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Stereocontrolled intramolecular nitrile oxide cycloaddition
reaction using a gauche–gauche interaction
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Abstract—A gauche–gauche interaction is proposed as a powerful controlling factor for the stereochemistry in the intramolecular
nitrile oxide cycloaddition reaction derived from N-protected 3-(N-allylamino)propionaldehyde and 2-(N-homoallylamino)acetalde-
hyde oximes. High levels of stereoselectivity (76% de to perfect) were obtained from the reaction involving nitrile oxides with sub-
stituents at the adjacent carbon atom to the tether nitrogen.
� 2007 Elsevier Ltd. All rights reserved.
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Scheme 1. Stereocontrolled nitrone cycloaddition reaction using
gauche–gauche interaction.
Intramolecular cycloaddition reaction of nitrones and
nitrile oxides has been widely recognized as a very pow-
erful method for stereoselective construction of oxygen
and nitrogen-containing 5-membered frameworks,1

which are important motifs used as key building blocks
for total synthesis and medicinal compounds. Although
many strategies have been developed for the stereocon-
trolled intramolecular nitrone cycloaddition reaction,
limited ones are known for the intramolecular nitrile
oxides cycloaddition reaction. Especially, few examples
have been found in literatures based on the systems with
simple and acyclic tethers linking by sp3-units between
the nitrile oxide and dipolarophiles.2 In a recent paper,
we reported a regio- and diastereoselective cycloaddition
reaction of N-methyl nitrone derived from N-protected
3-(N-allylamino)propionaldehyde system.3 Therein, the
gauche–gauche interaction4 between the protective
group (P) on the amino nitrogen and the substituent
(R) at the adjacent carbon atom to the nitrogen would
effectively govern the cycloaddition transition state to
afford syn–cis fused perhydroisoxazolo[4,3-c]pyridine
derivatives selectively (Scheme 1).

If this gauche–gauche interaction is generally opera-
tional for intramolecular reactions, we believed that ste-
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reocontrol in the cycloaddition reactions having similar
transition state geometries could be attained using this
interaction. Our next concern was directed toward the
cycloaddition reaction of nitrile oxide in the same sys-
tem, expecting that more facile stereocontrol than nit-
rone one taking account for the more rigid geometry
of nitrile oxide.

Oximization of aldehyde 15 in an ordinary method
afford efficiently oximes 2 as E/Z mixtures (E/Z ratio:
3:2–2:3). We used oximes 2 without further purification
in the next reaction which is the oxidation of oximes 2.
When the treatment of oxime 2a (R = Me; P = Ts) with
sodium hyphochlorite solution (2.5 equiv) in dichloro-
methane at room temperature for 1 h, nitrile oxide cyc-
loadduct 4a6 was obtained in 86% yield as a sole product
after a short-column chromatography on silica gel. Sim-
ilar treatment of 2b–e gave also cycloadducts 4b–e in
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Table 1. Stereoselective cycloaddition reaction of nitrile oxides 3 leading to 4
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Entry Oxime R P Product/yielda (%)

1 2a Me Ts 4a/86
2 2b Me Ms 4b/98
3 2c Me CO2Et 4c/91
4 2d Me Boc 4d/91
5 2e Ph Ts 4e/82

a Isolated yield.
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Scheme 2. Cycloaddition reaction of nitrile oxides.

Table 2. Cycloaddition reaction of nitrile oxide 7 leading to hexa-
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good yields nevertheless the kind of the protecting
groups (P) (Table 1).7 The structure of cycloadducts 4
were deduced to be syn-adduct on the basis of the signal
patterns of 3-H2, 3a-H and 4-H2 and 6-H and 7-H2 in
their 1H NMR spectra: two large coupling constants
were observed among 3-H (ax), 3a-H (pseudo ax) and
4-H (ax) together with the geminal coupling constants
due to 3-H2 and 4-H2 each other, while none of large
coupling were observed between 6-H (eq) and 7-H2.
Fortunately, recrystallization of 4b from benzene/hex-
ane afforded good single crystals for the X-ray structure
analysis8 and the structure of 4b was confirmed to be
(3aR*,6R*)-(±)-3,3a,4,5,6,7-hexahydro-5-mesyl-6-methyl-
isoxazolo[4,3-c]pyridine (see Schemes 2, 3).

