of
the major isomer was assigned to be (R) by the comparison of the optical
rotation and the retention time with literature data.?™'”

with similar enantioselectivites. There is no substantial effect
on enantioselectivity and yield for the substituent on the
benzyl group of the ligands.

The addition of achiral additives and Lewis acid had been
found to have some effect on the enantioselectivity and chem-
ical yield of enantioselective addition reactions." It was re-
ported that a bulky silylating agent could further activate the
imine substrate and enhance the reaction rate in a dual cata-
lytic system (amino alcohol and halosilane) for the asymmetric
addition of diethylzinc to imine 3a. However, a stoichiometric
amount of ligand was required to ensure high conversion and
enantioselectivity.” It had been demonstrated that the yield of
adduct was primarily controlled by the silylating agent and the
enantioselectivity was mainly dependent on the amount of the
chiral ligand in the reaction.”

To examine the possibility of using a lower catalytic amount
of ligand 1 or 2 in the addition of dialkylzinc to imine 3, the re-
action was conducted in the presence of an additive. At the
outset, ligand 2a was selected for the investigation due to its
higher catalytic ability and easier preparation. Diethylzinc
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Table 5. The effects of additives on the addition of diethylzinc to 3a
mediated by 2a.

1 1
.PPh .PPh
N2 2a Et,zn HNT 2

additive, 28 °C

| :
H Et
toluene/hexanes

3a (R)-4a

Entry 2a[equiv]l Et,Zn[equiv]l Additive [equiv] t[h] Yield [%]® ee [%]®

1 0.2 3 - 68.5 86 71
2 0.2 3 TIPSCI (1.0) 43 76 70
3 0.2 3 B(OMe), (0.3) 48 97 70
4 0.2 3 B(OMe); (0.9) 48 86 73
5902 3 TIPSCI (1.0) 43 29 85
6 0.2 3 MeOH (0.4) 24 87 77
7 0.2 3 MeOH (0.7) 24 91 83
8 0.2 3 MeOH (1.1) 24 81 88
9 0.2 4 MeOH (1.1) 24 90 87
10 02 5 MeOH (1.1) 24 89 88
11 02 5 MeOH (1.5) 24 90 92
12 02 5 MeOH (1.8) 24 90 93
13 02 5 MeOH (2.2) 24 88 93
14 0. 5 MeOH (1.8) 24 86 91
15 0. 5 MeOH (1.5) 24 84 86
16 0.05 5 MeOH (1.8) 48 82 86
17 02 5 EtOH (1.8) 24 86 86
18 0.2 5 iPrOH (1.7) 24 95 73
19 02 5 H,0 (0.8) 48 54 81
209 0.1 5 MeOH (1.8) 24 76 (7)® 86

[a] Isolated yield. [b] Determined by HPLC using Chiralcel OD-H column,
and the absolute configuration of the major isomer was assigned to be
(R) by the comparison of the optical rotation and the retention time with
literature data.”'® [c] The reaction was performed at —20°C. [d] Using
1 as chiral ligand. [e] In bracket, yield of the corresponding reduction
product.

(3 equiv) and imine 3a in the presence of 2a (20 mol%) at
28°C was allowed to react for 68.5 h, and it gave the addition
product in 86% with 71% ee (Table 5, entry 1). Then, the reac-
tion was examined in the presence of a Lewis acid such as trii-
sopropylsilyl chloride (TIPSCI), trimethyl borate (B(OMe);), or
methanol as an additive due to some beneficial effects on the
zinc system.! There was no substantial change on the enan-
tioselectivity when the addition reaction was conducted at
28°C in the presence of TIPSCI or trimethyl borate (Table 5, en-
tries 2-4). When the reaction was conducted in the presence
of TIPSCI at —20°C, the enantioselectivity increased to 85%,
but the yield dramatically decreased to 29% (Table 5, entry 5).

Contradictory results on using methanol as an achiral addi-
tive for the enantioselective addition of dialkylzinc to imines
have been reported. One group reported that there was no
effect on the enantioselectivity in the presence of 1 equiv of
methanol.” However, another group reported that the enan-
tioselectivity improved significantly upon addition of 2 equiva-
lents of methanol to the addition reaction.” The drawback of
the latter system is that a large excess of diethylzinc (12 equiv)
was used to ensure a moderate yield (70%). We examined the
effect of methanol in our system, and the results are summar-
ized in Table 5 as entries 6-16. The enantioselectivity was in-
creased to 88% when the amount of methanol was increased
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from 0.4 equiv to 1.1 equiv, but the yield slightly decreased
from 87% to 81% (Table 5, entries 6-8). The yield was im-
proved to 89% without affecting enantioselectivity when the
amount of diethylzinc was increased from 3 equiv to 5 equiv in
the presence of methanol (1.1 equiv) (Table 5, entries 8-10). A
further increase in the amount of methanol from 1.1 equiv to
2.2 equiv resulted in a slight increase in the enantioselectivity
to 93% (Table 5, entries 11-13). When the amount of 2a was
reduced to 0.1 equiv, the enantioselectivity and yield (Table 5,
entry 14) of the addition reaction were similar to the result of
entry 12. Interestingly, when the amount of methanol was re-
duced to 1.5 equiv, the enantioselectivity and yield were both
slightly decreased (Table 5, entry 15). The reaction took
a longer time for completion with lower enantioselectivity
when the amount of 2a was further reduced to 0.05 equiv
(Table 5, entry 16). Methanol was found to be the best achiral
additive so far in our catalytic system when compared with
other protic additives such as ethanol, 2-propanol, and water
(Table 5, entries 12, 17-19). N-Monosubstituted amino alcohol
2a exhibited higher enantioselectivity than their N,N-disubsti-
tuted congener 1 in this system (Table 5, entry 20).

