Tetrahedron Letters 49 (2008) 5531-5533

journal homepage: www.elsevier.com/locate/tetlet

Contents lists available at ScienceDirect

Tetrahedron Letters

Iodine-mediated electrophilic cyclization of 2-alkynylbenzaldoximes
leading to the formation of iodoisoquinoline N-oxides

Zhibao Huo, Hisamitsu Tomeba, Yoshinori Yamamoto *

Department of Chemistry, Graduate School of Science, Tohoku University, Sendai 980-8578, Japan

ARTICLE INFO ABSTRACT

Article history:

Received 9 June 2008
Revised 30 June 2008
Accepted 9 July 2008
Available online 12 July 2008

Keywords:

Electrophilic cyclization
lodonium ion

lodine

Isoquinoline N-oxide
2-Alkynylbenzaldoxime
Isoquinoline

Reaction of 2-alkynylbenzaldoximes 1 with 5 equiv of iodine in EtOH at room temperature gives the
corresponding iodoisoquinoline N-oxides 2 in good to excellent yields. The cyclization proceeds very
smoothly and quickly without any additives such as bases under very mild reaction conditions.

© 2008 Elsevier Ltd. All rights reserved.

Isoquinoline N-oxides are an important class of compounds be-
cause of their wide utility.! They have been considered as very use-
ful intermediates for isoquinolines and their derivatives and are
often seen as building blocks in biologically active compounds
and functional materials.> Recently, isoquinoline N-oxides have
been utilized as backbones of chiral ligands for asymmetric trans-
formations, and several new compounds have been synthesized.?
Due to their potential importance, several synthetic methods from
2-alkynylbenzaldoximes have been developed (Eq. 1). For example,
Sakamoto et al.* reported the reaction of 2-alkynylbenzaldoximes
in the presence of potassium carbonate in ethanol/water at 60 °C
(Eq. 1). Shin et al.’ reported that silver trifluoromethanesulfonate
catalyzed the cyclization of 2-alkynylbenzaldoxime derivatives
into the corresponding isoquinoline N-oxides in CH,Cl, (Eq. 1).
However, an analogous transformation via iodine-mediated elec-
trophilic cyclization of 2-alkynylbenzaldoximes has not been
developed.

Previously, we reported the synthesis of 1,2-dihydroisoquino-
line skeletons via AgOTf-catalyzed direct addition of pronucleo-
philes to o-alkynylarylaldimines® and via three-component
coupling reaction with ortho-alkynylbenzaldehydes, primary
amines and pronucleophiles in the presence of molecular sieves.’”
More recently, we reported® an entirely new method for the syn-
thesis of 1,3,4-trisubstituted isoquinolines through iodine-medi-
ated electrophilic cyclization of 2-alkynyl benzyl azides (Eq. 2). It
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occurred to us that iodine-mediated cyclization of 2-alkynylbenz-
aldoximes 1 might produce iodoisoquinoline N-oxides 2 (Eq. 3).
With this in mind, we examined the iodine-mediated cyclization
reaction of various 2-alkynylbenzaldoximes, and found that the
reaction proceeded very smoothly to give the desired iodoisoquino-
line N-oxides 2 in good to high yields (Eq. 3).
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Initially, we tested the reaction of substrate 1a in order to opti-
mize the reaction conditions, and the results are summarized in
Table 1. Cyclization of 1a using 5 equiv of iodine and 1 equiv of
NaHCO; as a base in CH3NO, at room temperature for 15 min
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Table 1
Effect of iodo reagent and solvent on the formation of iodoisoquinoline N-oxide 2a
from 1a*

Table 2
lodine-mediated cyclization of 2-alkynylbenzaldoximes 1 to iodoisoquinoline N-
oxides 22

Entry Iodo reagent Solvent Time (min) Yield of 2a® (%)
1 Ik CH3NO, 15 81°¢

2 I, CH;NO, 15 82

3 NIS CH;NO, 30 (11)°

4 NIS CH5NO, 60 (15)

5 IC1 CH5NO, 60 Mixture?

6 I EtOH 15 (94)

7 I H,0 15 26°¢

8 I EtOH 150 (69)

2 The reaction of 1a was carried out in the presence of 5 equiv of iodo reagent at
room temperature except as otherwise indicated.

5 TH NMR yield was determined using 1,4-dioxane as an internal standard. Iso-
lated yield is shown in parentheses.

€ One equiv of NaHCO; was used.

4" A mixture of iodo- and chloro-substituted isoquinoline N-oxides was obtained.

¢ Reaction temperature was 100 °C.

f Two equivalents of iodine were used.

provided the desired iodoisoquinoline N-oxide 2a in 81% NMR
yield (entry 1). To our surprise, the cyclization also proceeded
smoothly without a base, giving the product in 82% NMR yield
(entry 2). N-iodosuccinimide (NIS) was inefficient and gave the
product in lower yields (entries 3 and 4). Use of ICl led to a mixture
of iodo- and chloro-substituted isoquinoline N-oxides (entry 5).
The use of ethanol, instead of nitromethane, gave the product 2a
in a higher yield (entry 6). The use of water as a solvent gave a very
low yield even after increasing the reaction temperature up to
100 °C (entry 7). Decreasing the amount of iodine from 5 to 2 equiv
also resulted in a lower yield (entry 8).

