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Allylindium reagents have been used extensively for the intro-
duction of allyl group in a Barbier type manner.'> Although allyl-
indium reagents can be added to many reactive functional groups
including aldehyde, ketone, and activated imine with acyl or tosyl
group,'” the reaction with nitrile has not been reported except for
the recent Yamamoto’s paper.> According to the results, introduc-
tion of allylindium can be carried out with only nitrile compounds
having both an o-hydrogen atom and an o-EWG group
(Scheme 1).2

Recently Baylis-Hillman adducts have been used for the syn-
thesis of various cyclic compounds.*> Among them, many of the
interesting cyclic compounds were synthesized from the suitably
modified Baylis-Hillman adducts with active methylene com-
pounds like ethyl cyanoacetate, dimethyl malonate, and ethyl ace-
toacetate.’ Based on the Yamamoto's results,® we reasoned that we
could prepare the allylated pyridine derivative (III) by the double
bond isomerization of compound 4a, which could be prepared
from the Baylis-Hillman acetate 1a as in Scheme 2.5 However,
we obtained diallyl compound 5a as the major product presumably
via the second introduction of allyl group to the reactive cyclic
N-acylimine intermediate (II), the tautomer of 4a. This type of con-
secutive double allylation reaction has not been reported to the
best of our knowledge.

Encouraged by the results, we examined the generality of this
successive In-mediated Barbier type allylation with y-cyanoesters
3a-d. The starting materials 3 were prepared by the reaction of
Baylis-Hillman acetates (1a-c)/bromide (1d) and active methylene
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compounds 2a-c in the presence of K,CO5.> With these com-
pounds, we examined the Barbier reaction with in situ generated
allylindium reagent from allyl bromide and indium powder in
THF. Mono-allylated compounds 4a-d were isolated in low yields
(12-16%). Instead diallylated §-valerolactam derivatives 5a-d
were obtained as the major products (52-61%).5” The results are
summarized in Table 1.

Diallylated compound 5 must be formed by double Barbier
reaction via the cyclic N-acylimine intermediate (II), a tautomer
of minor product 4. As reported, N-acylimine is more reactive than
nitrile toward allylindium species, ! thus the second allylation oc-
curs to a larger extent to give 5 as the major product. Trials for the
synthesis of mono-allylated compound as the major product failed.
As next entries, we examined the synthesis of diallylated y-butyro-
lactam derivatives via the double-Barbier reaction with 6a and 6b
(Scheme 3).° The starting materials were synthesized from Baylis—
Hillman acetates 1c and 1e with KCN in good yields.> The follow-
ing In-mediated allylation reaction provided diallylated com-
pounds 7a and 7b in reasonable yields. In these cases we did not
observe the formation of appreciable amounts of mono-allylated
compounds. The reaction of 6a with crotyl bromide under the same
conditions was very sluggish, unfortunately. Dicrotyl y-butyrolac-
tam 7c¢ was obtained in low yield (10%) after 30 h and we recov-
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Table 1
Synthesis of diallylated lactam 5a-d
Entry Substrate Conditions Compound 3 (%) Products?® (%)
1 o NCCH,COOMe (2a), K»CO; (1.5 equiv), CH5CN, rt, 2 h e o
COOEt FES
Ph CN Ph™ X" “NH
=
1a 3a (68) COOMe X
4a (16) CoOMe 5a(58) COOMe\
2 Ohe COOE NCCH,Ph (2b), K»CO3 (1.5 equiv), CH5CN, rt, 3 h p-CIPh™ X COOE Q Q
p-CIPh cN  PCIPh Y ONH p-CIPh” XY NH _
1b 3bEl) N 7N
4b (13)  pp 5b (54) Ph N\
3 OAc NCCH,S0,Ph (2¢), K»CO5 (1.5 equiv), CH5CN, rt, 2 h Ph X COOMe o
Ph COOMe o Ph™ X" “NH
Z
4c (12) so,ph
4 2a, K,COs5 (1.5 equiv), CH3CN, rt, 2 h
CaH 7 COOEt Cat 7 COOEt O (0]
X
o Br CN CsHq4 NH CsHy4
sa(77) COOMe N
4d (15)  COOMe 5d (61)  COOMe\

2 Conditions: compound 3 (1.0 equiv), allyl bromide (4.0 equiv), In (2.0 equiv), THF, reflux, 30 min.

ered 6a (61%). The compound 8 showed no reaction under the
same conditions as expected due to the lack of a-hydrogen atom
around nitrile group (Scheme 4).2

As one of the synthetic applications of diallylated 3-valerolac-
tam derivatives, we examined the RCM (ring-closing metathesis)
reaction of compound 5a with 2nd generation Grubbs catalyst
(3 mol %) in toluene (50 °C, 10 h) and obtained the corresponding
spiro-cyclopentene compound 9 in 84% yield (Scheme 5).8