With the optimal conditions for the diethylzinc addition to
imine 3a (Table 5, entry 14) in hand, we examined the addition
to imines 3b-k to determine the scope and limitations. In the
presence of 2a, the addition of diethylzinc to imines 3b-k
gave the corresponding addition products in good enantiose-
lectivities (84-92%) and yields (60-92%) (Table 6). It should be
noted that the position of substitution on the phenyl ring of
the imine had a dramatic influence on the reaction. Generally,

Table 6. The enantioselective addition of diethylzinc to N-(diphenyphos-
phinoyl)imines 3 b-k catalyzed by 2a.”!
(o}
1" 1 1
.PPh, 2a (10 mol %) .PPh, .PPh;
)"f\ MeOH (1.8 equiv) ~ 1N "l
Ar” H Et,Zn,28°C  Ar” Et A" H
3b-k (R)-4b-k Reduction
product
Entry Ar t[hY Yield [9]®< ee [%]Y
1 2-Tol 41 60(b)(24) 89
3-Tol 44 76(c)(8) 89

3 4-Tol 30 83(d)(4) 92
4 2-MeO-Ph 24 52(e)(47) 79
5 2-MeO-Ph 44 71(e)(28) 87
6 3-MeO-Ph 30 87(f)(6) 88
7 4-MeO-Ph 30 86(9) 91
8 2-CI-Ph 41 68(h)(24) 84
9 3-CI-Ph 43 84(i)(6) 85
10 4-CI-Ph 30 86(j)(3) 89
n 4-Me0,C-Ph 40 92(k) 84
[a] The reaction was conducted by using Et,Zn (5equiv) and MeOH
(1.8 equiv) with imine (0.072 ™) in toluene/hexanes (1.76:1). [b] Isolated
yield. [c] In brackets, yields of the corresponding reduction products.
[d] Determined by HPLC using Chiralcel OD-H or AS-H column, and the
absolute configuration of the major isomer was assigned to be (R) by the
comparison of the optical rotation and the retention time with literature
data;*"'” Products 4 f and 4k were tentatively assigned to be (R) by the
retention times of the enantiomers on HPLC analysis according the obser-
vations with products 4c and 4d. [e] Without MeOH.
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imines bearing an ortho-substituted group gave a lower yield
along with the reduction product (Table 6, entries 1, 5, 8) than
meta-substituted and para-substituted imines. The reason is
presumably the steric hindrance imposed by the ortho-substi-
tuted group on the phenyl ring. Interestingly, the presence of
methanol could suppress the formation of reduction product
and enhance the yield of the addition product (Table 6, en-
tries 4-5).

Methylation of 3a with dimethylzinc (5 equiv) in the pres-
ence of a stoichiometric amount of 2a at 28°C for 31 h gave
the addition product 5a in 92% yield with 97% ee (Table 7,
entry 1). The yield and enantioselectivity were decreased when

Table 7. Enantioselective addition of dimethylzinc to imine mediated by
Za'[a]

2a

1 1
_PPh _PPh
"f 2 Me,Zn (5.0 equiv.) HN 2
o :
©)\H 28 °C, toluene/hexanes ©/\Me
3a (R)-5a
Entry 2a[equiv] t[h] Yield [%]® ee [%]"
1 1.0 31 92 97
2 0.6 48 75 99
3 0.4 48 64 94
4 0.1 48 33 87
5 0.1 48 71 9
6 0.1 72 70 95
7t 0.1 72 78 93
8 0.2 72 77 95

[a] The reaction was conducted by using 5 equiv of Me,Zn (10 wt% in
hexanes) with imine (0.065m) in toluene/hexanes (1.6:1). [b] Isolated
yield. [c] Determined by HPLC using a Chiralcel OD-H column, and the ab-
solute configuration of the major isomer was assigned to be (R) by the
comparison of the optical rotation and the retention time with literature
data.”"% [d] MeOH (1.8 equiv) was added. [e] The reaction was conducted
by using 5 equiv of Me,Zn (1.2 M in toluene) with imine (0.24 m).

the amount of 2a was decreased (Table 7, entries 2-4). Methyl-
ation of 3a in the presence of methanol (1.8 equiv) was also
found to improve both yield (71%) and enantioselectivity
(96 %) when compared with the reaction in the absence of
methanol (Table 7, entries 4-5). No substantial change in yield
and enantioselectivity was observed on prolonging the reac-
tion time from 48 h to 72 h. When the reaction was conducted
either at a higher concentration (0.24 m) or in the presence of
0.2 equiv of 2a, it resulted in a slight increase in the yield to
78% and 77 %, respectively (Table 7, entries 7-8).