Ph
// lodo reagent (5 equiv) Ph
. > (4)
_N- solvent, rt, time _Nw-
OH +0
1a 2a

The scope of the intramolecular cyclization of 2-alkynylbenz-
aldoximes is summarized in Table 2.° Arylacetylenes bearing
methoxy and trifluoromethyl groups 1b and 1c on the aromatic
ring afforded the corresponding cyclized products 2b and 2c,
respectively, in good yields, indicating that the substituents on
the aromatic ring did not exert a significant influence upon the
cyclization (entries 1 and 2). The reactions of 1d, 1e, and 1f, having
cyclohexyl, n-butyl, and benzyl groups at the alkyne terminus,
under the standard conditions, proceeded smoothly to give the de-
sired products 2d, 2e, and 2f, respectively, in good to high yields
(entries 3-5). The cyclization of 1g afforded the desired product
2g in a high yield (entry 6). The 2-alkynylbenzaldoximes 1h and
1i, in which the aromatic ring was substituted with RO groups,
gave the corresponding iodoisoquinoline N-oxides 2h and 2i in
good to high yields (entries 7 and 8). Replacing a carbon atom of
the aromatic ring with a nitrogen atom did not affect the cycliza-
tion; the reaction proceeded very smoothly to afford the product
2j in 72% yield, although a prolonged reaction time was required
(entry 9). lodoisoquinoline N-oxide 2k was not obtained from
ketoxime 1k under the present conditions (entry 10).

A plausible mechanism for the formation of iodoisoquinoline N-
oxides 2 via iodine-mediated electrophilic cyclization of 2-alkynyl-
benzaldoximes 1 is illustrated in Scheme 1. Coordination of the
iodonium cation to the alkyne activates the triple bond toward
nucleophilic attack of the oxime nitrogen, leading to the iodo-
isoquinoline intermediate. Subsequent elimination of a proton
results in the formation of iodoisoquinoline N-oxide 2.

We were also interested in further manipulation of compounds
2. For example, o-cyanation using TMSCN is known (Eq. 5),'° and
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2 The reactions of 1 (0.3 mmol) in the presence of iodine (5 equiv) were carried
out at room temperature in EtOH for 15 min.

b Isolated yields.

¢ Reaction time was 30 min.

d Starting material decomposed at 60 °C.



Z. Huo et al./ Tetrahedron Letters 49 (2008) 5531-5533 5533

= o R
AN
N~oH 0
1 2
" L -H*
+ |
n
) R
=~ OH N OH

Scheme 1. A plausible mechanism for the formation of 2.

we thought that application of this o-cyanation to our iodoisoquin-
oline N-oxides would lead to formation of 1,3,4-trisubstituted iso-
quinolines. The reactions of iodoisoquinoline N-oxides 2a, 2f, and
2g were carried out in THF at 75 °C for 30 min in the presence of
TMSCN and DBU to give the desired cyanoisoquinolines 3a, 3f,
and 3g in high yields (Eq. 6).!!

N TMSCN (1.2 equiv) N
DBU (2.2 equiv)
O o~
+ THF, reflux
979
|

, 30 min
7% CN

TMSCN (1.5 equiv) R
R DBU (3.3 equiv) =
N
N~g THF, 75 °C, 30 min
CN
2a, R =Ph 3a, 84% (mp: 161-162 °C)
2f, R=Bn 3f, 88% (mp: 138-139 °C)
2g, R = Cyclohexenyl 3g, 92% (mp: 108-109 °C)

(6)

In conclusion, we have developed a new and efficient procedure
for the synthesis of 3,4-disubstituted iodoisoquinoline N-oxides
from 2-alkynylbenzaldoximes. We also demonstrated that 1,3,4-
trisubstituted isoquinolines may be derived from these iodo-
isoquinoline N-oxides. Further studies to extend the scope of this
procedure are in progress in our laboratory.
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The procedure for the synthesis of cyanoisoquinoline 3a from 2a is as follows.
To a 5 mL screw capped vial equipped with a magnetic stirring bar were added
compound 2a (104.1 mg, 0.3 mmol), TMSCN (0.06 mL, 0.45 mmol), DBU
(0.15 mL, 0.99 mmol) and THF (3 mL). The reaction mixture was stirred at
75 °C for 30 min, and the progress of the reaction was monitored by TLC
(hexane/ethyl acetate; 5:1). After complete consumption of the starting
material, the reaction mixture was cooled to room temperature, saturated
aqueous NH4Cl was added, and stirring was continued for 5-15 min. The
mixture was extracted with CH,Cl, (2 x 20 mL) and dried over anhydrous
magnesium sulfate. The solvent was removed under reduced pressure, and the
residue was purified by column chromatography (silica gel, hexane/ethyl
acetate; 20/1-5/1) to afford product 3a in 84% yield (89.3 mg). Mp: 161-
162 °C; "H NMR (500 MHz, CDCls): 6 7.55-7.46 (m, 3H), 7.64-7.59 (m, 2H),
7.86 (t, J = 8.0 Hz, 1H), 7.95 (t, J = 8.0 Hz, 1H), 8.35 (d, J = 8.0 Hz, 2H); '*C NMR
(75 MHz, CDCls): 103.84, 115.13, 125.75, 127.90, 128.07, 128.90, 129.67,
130.28, 133.29, 133.45, 134.25, 139.10, 142.08, 157.83. IR (KBr) 2228, 1537,
1264, 916, 766, 744 cm™'; HRMS (EI) calcd for CygHoIN, ([M+Na]*) 378.9708.
Found. 378.9703.
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