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Abstract: 6-Exo-dig and/or 7-endo-dig iodocyclization reac-
tions of functionalized acetylenic derivatives with ICl are
disfavored in comparison with the corresponding electro-
philic addition reactions providing regioselectively (E)-1-
chloro-2-iodoethene derivatives. On the contrary, 6-endo-dig
and 5-exo-dig iodocyclizations of methyl ynoates with ICl
seem to be favored in comparison with the corresponding
electrophilic addition reactions.

In the past years, several investigations have been
performed on the reaction of acetylenic compounds with
iodine monochloride 11-13 and the synthetic applications
of the resulting reaction products.7,10,12-14 As regards the
reactions of 1 with alkylethynes,4 phenylethyne,4 internal
acetylenic hydrocarbons,4,6 propiolic acid,2 and ethyl
3-butynoate,3 it was found that the only reaction products
isolated resulted from a regio- and stereoselective elec-
trophilic addition. In particular, the reaction of terminal
acetylenic hydrocarbons with 1 in acetonitrile was found
to provide (E)-2-chloro-1-iodo-1-alkenes having 95-99%
stereoisomeric purity,4 and similarly, ethyl (E)-2-chloro-
1-iodo-3-butenoate proved to be the only product of the
reaction of 1 with ethyl 3-butynoate3 (Scheme 1). Inter-
estingly, no five-membered iodolactonization product was

obtained in this last reaction even though a 5-endo-dig
ring closure might occur according to Baldwin’s rules15

(Scheme 1).
On the other hand, the reaction of 1 with propiolic acid

gave (E)-1-chloro-2-iodopropenoic acid,2 the regiochem-
istry different from that of the addition of 1 to ethyl
3-butynoate being explainable on the basis of the opposite
polarity of the C-C triple bond of these acetylenic
derivatives. More recently, it was shown that alkyny-
lamine hydrochlorides react with 1 in refluxing THF to
give regioisomeric mixtures of (E)-chloroiodoalkene de-
rivatives in which the major products were those con-
taining the chlorine atom attached to the olefinic carbon
atom more distant from the nitrogen-containing group.8
It was also reported that treatment of R,â-acetylenic
ketones with 1 in CH2Cl2, CH2Cl2/pyridine, or methanol
provides mixtures of (E)- and (Z)-chloroiodoenones as
major products in which the chlorine atom is linked to
the olefinic carbon atom more distant from the carbonyl
group.11 On the contrary, it was found that treatment of
1 with acetylenic derivatives such as acetylenic â-dike-
tones,7 5-substituted (Z)-2-methyl-2-en-4-ynoic acids,10,16

stereodefined methyl 2-en-4-ynoates,9 methyl 2-(aryl-
ethynyl)benzoates,9 and the corresponding carboxylic
acids9,12 in CHCl3 or CH2Cl2 solution provides products
derived from electrophilic ring closure according to Bald-
win’s rules,15 i.e., 3-iodo-4H-pyran-4-ones, 6-substituted
5-iodo-3-methyl-2H-pyran-2-ones, 5-iodo-2H-pyran-2-
ones, and 3-aryl-4-iodoisocoumarins, respectively, instead
of compounds derived from an electrophilic addition
reaction.

The variety of outcomes of the reactions involving the
above-mentioned acetylenic compounds prompted us to
investigate the reaction of a CH2Cl2 solution of 1 with
ClCH2CH2Cl solutions either of the alkyl-substituted
acetylenes 2a-d or of the phenyl-substituted acetylenes
3a-g, some of which might undergo electrophilic ring
closure reactions, e.g., 2b, 2c, 3b, and 3c. This study
included also propargyl alcohol 4. In fact, no data were
available in the literature on the regio- and stereochem-
ical outcomes of the reaction of 1 with all these com-
pounds in CH2Cl2 and ClCH2CH2Cl solution.We thought
it right to perform the investigation on the stereochem-
istry of the reactions leading to addition products by
NMR spectroscopy using NOESY experiments. In fact,
the stereochemistry of the products derived from an
electrophilic addition of 1 to alkynes has been established
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SCHEME 1. Reaction of Iodine Monochloride
with Ethyl 3-Butynoate3
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so far on the basis of a comparison between the 13C
chemical shifts calculated from substituent parameters
for vinyl derivatives17 and the corresponding 13C chemical
shifts observed4 or taking into account the relative
stability of the stereoisomeric addition products obtained
in this addition reaction.11

Our studies began with the reaction of ClCH2CH2Cl
solutions of alkynes 2a-d with 1 equiv of 1 in CH2Cl2

solution at room temperature, and we found that the
addition proceeded until completion in 1.5-23 h to give
the corresponding chloroiodoalkenes 5a-d in 41-75%
isolated yields (Scheme 2).18 Stereoisomerically pure
compounds (E)-5b-d were found to be the only reaction
products, but (E)-5a had ca. 90% stereoisomeric purity
(Scheme 2).18,19

The regiochemical outcome of these addition reactions
was established taking into account the different effects
exerted by chlorine and iodine atoms on the chemical
shift of the carbon to which they were directly bonded.
In fact, a chlorine atom induces a downfield shift of the
carbon resonance due to its high electronegativity, whereas
an iodine atom leads to an upfield shift of the carbon
resonance due to the “heavy atom effect”.20

This regiochemical outcome corresponded to that pre-
dicted by the Markovnikov rule.8,21 On the other hand,
the E-configuration of compounds 5a-d was established
by NOESY experiments that showed the absence of cross-

peaks between the protons of the CH3 or CH2 groups
adjacent to the C-Cl bond and the protons of the CH2 or
CH groups adjacent to the C-I bond.22