The presence of a small amount of methanol not only en-
hanced the catalytic cycle but also improved the enantioselec-
tivity. The exact role of methanol in our catalytic system is not
fully understood at this stage."'® However, based on litera-
ture reports,?#P®13 the rationale of the stereochemical out-
come of the addition reaction is shown in Figure 2. The coordi-
nation of imine and chiral aminoalcohol to both zinc atoms
would lead to a favored bicyclic transition state A. The transfer
of one of the ethyl groups on Zng to imine 3 would then give
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H
o J/;:)\Ph o
~Zng ) .PPh
N/Zn,(«-.JQ\B:p\'Ph HNT 2
)/ Ph Ph  Et
A R configuration

Figure 2. A plausible transition state for the addition of diethylzinc to imine
3.

the addition product with the observed stereochemistry (R-
form).

Conclusions

We have demonstrated that the addition of diethylzinc or di-
methylzinc to N-(diphenylphosphinoyl) imines mediated by
1 or 2 could be achieved with high yields and enantioselectivi-
ties. The catalytic loading of 1 or 2a could be reduced to
10 mol % for methylation or ethylation of imines when the re-
action was conducted in the presence of 1.8 equivalents of
methanol. The reaction is able to tolerate a wide range of func-
tionalities. N-Monosubstituted amino alcohols induced higher
enantioselectivity than their N,N-disubstituted congener in this
catalytic system. This catalytic system provides an additional
efficient entry for the preparation of chiral secondary benzylic
amines.

Experimental Section

Standard procedure for the preparation of (1S,2R,4R)-N-aryl-
1-amino-2-exo-hydroxy-7,7-dimethyl-bicyclo[2.2.1]heptane
(2a-2i):

A solution of (15,2R,4R)-1-amino-2-exo-hydroxy-7,7-dimethyl-bicy-
clo[2.2.1]heptane 7 and aryl aldehyde (1.1 equiv) in anhydrous di-
chloromethane was added to sodium triacetoxyborohydride
(1.4 equiv) and acetic acid (1.1 equiv). The reaction mixture was
stirred at 28°C for 3-39 h and was then quenched with aqueous
NaOH (1.0 m). The aqueous phase was extracted with CH,Cl, (3x
30 mL), and the combined organic layer was washed with brine for
three times. The organic layer was dried over anhydrous sodium
sulfate and evaporated to dryness under reduced pressure. Purifi-
cation of the crude product by silica gel column chromatography
with EtOAc/hexanes (1:5) as eluent gave 2a-2i.

General procedure for the enantioselective addition of diethyl-
zinc to N-diphenylphosphinoylimines (Table 2):

N-(Diphenylphosphinoyl)imine 3 (0.34 mmol) and 1 (46.0 mg,
0.20 mmol) were dissolved in dry toluene (3 mL) under argon, and
the mixture was stirred for 10 min at 28°C. The solution was
cooled to 0°C, and then Et,Zn in hexanes (1.0 m, 1.0 mL, 1.0 mmol)
was added dropwise. The cooling bath was removed, and the mix-
ture was allowed to warm to 28°C. The reaction mixture was
stirred for an additional 25-51 h and was then quenched with sa-
turated aqueous ammonium chloride (4.0 mL) followed by the ad-
dition of hydrochloric acid (1.0 N, 3.0 mL). The aqueous layer was
extracted with CH,Cl, (3x10 mL), and the combined organic layer
was dried over anhydrous Na,SO,, filtered, and concentrated in
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vacuo. Subsequent purification by silica gel column chromatogra-
phy with MeOH/CH,Cl, (1:40-1:20) as eluent afforded the corre-
sponding addition product as a white solid.

General procedure for the enantioselective addition of dime-
thylzinc to imines (Table 3):

N-(Diphenylphosphinoyl)imine 3 (0.34 mmol) and 1 (76.6 mg,
0.34 mmol) were dissolved in dry toluene (3 mL) under argon, and
the mixture was stirred for 10 min at 28°C. The solution was
cooled to 0°C, and then Me,Zn in hexanes (10 Wt%, 2.2 mL,
1.7 mmol) was added dropwise. The cooling bath was removed
and the mixture was allowed to warm to 28°C. The reaction mix-
ture was stirred for an additional 24 h. The reaction was then
quenched with saturated aqueous ammonium chloride (4.0 mL)
followed by the addition of hydrochloric acid (1.0 N, 3.0 mL). The
aqueous layer was extracted with CH,Cl, (3x10 mL), and the com-
bined organic layer was dried over anhydrous Na,SO,, filtered, and
concentrated in vacuo. Subsequent purification by silica gel
column chromatography with MeOH/CH,Cl, (1:40-1:20) as eluent
afforded the corresponding addition product as a white solid.

