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Abstract: Organic chemistry students struggle with reaction mechanisms and the electron-pushing
formalism (EPF) used by practicing organic chemists. Faculty have identified an understanding of
nucleophiles and electrophiles as one conceptual prerequisite to mastery of the EPF, but little is known
about organic chemistry students’ knowledge of nucleophiles and electrophiles. This research explored the
ideas held by second-semester organic chemistry students about nucleophiles and electrophiles, finding that
these students prioritize structure over function, relying primarily on charges to define and identify such
species, both in general and in the context of specific chemical reactions. Contrary to faculty who view
knowledge of nucleophiles and electrophiles as prerequisite to learning mechanisms and EPF, students
demonstrated that they needed to know the mechanism of a reaction before they were able to assess whether
the reaction involved nucleophiles and electrophiles or not..
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Introduction

A nucleophile is a “nucleus loving” species if we look
at the word itself and translate its Greek roots. The
nucleophiles are typically negatively charged or have at
least one electron pair they can easily share to make a
new chemical bond.
For instance, the CH3O– and CH3NH2 are a couple of
examples of common nucleophiles. In the first case, we
have a negative charge. Negatively charged species
have an excess of electron density, which means they
can easily share some of those excess electrons with
electron-deficient species making a new bond.
Important thing to remember her is that nucleophiles
will always play a role of electron donors in chemical
reaction.
What is an Electrophile?
So, what about the electrophiles? Well, they are the
complete opposite. They are the “electron loving”
species and they are typically either positively charged
or have a partial positive charge (δ+). In other words,
electrophiles are electron-deficient species and are
looking to get some more electrons from elsewhere.
Electrophiles will often have electron-withdrawing
groups (a group containing electronegative elements
pulling the electron density towards themselves).
Alternatively, electrophiles may also have polarizable
π-bonds such as C=O or C=N.
For example, in the picture at the beginning of this post
we have a couple of electrophilic molecules. The first
one has a very polar C=O bond which puts an extremely
high partial positive charge (δ+) on carbon. The second
one is what we would call a carbocation—a species
with 6 electrons around carbon. Since carbon does not
have a complete octet around on the valence shell, it’s
rather unstable and electrophilic.
An important thing to remember about the electrophiles
is that they are going to be the acceptors of the electrons
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in a reaction. By accepting some electrons from
nucleophiles, electrophiles will “quench” their positive
or partial positive charge making a more overall stable
species.
How to Find Nucleophiles and Electrophiles in a
Reaction
So, now when we know what the nucleophiles and
electrophiles are, let’s look at a few examples and try to
find those in each reaction.
Example 1

In this first scenario we have a reaction with the
products and the mechanism already given to us. This
makes our task much easier. We simply need to follow
the electron flow from one species to another. Thus, we
can see that the molecule on the left (and aldehyde) is
an overall electron acceptor, while the molecule on the
right (an amine) is an electron donor. This way, we can
classify the aldehyde in this reaction as an electrophile
and the amine as a nucleophile. Notice, by the way, how
nitrogen provided the electrons for the new bond in the
product.
Example 2
Here’s the second scenario.

We have the reaction products, but we don’t have the
curved arrow mechanism to show us the electron flow
from one species to another, so we’ll have to figure that
one for ourselves. So, the question is: how exactly are
we going to do that?
Well, first, let’s identify the bond made and bonds
broken in this reaction. Based on the structure of our
product here, we can see that we have made a new C-O
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bond. We also broke a C-Br bond since the Br– is a free
species on the product side.

Next, we want to identify the electron flow in this
reaction. In this case, it’s reasonable to assume that the
negatively charged species is going to be our
nucleophile since it has an excess of electron density.
Generally, if you have a reaction between a negatively
charged species and a neutral one, the negative ion will
be the nucleophile. Likewise, if you’re dealing with a
reaction between a neutral molecule and a positive ion
(cation), then the neutral molecule will have a generally
higher electron density and will act as a nucleophile. So,
in this reaction, the negative oxygen is our nucleophilic
piece, while the carbon attached to bromine is going to
be an electrophile.

Remember, I knew that we are making the C-O bond,
so since we’ve identified the O as a nucleophile, the
corresponding C must be an electrophile. This is
because you’ll always move electrons from a
nucleophile to an electrophile to make a chemical bond.
I know I’ve already mentioned that before, but I just
want to make sure that this fundamental principle sticks
in.
Example 3
Alright, how about the third scenario now where we
only have the reagents. We don’t know the products or
the mechanism, so we’ll have to figure out everything
for ourselves. This is, perhaps, the more common type
of an exam question, so you’re likely to see something
like that on your exam or in your homework.

So, the first thing in figuring out what’s going on in this
reaction is to find all the places with high electron
density (δ- or electron pairs) and places with low
electron density (δ+ or + charges). Identifying the
electron pairs is fairly easy: check the element’s
position in the periodic table, then see how many bonds
it has, and add necessary electrons to complete the
octet. Often, your instructor will already place all the
electron pairs on the atoms in your molecules
(especially early in the course).
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How are we going to deal with the partial charges
though? Ideally, we’d need to look at the difference in
electronegativity between carbon and other elements.
Naturally, nobody expects you to remember the
electronegativity values for all non-metals. There’s
however, a simple trick.