Similarly, a NOESY experiment allowed us to establish
the E-configuration of 6, which was obtained stereoiso-
merically pure in 46% yield by reaction of 4 with 1
(Scheme 3).23

We next investigated the reaction of 1 with alkynes
3a-e,g and found that the reaction was completed in 1-7
h at room temperature. Stereoisomerically pure com-
pounds (E)-7a-f, which were obtained in 70-93% iso-
lated yields, were found to be the only reaction products
(Scheme 4).18

The regiochemical outcome of these reactions was
established in a way similar to that used for the addition
reactions involving 2a-d. On the other hand, for the
configurational assignment to compounds 7, initially we
used NOESY experiments and, unlike what was observed
for compound 5, we noticed the presence of cross-peaks
between the aromatic protons in the o- and o′-positions
of the phenyl group of these compounds and the protons
of the CH2 or CH groups in the R-position to the C-C
double bond of these substances. However, these cross-
peaks had weak intensity and their presence could be
justified by the E-configuration of compounds 7.

In fact, molecular models24 showed that the distance
between the allylic protons of these compounds and the
aromatic protons in the o- and o′-positions of their phenyl
goup was about 5 Å, i.e., in agreement with that expected
on the basis of the intensity of the observed cross-peaks.25

This configurational assignment was confirmed by
determination of the dipolar moment of compounds (E)-
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FIGURE 1. Chemical structures of alkynes 2a-d, 3a-g, and
4.

SCHEME 2. Reaction between Alkynes 2a-d and
Iodine Monochloride

SCHEME 3. Reaction between Iodine
Monochloride and Propargyl Alcohol

SCHEME 4. Reaction between Iodine
Monochloride and Phenyl-Substituted Alkynes 3
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7d and (E)-7f.26,27 In fact, as shown in Table 1, the
measured values of µ(gas)exp for 7d and 7f, which were
higher than about 10% of the corresponding values
obtained at infinite dilution, were found to be similar to
the theoretic values of µ(gas)theor

24 for the same E-configu-
rated substances in the form of a gas and very different
from the theoretic values for (Z)-7d and (Z)-7f in the form
of a gas.

A further confirmation of the E-configuration of com-
pounds 7 was obtained from the results of the reaction
of 7f with activated zinc metal28 in THF at room tem-
perature. As expected, this reaction did not provide the
organometallic reagent derived from insertion of zinc into
the C-I bond of 7f, but gave via an anti-elimination pro-
cess alkyne 3g as the only reaction product (Scheme 5).29

Thus, the regio- and stereochemical results of the
reaction of 1 with compounds 3 could be rationalized
assuming that this electrophilic addition reaction in-
volves an anti-attack of the chloride anion onto the
iodonium ion 8 (Scheme 6).

Finally, we completed our investigations by examining
the reaction of 1 with the phenyl-substituted acetylene
3f, and we found that, when this reaction was carried
out under experimental conditions similar to those
employed for the preparation of (Z)-7a-e, no addition
product was obtained. In fact, this reaction provided only
compound 9, which was derived from an electrophilic
iodolactonization reaction (Scheme 7).

A first conclusion that can be drawn from the above-
reported results is that 6-exo-dig and/or 7-endo-dig elec-
trophilic ring closures do not occur when functionalized
acetylenes, containing a nucleophilic site at the δ position
from their C-C triple bond (e.g., compounds 2b, 2c, 3b,
and 3c), are reacted with 1 in CH2Cl2 and/or ClCH2CH2-
Cl solution. In fact, these ring closures proved to be
disfavored in comparison with the corresponding elec-
trophilic addition reaction. On the contrary, as shown
either from the result illustrated in Scheme 7 or from
those concerning the reaction between 1 and 5-substi-
tuted (Z)-2-methyl-2-en-4-ynoic acids,10 stereodefined
methyl 2-en-4-ynoates,9 and methyl 2-(arylethynyl)ben-
zoates9 or the corresponding carboxylic acids,9,12 6-endo-
dig and 5-exo-dig ring closures seem to be favored in
comparison with the electrophilic addition reaction.

This study also allowed us to establish that the
electrophilic addition of 1 to alkyl- and phenyl-substituted
acetylenes in CH2Cl2 and ClCH2CH2Cl solution provides
regio- and stereoselectively (E)-chloroiodoalkenes con-
taining the iodine atom linked to the olefinic carbon atom
more distant from the alkyl or the phenyl group.

Finally, it is worth mentioning that, whereas the
values of the 13C chemical shifts of the acetylenic carbon
atoms of alkynes 2 and propargyl alcohol 4 could allow
us to predict correctly that the iodine and chlorine
moieties of 1 will add to the more shielded and deshielded
acetylenic carbon atoms of these compounds, respec-
tively,30,31 the values of the 13C chemical shifts of the
acetylenic carbon atoms of alkynes 3 could not be used
for predicting the regioisomeric outcome of the electro-
philic addition of 1 to these alkynes.
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TABLE 1. Comparison between the Measured Values
µ(gas)exp of the Dipolar Moment of Compounds 7d and 7f
and the Theoretic Values µ(gas)theor of the Dipolar
Moments of These Compounds Having E- and
Z-Configuration

dipolar moment (in Debye)
µ(gas)theor

µ(gas)exp
compound (E)-7 (Z)-7

7d 0.74a 0.97 2.68
7f 0.96b 1.08 2.63

a The corresponding value of µ(sol)exp was 0.67. b The correspond-
ing value of µ(sol)exp was 0.87.

SCHEME 5. Reaction between 7f and Activated
Zinc Metal

SCHEME 6. Postulated Intermediates of the
Reaction between 1 and Alkynes 3

SCHEME 7. Iodolactonization of 3f
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