General procedure for the enantioselective addition of diethyl-
zinc or dimethylzinc to N-diphenylphosphinoylimines with ad-
ditive (Tables 6 and 7):

A solution of N-(diphenylphosphinoyl)imine 3 (0.34 mmol) and 2a
(8.3 mg, 0.034 mmol) in dry toluene (3 mL) was added to MeOH
(25 pL, 0.61 mmol) under argon. The mixture was stirred for 10 min
at 28°C. The solution was then cooled to 0°C and Et,Zn in hexanes
(1.0m, 1.7mL, 1.7 mmol) or Me,Zn in hexanes (10 Wt%, 2.2 mL,
1.7 mmol) was added dropwise. The cooling bath was removed,
and the mixture was allowed to warm to 28°C. The reaction mix-
ture was stirred for an additional 24-44 h. The reaction was then
quenched with saturated aqueous ammonium chloride (4.0 mL)
followed by the addition of hydrochloric acid (1.0 N, 3.0 mL). The
aqueous layer was extracted with CH,Cl, (3x10 mL) and the com-
bined organic layer was dried over anhydrous Na,SO,, filtered, and
concentrated in vacuo. Subsequent purification by silica gel
column chromatography with EtOAc/hexanes (1:5-1:1) as eluent
afforded the corresponding addition product as a white solid.

Acknowledgements

Financial support provided by the Ministry of Science and
Technology (NSC-99-2113M-007-010-MY3 and 102-2113M-007-
009-MY3) and the National Tsing Hua University are gratefully
acknowledged.

aldimine
B-amino alcohol

Keywords: achiral additive
enantioselective addition
methods

dialkylzinc
synthetic

[1] a) D. Enders, U. Reinhold, Tetrahedron: Asymmetry 1997, 8, 1895-1946;
b) R. Bloch, Chem. Rev. 1998, 98, 1407-1438; c) G.K. Friestad, A.K.
Mathies, Tetrahedron 2007, 63, 2541-2569; d) K. Yamada, K. Tomioka,
Chem. Rev. 2008, 108, 2874 -2886.

[2] a) D. Guijarro, P. Pinho, P. G. Andersson, J. Org. Chem. 1998, 63, 2530-
2535; b) P. Brandl, C. Hedberg, K. Lawonn, P. Pinho, P.G. Andersson,
Chem. Eur. J. 1999, 5, 1692-1699; c) P. Pinho, P. G. Andersson, Tetrahe-
dron 2001, 57, 1615-1618.

© 2014 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim


http://dx.doi.org/10.1016/S0957-4166(97)00208-5
http://dx.doi.org/10.1016/S0957-4166(97)00208-5
http://dx.doi.org/10.1016/S0957-4166(97)00208-5
http://dx.doi.org/10.1021/cr940474e
http://dx.doi.org/10.1021/cr940474e
http://dx.doi.org/10.1021/cr940474e
http://dx.doi.org/10.1016/j.tet.2006.11.076
http://dx.doi.org/10.1016/j.tet.2006.11.076
http://dx.doi.org/10.1016/j.tet.2006.11.076
http://dx.doi.org/10.1021/cr078370u
http://dx.doi.org/10.1021/cr078370u
http://dx.doi.org/10.1021/cr078370u
http://dx.doi.org/10.1021/jo9718096
http://dx.doi.org/10.1021/jo9718096
http://dx.doi.org/10.1021/jo9718096
http://dx.doi.org/10.1016/S0040-4020(00)01142-X
http://dx.doi.org/10.1016/S0040-4020(00)01142-X
http://dx.doi.org/10.1016/S0040-4020(00)01142-X
http://dx.doi.org/10.1016/S0040-4020(00)01142-X
http://www.chemasianj.org

3]

[4]

&)

[6

S

[8

[10]

Chem. Asian J. 2014, 00, 0-0

For the enantioselective addition of diethylzinc to N-(diphenylphosphi-
noyl)imine in the presence of the TIPSCI, see: a)C. Jimeno, A. Vidal-
Ferran, A. Moyano, M. A. Pericas, A. Riera, Tetrahedron Lett. 1999, 40,
777-780; b) C. Jimeno, K. S. Reddy, L. Sola, A. Moyano, M. A. Pericas, A.
Riera, Org. Lett. 2000, 2, 3157 -3159.

a) X. Zhang, L. Gong, A. Mi, X. Cui, Y. Jiang, M. C. K. Choi, A.S. C. Chan,
Tetrahedron Lett. 2001, 42, 6369-6372; b) H.-L. Zhang, X.-M. Zhang, L.-
Z. Gong, A.-Q. Mi, X. Chi, Y-Z. Jiang, M. C. K. Choi, A.S. C. Chan, Org.
Lett. 2002, 4, 1399-1402; c) H-L. Zhang, F. Jiang, X.-M. Zhang, X. Cui,
L-Z. Gong, A-Q. Mi, Y-Z. Jiang, Y.-D. Wu, Chem. Eur. J. 2004, 10, 1481 -
1492.

a) X. Zhang, W. Lin, L. Gong, A. Mi, X. Cui, Y. Jiang, M. C. K. Choi, A.S. C.
Chan, Tetrahedron Lett. 2002, 43, 1535-1539; b) X.-M. Zhang, H.-L.
Zhang, W.-Q. Lin, L.-Z. Gong, A.-Q. Mi, X. Cui, Y-Z. Jiang, K.-B. Yu, J. Org.
Chem. 2003, 68, 4322-4329; c) G. Yan, Y. Wu, W. Lin, X. Zhang, Tetrahe-
dron: Asymmetry 2007, 18, 2643 - 2648.

a) K. J. M. Beresford, Tetrahedron Lett. 2002, 43, 7175-7177; b)K. J. M.
Beresford, Tetrahedron Lett. 2004, 45, 6041 -6044.