In summary, we disclosed an efficient synthesis of diallylated &-
valerolactam and y-butyrolactam derivatives via an indium-medi-

ated successive double Barbier type allylations. Further synthetic
applications of this interesting double allylation concept are under
study.
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2007, 9, 3631-3634; (f) Lee, K. Y.; Lee, H. S.; Kim, ]. N. Tetrahedron Lett. 2007, 48,
2007-2011.
. Typical procedure for the synthesis of compounds 3a, 4a and 5a: A mixture of
compound 1a (248 mg, 1.0 mmol), methyl cyanoacetate (297 mg, 3.0 mmol),
Grubbs catalyst (3 mol%) Mes—N_ _N—Mes and K,CO; (207 mg, 1.5mmol) in CH3CN (3mL) was stirred at room
temperature for 2h. After the usual aqueous workup and column
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Scheme 5.
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chromatographic purification process (hexanes/EtOAc, 8:1), we obtained
compound 3a (195 mg, 68%) as colorless oil. A stirred mixture of compound
3a (144 mg, 0.5 mmol), allyl bromide (242 mg, 2.0 mmol), and indium
(114 mg, 1.0 mmol) in THF (1.5mL) was heated to reflux for 30 min. After
the usual aqueous workup and column chromatographic purification process
(hexanes/CH,Cl,/EtOAc, 16:2:1), we obtained compound 4a (23 mg, 16%) and
compound 5a (93 mg, 58%). Other compounds were synthesized similarly and
the spectroscopic data of 3a, 4a, 5a, and 7a are as follows:Compound 3a: 68%;
colorless oil; IR (film) 2958, 2251, 1751, 1703, 1259 cm™'; 'H NMR (CDCls,
300 MHz) 6 1.37 (t, ] = 7.2 Hz, 3H), 3.16-3.19 (m, 2H), 3.75 (s, 3H), 4.12 (dd, ] =
8.7 and 7.5 Hz, 1H), 4.31 (q, J = 7.2 Hz, 2H), 7.34-7.45 (m, 5H), 7.98 (s, 1H); 3C
NMR (CDCls, 75 MHz) § 14.2, 27.6, 36.1, 53.4, 61.4, 115.9, 126.8, 128.7, 128.9,
129.0, 134.4, 144.1, 166.0, 168.8.Compound 4a: 16%; yellow solid, mp 128-
129 °C; IR (KBr) 3211, 1709, 1642, 1229 cm!; 'H NMR (CDCl;, 300 MHz) &
3.56-3.59 (m, 2H), 3.75 (s, 3H), 3.79-3.80 (m, 2H), 5.18-5.34 (m, 2H), 5.78-
5.91 (m, 1H), 7.30-7.50 (m, 5H), 7.82 (t, J = 2.7 Hz, 1H), 7.86 (s, 1H); >*C NMR
(CDCl3, 75 MHz) ¢ 28.2, 36.0, 51.5, 101.9, 119.4, 125.4, 128.6, 129.0, 130.4,
132.6, 135.0, 138.1, 144.6, 165.3, 167.0; ESIMS m/z 284 (M*+1). Anal. Calcd for
C17H17NO5: C, 72.07; H, 6.05; N, 4.94. Found: C, 7243; H, 635; N,
4.88.Compound 5a: 58%; pale yellow solid, mp 113-114 °C; IR (KBr) 3178,
1734, 1668, 1614, 1396 cm™'; 'H NMR (CDCls, 300 MHz) § 2.33-2.57 (m, 4H),
2.90-2.97 (m, 1H), 3.09-3.12 (m, 2H), 3.70 (s, 3H), 5.16-5.25 (m, 4H), 5.76-
5.92 (m, 2H), 6.20 (s, 1H), 7.29-7.42 (m, 5H), 7.85 (s, 1H); '*C NMR (CDCls,
75MHz) ¢ 25.7, 41.1, 42.6, 45.1, 51.9, 57.5, 120.7 (2C), 126.1, 128.4, 128.5,
129.9, 131.6, 131.6, 135.3, 137.3, 165.8, 172.0; ESIMS m/z 326 (M"+1). Anal.
Calcd for CyoHp3NOs: C, 73.82; H, 7.12; N, 4.30. Found: C, 73.75; H, 7.34; N,
4.45.Compound 7a: 67%; pale yellow solid, mp 115-116 °C; IR (KBr) 3201,
1693, 1651 cm™'; "H NMR (CDCls, 300 MHz) 6 2.27-2.44 (m, 4H), 2.93 (d, ] =
1.8 Hz, 2H), 5.13-5.20 (m, 4H), 5.72-5.86 (m, 2H), 6.23 (s, 1H), 7.31-7.48 (m,
6H); '*C NMR (CDCls, 75 MHz) & 37.3, 44.8, 58.6, 120.1, 128.7, 128.7, 129.6,
130.4, 131.0, 132.0, 135.6, 170.9; ESIMS m/z 254 (M*+1). Anal. Calcd for
Cy7H9NO: C, 80.60; H, 7.56; N, 5.53. Found: C, 80.53; H, 7.76; N, 5.72.

8. Compound 9: 84%; pale yellow solid, mp 132-133 °C; IR (film) 3171, 1733,
1668, 1613, 1394 cm™!; 'H NMR (CDCls, 300 MHz) 6 2.44-2.49 (m, 2H), 2.82-
3.13 (m, 5H), 3.66 (s, 3H), 5.66-5.71 (m, 2H), 6.30 (s, 1H), 7.30-7.44 (m, 5H),
7.86 (s, 1H); '*C NMR (CDCls, 75 MHz) 6 27.0, 43.0, 46.5, 47.0, 52.1, 63.3, 126.2,
127.4, 128.4, 128.5, 128.7, 129.9, 135.4, 137.3, 165.3, 172.1; ESIMS m/z 298
(M*+1). For similar spiro-pyridone synthesis, see: Kersten, L.; Taylor, R. H.;
Felpin, F.-X. Tetrahedron Lett. 2009, 50, 506-508.
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