Stimulated by these findings, we investigated the stereo-
control of nitrile oxides 7 from 2-(N-homoallyl-
amino)acetaldehydes 5,9 in which the NP and CR in
the nitrile oxides 3 are interchanged. Therein, the pro-
tecting group was fixed to tosyl group (Ts) and the R
was varied from methyl (Me) to more bulkier phenyl
and alkyl groups. Similar treatment of oximes 6 with
sodium hyphochlorite gave also anti-nitrile oxide cyclo-
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Scheme 3. NOE measurements of anti-8e and syn-adduct 9e.
adducts 8 along with small amounts of syn-isomers 9 in
good to excellent total yields and highly stereoselectively
(Table 2).10 The structure of cycloadducts 8 and 9 was
assigned also on the basis of the signal patterns of 4-
H2 and 5-H in their 1H NMR spectra. In major 8, one
proton at a higher field (4-Hax) of the methylene protons
4-H2 was observed as ddd with two large (ax–ax and
geminal) and one small (ax–eq) coupling constants and
another (4-Heq) was observed as br dd with one large
(geminal) and two small (eq–eq) coupling constants.
The 5-Heq in 8b and 8d was observed as multiplets with
four small to medium (without ax–ax) coupling con-
stants. This means that the 5-H is occupied at the equa-
torial position. On the other hand, in minor 9e isolated,
4-Hax was observed as ddd with three large (two ax–ax
and geminal) coupling constants and another 4-Heq

was observed as ddd with one large (geminal) and two
medium (two ax–eq) coupling constants. While the irra-
diation of 5-H in 8e did not cause any apparent NOE
hydroisoxazolo[3,4-c]pyridine 8 and 9

Entry Oxime R Yielda (%) Products/ratiob

1 6a Me 80 8a/97 9a/3
2 6b n-Pr 90 8b/91 9b/9
3 6c i-Pr 93 8c/92 9c/8
4 6d n-Hexyl 98 8d/91 9d/9
5 6e Ph 96 8e/91 9e/9
6 6f Bn 73 8f/88 9f/12

a Isolated yield.
b Determined by 1H NMR spectra of the crude mixtures.
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Scheme 4. Transition state geometries for the cycloaddition reaction of nitrile oxides 3 and 7.
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enhancement of 3a-H, that in 9e caused an NOE
enhancement of 3a-H (3.5%) (Scheme 4). This suggests
a 1,3-diaxial relationship between 3a-H and 5-H in 9e
and we deduced that 5-H occupies the axial position.
Finally, the structure of major 8d was confirmed
unambiguously to be (3aR*,5R*)-(±)-5-hexyl-6-tosyl-
3,3a,4,5,6,7-hexahydroisoxazolo[3,4-c]pyridine by X-
ray single crystal structure analysis.8

The outcome of the stereoselectivities in the intramole-
cular cycloaddtion reaction of nitrile oxides 3 and 7
could be explained by transition state geometry: in the
transition states the acyclic tethers linking the nitrile
oxide and alkenyl moiety in 3 and 7 should be held in
a chair-like piperidine ring conformation. When protect-
ing group P occupies the equatorial position in the tran-
sition state of the cycloaddition of nitrile oxide 3, the
substituent R is expected to occupy the axial position
in order to avoid the gauche–gauche interaction between
the P and R moiety. Consequently, the exclusive forma-
tion of syn-cycloadduct 4 results via TS-1 (Scheme 4).
On the other hand, a somewhat different situation was
found in the transition state TS-3 of the cycloaddition
of nitrile oxide 7; additional 1,3-diaxial interactions with
the R substituent, similarly in an axial position avoids
any gauche–gauche interaction with one of the methy-
lene protons adjacent to the amino nitrogen and the in-
ner vinylic proton of the dipolarophile moiety, should be
taken into account (Scheme 4). As shown in Table 2, the
intramolecular cycloaddition reaction of nitrile oxide 7
afforded mixtures of anti-8 and syn-cycloadducts 9 and
the highest stereoselection (8:9 = 97:3) was accom-
plished in the reaction of 7a, which bears methyl group
as a substituent (R = Me), the least sterically bulky
group.
In conclusion, we have demonstrated the usefulness of
the gauche–gauche interaction as a stereocontrolling
factor in the intramolecular cycloaddition reaction of
nitrile oxides. We believe that this methodology could
be applied to an efficient stereoselective preparation of
simple bicyclic heterocyclic systems through the depro-
tection. Extension of the present strategy to other intra-
molecular reactions is currently under progress.
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