a) K. Soai, T. Hatanaka, T. Miyazawa, J. Chem. Soc. Chem. Commun. 1992,
1097 -1098; b) K. Soai, T. Suzuki, T. Shono, J. Chem. Soc. Chem. Commun.
1994, 317-318; ) T. Hayase, Y. Inoue, T. Shibata, K. Soai, Tetrahedron:
Asymmetry 1996, 7, 2509-2510; d) T. Suzuki, N. Narisada, T. Shibata, K.
Soai, Tetrahedron: Asymmetry 1996, 7, 2519-2522; e) T. Suzuki, T. Shiba-
ta, K. Soai, J. Chem. Soc. Perkin Trans. 1 1997, 2757 -2760; f) T. Suzuki, Y.
Hirokawa, K. Ohtake, T. Shibata, K. Soai, Tetrahedron: Asymmetry 1997,
8, 4033-4040; g) T. Suzuki, N. Narisada, T. Shibata, K. Soai, Polym. Adv.
Technol. 1999, 10, 30-38; h) I. Sato, R. Kodaka, T. Shibata, Y. Hirokawa,
N. Shirai, K. Ohtake, K. Soai, Tetrahedron: Asymmetry 2000, 11, 2271-
2275; i) I. Sato, R. Kodaka, K. Soai, J. Chem. Soc. Perkin Trans. 1 2001,
2912-2914; j) 1. Sato, K. Hosoi, R. Kodaka, K. Soai, Eur. J. Org. Chem.
2002, 3115-3118; k) K. Soai, I. Sato, C. R. Chim. 2003, 6, 1097 -1104; For
the enantioselective addition of diethylzinc to 1,2,4-N-triazinylarylimines
in the presence of the TIPSCl, see: I)A.A. El-Shehawy, Tetrahedron:
Asymmetry 2006, 17, 2617 -2624; A. A. El-Shehawy, Tetrahedron 2007,
63, 5490-5500; m)A.A. El-Shehawy, Tetrahedron 2007, 63, 11754-
11762; n) S. Banerjee, A. J. Camodeca, G. G. Griffin, C. G. Hamaker, S.R.
Hitchcock, Tetrahedron: Asymmetry 2010, 21, 549 -557.

a)R. Almansa, D. Guijarro, M. Yus, Tetrahedron: Asymmetry 2007, 18,
896-899; b)R. Almansa, D. Guijarro, M. Yus, Tetrahedron: Asymmetry
2007, 18, 2828-2840; c) R. Almansa, D. Guijarro, M. Yus, Tetrahedron:
Asymmetry 2008, 19, 1376 -1380.

X.-H. Xu, X--L. Qiu, F-L. Qing, Tetrahedron 2008, 64, 7353-7361.

For the effective ligand in the copper-catalyzed addition of dialkylzinc
to N-phosphinoylimines, see: a) A. A. Boezio, A.B. Charette, J. Am.

[

[12]

[13]

[14]

[15]

CHEMISTRY

AN ASIAN JOURNAL
Full Paper

Chem. Soc. 2003, 125, 1692-1693; b) A. A. Boezio, J. Pytkowicz, A. Coté,
A. B. Charette, J. Am. Chem. Soc. 2003, 125, 14260-14261; c) M. Shi, C.-
J. Wang, Adv. Synth. Catal. 2003, 345, 971-973; d) A. Coté, A. A. Boezio,
A.B. Charette, Proc. Natl. Acad. Sci. USA 2004, 101, 5405-5410; e) A.
Coté, A. A. Boezio, A. B. Charette, Angew. Chem. Int. Ed. 2004, 43, 6525 -
6528; Angew. Chem. 2004, 116, 6687 —6690; f) B.-S. Kim, S.-W. Kang, K. H.
Kim, D.-H. Ko, Y. Chung, D.-C. Ha, Bull. Korean Chem. Soc. 2005, 26,
1501-1502; g) M.-C. Wang, C-L. Xu, F. Cheng, X. Ding, Tetrahedron
2006, 62, 12220-12226.

Z-L. Wu, H.-L. Wu, B.-J. Uang, Tetrahedron: Asymmetry 2009, 20, 1556 -
1560.

a) W. B. Jennings, C.J. Lovely, Tetrahedron Lett. 1988, 29, 3725-3728;
b) W. B. Jennings, C. J. Lovely, Tetrahedron 1991, 47, 5561 -5568.

P. G. Andersson, D. Guijarro, D. Tanner, J. Org. Chem. 1997, 62, 7364 -
7375.

Trimethyl borate could improve the procedure of the Reformatsky reac-
tion, see: a) M. W. Rathke, A. Lindert, J. Org. Chem. 1970, 35, 3966 -
3967; Methanol could enhance both the yields and enantioselectivities
of the asymmetric addition Ph,Zn to ketones, see: b) P. 1. Dosa, G. C. Fu,
J. Am. Chem. Soc. 1998, 120, 445-446; For a review on the additive
effect on catalytic enantioselective reaction, see: c)E.M. Vogl, H.
Groger, M. Shibasaki, Angew. Chem. Int. Ed. 1999, 38, 1570-1577;
Angew. Chem. 1999, 111, 1672-1680; Isopropanol could improve the
yields and enantioselectivities of the addition dimethylzinc to a-ke-
toesters, see: d) K. Funabashi, M. Jachmann, M. Kanai, M. Shibasaki,
Angew. Chem. Int. Ed. 2003, 42, 5489-5492; Angew. Chem. 2003, 115,
5647 -5650; MPEGs have a beneficial effect on catalyzed asymmetric
aryl and alkyl transfer reactions onto aldehydes, see: e)J. Rudolph, N.
Hermanns, C. Bolm, J. Org. Chem. 2004, 69, 3997 -4000; Triethyl borate
could increase the reaction rate of the addition of dimethylzinc to a-ke-
toesters catalyzed by (—)-MITH, see: f) H.-L. Wu, P-Y. Wu, Y.-Y. Shen, B.-J.
Uang, J. Org. Chem. 2008, 73, 6445-6447.

For related zinc alkoxide on asymmetric addition reaction, see: a)D.
Enders, J. Zhu, G. Raabe, Angew. Chem. Int. Ed. Engl. 1996, 35, 1725-
1728; Angew. Chem. 1996, 108, 1827-1829; b) L. Tan, C.-Y. Chen, R.D.
Tillyer, E.J.J. Grabowski, P.J. Reider, Angew. Chem. Int. Ed. 1999, 38,
711-713; Angew. Chem. 1999, 111, 724-727; c)N. Chinkov, A. Warm,
E. M. Carreira, Angew. Chem. Int. Ed. 2011, 50, 2957 -2961; Angew. Chem.
2011, 723, 3014-3018.

Received: October 31, 2014
Published online on Il K1, 0000

www.chemasianj.org

© 2014 Wiley-VCH Verlag GmbH & Co. KGaA, Weinheim

KK These are not the final page numbers!


http://dx.doi.org/10.1016/S0040-4039(98)02410-1
http://dx.doi.org/10.1016/S0040-4039(98)02410-1
http://dx.doi.org/10.1016/S0040-4039(98)02410-1
http://dx.doi.org/10.1016/S0040-4039(98)02410-1
http://dx.doi.org/10.1021/ol006354c
http://dx.doi.org/10.1021/ol006354c
http://dx.doi.org/10.1021/ol006354c
http://dx.doi.org/10.1016/S0040-4039(01)01273-4
http://dx.doi.org/10.1016/S0040-4039(01)01273-4
http://dx.doi.org/10.1016/S0040-4039(01)01273-4
http://dx.doi.org/10.1021/ol025728u
http://dx.doi.org/10.1021/ol025728u
http://dx.doi.org/10.1021/ol025728u
http://dx.doi.org/10.1021/ol025728u
http://dx.doi.org/10.1002/chem.200305418
http://dx.doi.org/10.1002/chem.200305418
http://dx.doi.org/10.1002/chem.200305418
http://dx.doi.org/10.1016/S0040-4039(02)00014-X
http://dx.doi.org/10.1016/S0040-4039(02)00014-X
http://dx.doi.org/10.1016/S0040-4039(02)00014-X
http://dx.doi.org/10.1021/jo0268862
http://dx.doi.org/10.1021/jo0268862
http://dx.doi.org/10.1021/jo0268862
http://dx.doi.org/10.1021/jo0268862
http://dx.doi.org/10.1016/j.tetasy.2007.10.035
http://dx.doi.org/10.1016/j.tetasy.2007.10.035
http://dx.doi.org/10.1016/j.tetasy.2007.10.035
http://dx.doi.org/10.1016/j.tetasy.2007.10.035
http://dx.doi.org/10.1016/S0040-4039(02)01669-6
http://dx.doi.org/10.1016/S0040-4039(02)01669-6
http://dx.doi.org/10.1016/S0040-4039(02)01669-6
http://dx.doi.org/10.1016/j.tetlet.2004.06.018
http://dx.doi.org/10.1016/j.tetlet.2004.06.018
http://dx.doi.org/10.1016/j.tetlet.2004.06.018
http://dx.doi.org/10.1039/c39920001097
http://dx.doi.org/10.1039/c39920001097
http://dx.doi.org/10.1039/c39920001097
http://dx.doi.org/10.1039/c39920001097
http://dx.doi.org/10.1039/c39940000317
http://dx.doi.org/10.1039/c39940000317
http://dx.doi.org/10.1039/c39940000317
http://dx.doi.org/10.1039/c39940000317
http://dx.doi.org/10.1016/0957-4166(96)00319-9
http://dx.doi.org/10.1016/0957-4166(96)00319-9
http://dx.doi.org/10.1016/0957-4166(96)00319-9
http://dx.doi.org/10.1016/0957-4166(96)00319-9
http://dx.doi.org/10.1016/0957-4166(96)00322-9
http://dx.doi.org/10.1016/0957-4166(96)00322-9
http://dx.doi.org/10.1016/0957-4166(96)00322-9
http://dx.doi.org/10.1039/a702139i
http://dx.doi.org/10.1039/a702139i
http://dx.doi.org/10.1039/a702139i
http://dx.doi.org/10.1016/S0957-4166(97)00553-3
http://dx.doi.org/10.1016/S0957-4166(97)00553-3
http://dx.doi.org/10.1016/S0957-4166(97)00553-3
http://dx.doi.org/10.1016/S0957-4166(97)00553-3
http://dx.doi.org/10.1002/(SICI)1099-1581(199901/02)10:1/2%3C30::AID-PAT762%3E3.0.CO;2-8
http://dx.doi.org/10.1002/(SICI)1099-1581(199901/02)10:1/2%3C30::AID-PAT762%3E3.0.CO;2-8
http://dx.doi.org/10.1002/(SICI)1099-1581(199901/02)10:1/2%3C30::AID-PAT762%3E3.0.CO;2-8
http://dx.doi.org/10.1002/(SICI)1099-1581(199901/02)10:1/2%3C30::AID-PAT762%3E3.0.CO;2-8
http://dx.doi.org/10.1016/S0957-4166(00)00194-4
http://dx.doi.org/10.1016/S0957-4166(00)00194-4
http://dx.doi.org/10.1016/S0957-4166(00)00194-4
http://dx.doi.org/10.1039/b106775n
http://dx.doi.org/10.1039/b106775n
http://dx.doi.org/10.1039/b106775n
http://dx.doi.org/10.1039/b106775n
http://dx.doi.org/10.1002/1099-0690(200209)2002:18%3C3115::AID-EJOC3115%3E3.0.CO;2-9
http://dx.doi.org/10.1002/1099-0690(200209)2002:18%3C3115::AID-EJOC3115%3E3.0.CO;2-9
http://dx.doi.org/10.1002/1099-0690(200209)2002:18%3C3115::AID-EJOC3115%3E3.0.CO;2-9
http://dx.doi.org/10.1002/1099-0690(200209)2002:18%3C3115::AID-EJOC3115%3E3.0.CO;2-9
http://dx.doi.org/10.1016/j.crci.2003.06.002
http://dx.doi.org/10.1016/j.crci.2003.06.002
http://dx.doi.org/10.1016/j.crci.2003.06.002
http://dx.doi.org/10.1016/j.tetasy.2006.10.013
http://dx.doi.org/10.1016/j.tetasy.2006.10.013
http://dx.doi.org/10.1016/j.tetasy.2006.10.013
http://dx.doi.org/10.1016/j.tetasy.2006.10.013
http://dx.doi.org/10.1016/j.tet.2007.04.041
http://dx.doi.org/10.1016/j.tet.2007.04.041
http://dx.doi.org/10.1016/j.tet.2007.04.041
http://dx.doi.org/10.1016/j.tet.2007.04.041
http://dx.doi.org/10.1016/j.tet.2007.08.093
http://dx.doi.org/10.1016/j.tet.2007.08.093
http://dx.doi.org/10.1016/j.tet.2007.08.093
http://dx.doi.org/10.1016/j.tetasy.2010.02.026
http://dx.doi.org/10.1016/j.tetasy.2010.02.026
http://dx.doi.org/10.1016/j.tetasy.2010.02.026
http://dx.doi.org/10.1016/j.tetasy.2007.03.026
http://dx.doi.org/10.1016/j.tetasy.2007.03.026
http://dx.doi.org/10.1016/j.tetasy.2007.03.026
http://dx.doi.org/10.1016/j.tetasy.2007.03.026
http://dx.doi.org/10.1016/j.tetasy.2007.11.006
http://dx.doi.org/10.1016/j.tetasy.2007.11.006
http://dx.doi.org/10.1016/j.tetasy.2007.11.006
http://dx.doi.org/10.1016/j.tetasy.2007.11.006
http://dx.doi.org/10.1016/j.tetasy.2008.05.005
http://dx.doi.org/10.1016/j.tetasy.2008.05.005
http://dx.doi.org/10.1016/j.tetasy.2008.05.005
http://dx.doi.org/10.1016/j.tetasy.2008.05.005
http://dx.doi.org/10.1016/j.tet.2008.05.043
http://dx.doi.org/10.1016/j.tet.2008.05.043
http://dx.doi.org/10.1016/j.tet.2008.05.043
http://dx.doi.org/10.1021/ja027673x
http://dx.doi.org/10.1021/ja027673x
http://dx.doi.org/10.1021/ja027673x
http://dx.doi.org/10.1021/ja027673x
http://dx.doi.org/10.1021/ja038291+
http://dx.doi.org/10.1021/ja038291+
http://dx.doi.org/10.1021/ja038291+
http://dx.doi.org/10.1002/adsc.200303041
http://dx.doi.org/10.1002/adsc.200303041
http://dx.doi.org/10.1002/adsc.200303041
http://dx.doi.org/10.1016/j.tet.2006.10.015
http://dx.doi.org/10.1016/j.tet.2006.10.015
http://dx.doi.org/10.1016/j.tet.2006.10.015
http://dx.doi.org/10.1016/j.tet.2006.10.015
http://dx.doi.org/10.1016/j.tetasy.2009.06.009
http://dx.doi.org/10.1016/j.tetasy.2009.06.009
http://dx.doi.org/10.1016/j.tetasy.2009.06.009
http://dx.doi.org/10.1016/S0040-4039(00)82164-4
http://dx.doi.org/10.1016/S0040-4039(00)82164-4
http://dx.doi.org/10.1016/S0040-4039(00)82164-4
http://dx.doi.org/10.1016/S0040-4020(01)80987-X
http://dx.doi.org/10.1016/S0040-4020(01)80987-X
http://dx.doi.org/10.1016/S0040-4020(01)80987-X
http://dx.doi.org/10.1021/jo970918h
http://dx.doi.org/10.1021/jo970918h
http://dx.doi.org/10.1021/jo970918h
http://dx.doi.org/10.1021/jo00836a087
http://dx.doi.org/10.1021/jo00836a087
http://dx.doi.org/10.1021/jo00836a087
http://dx.doi.org/10.1021/ja973169u
http://dx.doi.org/10.1021/ja973169u
http://dx.doi.org/10.1021/ja973169u
http://dx.doi.org/10.1002/(SICI)1521-3773(19990601)38:11%3C1570::AID-ANIE1570%3E3.0.CO;2-Y
http://dx.doi.org/10.1002/(SICI)1521-3773(19990601)38:11%3C1570::AID-ANIE1570%3E3.0.CO;2-Y
http://dx.doi.org/10.1002/(SICI)1521-3773(19990601)38:11%3C1570::AID-ANIE1570%3E3.0.CO;2-Y
http://dx.doi.org/10.1002/(SICI)1521-3757(19990601)111:11%3C1672::AID-ANGE1672%3E3.0.CO;2-2
http://dx.doi.org/10.1002/(SICI)1521-3757(19990601)111:11%3C1672::AID-ANGE1672%3E3.0.CO;2-2
http://dx.doi.org/10.1002/(SICI)1521-3757(19990601)111:11%3C1672::AID-ANGE1672%3E3.0.CO;2-2
http://dx.doi.org/10.1002/anie.200351650
http://dx.doi.org/10.1002/anie.200351650
http://dx.doi.org/10.1002/anie.200351650
http://dx.doi.org/10.1002/ange.200351650
http://dx.doi.org/10.1002/ange.200351650
http://dx.doi.org/10.1002/ange.200351650
http://dx.doi.org/10.1002/ange.200351650
http://dx.doi.org/10.1021/jo0495079
http://dx.doi.org/10.1021/jo0495079
http://dx.doi.org/10.1021/jo0495079
http://dx.doi.org/10.1021/jo801034q
http://dx.doi.org/10.1021/jo801034q
http://dx.doi.org/10.1021/jo801034q
http://dx.doi.org/10.1002/anie.199617251
http://dx.doi.org/10.1002/anie.199617251
http://dx.doi.org/10.1002/anie.199617251
http://dx.doi.org/10.1002/ange.19961081530
http://dx.doi.org/10.1002/ange.19961081530
http://dx.doi.org/10.1002/ange.19961081530
http://dx.doi.org/10.1002/(SICI)1521-3773(19990301)38:5%3C711::AID-ANIE711%3E3.0.CO;2-W
http://dx.doi.org/10.1002/(SICI)1521-3773(19990301)38:5%3C711::AID-ANIE711%3E3.0.CO;2-W
http://dx.doi.org/10.1002/(SICI)1521-3773(19990301)38:5%3C711::AID-ANIE711%3E3.0.CO;2-W
http://dx.doi.org/10.1002/(SICI)1521-3773(19990301)38:5%3C711::AID-ANIE711%3E3.0.CO;2-W
http://dx.doi.org/10.1002/(SICI)1521-3757(19990301)111:5%3C724::AID-ANGE724%3E3.0.CO;2-J
http://dx.doi.org/10.1002/(SICI)1521-3757(19990301)111:5%3C724::AID-ANGE724%3E3.0.CO;2-J
http://dx.doi.org/10.1002/(SICI)1521-3757(19990301)111:5%3C724::AID-ANGE724%3E3.0.CO;2-J
http://dx.doi.org/10.1002/anie.201006689
http://dx.doi.org/10.1002/anie.201006689
http://dx.doi.org/10.1002/anie.201006689
http://dx.doi.org/10.1002/ange.201006689
http://dx.doi.org/10.1002/ange.201006689
http://dx.doi.org/10.1002/ange.201006689
http://dx.doi.org/10.1002/ange.201006689
http://www.chemasianj.org

CHEMISTRY

AN ASIAN JOURNAL
Full Paper

FULL PAPER

Add it up: The enantioselective addi- C Enantioselective Synthesis
.PPh, I —

o}
. . . . . PPh, 10r2a (10 mol %)
tion of diethylzinc or dimethylzinc to N- N2

! MeOH (1.8 equiv.) HIN o o
(diphenylphosphinoyl)imines mediated @)\H RoZn , 28°C R Wei-Ming Huang, Biing-Jiun Uang*
by 1 or 2 could be achieved in high toluene/hexanes g EE-EE
yields and enantioselectivities. The cata- 3 79-96% ee
Iytic loading of 1 or 2a could be re- 4R=Et Enantioselective Addition of
duced to 10 mol % for methylation or OH SR=Me Dialkylzinc to Aromatic Aldimines
ethylation of imines in high yields and @N,R 1 R,R'= CH,CH,-O-CH,CH, Mediated by Camphor-Derived Chiral
enantioselectivities (79-96 %) when the ‘R 2aR=H,R'=CHyPh B-Amino Alcohols
reaction was conducted in the presence
of 1.8 equiv of methanol.
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