Here’s the part of periodic table with the non-metals
you may see in organic molecules. The ones that I
highlighted in red will polarize carbon and add δ+ on
carbon. The green elements, however, won’t polarize
carbon sufficiently, so those bonds won’t really do
much for the electron density on C in most cases. So,
when C is bonded to N, O, F, Cl, Br, or I, we can go
ahead and place a δ+ on that carbon. However, if your
C is bonded to any other non-metal, leave it as is.
After you’ve identified the places in your molecules
with electron surplus and places with electron
deficiency, we can assign the potential electrophiles
and nucleophiles. And here’s something particularly
important: when you have an adjacent nucleophile and
an electrophile, you’ll have to choose just one. Since
our left molecule is only a nucleophile, the right
molecule, thus, will be an electrophile.
And once we’ve identified our nucleophile and
electrophile, we can propose an electron flow from one
molecule to another using curved arrows.

As nucleophile provides the electrons to the
electrophile, we’re going to show the arrow from
phosphorus to the carbon. However, if the carbon atom
accepts those electrons, it will have way too many
electrons on the outer shell. So, to accept those
electrons from the nucleophile it will have to break one
of its bonds. As a rule of thumb, you always want to
break a bond to what we call a better “leaving group.”
A leaving group is a species that is stable bearing a
negative charge or becomes a neutral molecule upon
dissociation. In this case we can either break a bond to
Cl or to one of the H’s. If we compare the H– and Cl– as
the two potential leaving groups, the Cl– is a much more
stable ion. For the sake of time and staying on topic,
we’ll discuss the ion stability and why exactly the Cl– is
more stable than H– in another post. So, to recap what I
just said, to accept the electrons from P, we’ll need to
break the C-Cl bond.
Doing so, gives us the products in this reaction. And
we’re done! Remember, practice makes perfect. Make
sure you go through enough practice problems
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identifying nucleophiles and electrophiles various
examples using these steps. You want to be able to
identify
the
nucleophiles
and
electrophiles
automatically by just looking at your molecules.
Normally, this will be the first step in most of the
reaction mechanisms, so you’ll be using this skill over
and over again.
Typical Nucleophiles and Electrophiles
And while it is important to know the steps in
identifying the nucleophiles and electrophiles in
reactions, most of the time, you’re going to see a lot of
similarities from one molecule to the other. At the end
of the day, organic chemistry is a science of patterns.
And the whole ordeal with electrophiles and
nucleophiles is not different.

Here I have some examples of the typical electrophiles
and nucleophiles you’re going to see in your course.
Your typical electrophiles will have good leaving
groups like halides or sulfonate ester groups. They may
also have polarizable C=O bonds like in aldehydes,
ketones, or carboxylic acids derivatives. When it comes
to nucleophiles, those are going to be either some
smaller negatively charged species or molecules with
N, P, or S atoms. While there are many examples of
electrophiles and nucleophiles out there and it’s just
impossible to summarize them all in one table, these
tend to pop up most often.
2.

Reactions
Between
Electrophiles

Nucleophiles

and

As mentioned earlier, a good electrophile must be able
to accommodate a new sigma bond between its
electrophilic center and the nucleophile. When the
electrophilic center is an atom with an incomplete octet,
this is no problem.

For electrophiles containing polarized pi bonds such as
carbonyl groups, at least one resonance form shows an
atom with an incomplete octet.
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resonance forms of acetone
You can use either resonance structure to write the
reaction between the nucleophile and the electrophile.
The following are acceptable representations of a
nucleophilic attack of hydroxide ion on acetone, but the
second one makes it more apparent that the central
carbon can take the extra bond.

Two acceptable representations of the nucleophilic
attack of hydroxide ion on acetone using different
resonance structures.
Sometimes the substrate has an electrophilic atom
which is sp3-hybridized and already has a complete
octet. In this case there are no pi electrons to displace
as the new σ-bond forms. The nucleophile must
displace another group as it bonds to the electrophile.
The displaced group is called a leaving group. The
leaving group can be displaced only if it leaves as
a weak base, because weak bases are stable molecules
that can take the electrons with them. In the following
example, hydroxide ion is the attacking nucleophile. As
it bonds to the sp3 electrophilic carbon, it must displace
another group. The leaving group in this case is the
bromine atom. It is a good leaving group because it
leaves as bromide ion, which is a weak base and can
take the electrons with it.

The reverse reaction, however, could not happen.
Although bromide is a good nucleophile and methyl
alcohol contains an electron deficient center (the carbon
bonded to oxygen), the molecule does not contain a
good leaving group. Hydroxide ion is a strong base,
therefore it cannot be displaced by bromide.
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Although the hydroxide ion is not a good leaving group,
it is possible to do nucleophilic displacements on
alcohols by protonating them with acid first. The
protonated hydroxyl group is a potential water
molecule, which is a weak base and therefore a good
leaving group.

Depending on the specific reaction being discussed,
deprotonation of the nucleophile might occur before,
during, or after the actual nucleophilic attack.
Periodic trends and solvent effects in nucleophilicity
There
are
predictable
periodic
trends
in
nucleophilicity. Moving horizontally across the second
row of the table, the trend in nucleophilicity parallels
the trend in basicity:

This approach has limitations. The most important is
that the nucleophile must be a weak base, or it will
prefer to react with the acidic protons. For all practical
purposes, the only nucleophiles that can be used in this
way are chloride and bromide ions. But this provides a
good way to convert alcohols into primary, secondary,
or tertiary chlorides and bromides.

Notice
that
in
these
case
the
reverse
reaction can happen. Water is a good nucleophile and
chloride and bromide are good leaving groups. One
must isolate the product as it forms to keep it from
reacting with water and go back to alcohol.
3.

Nucleophile strength

Now, let’s discuss some of the major factors that affect
nucleophile strength or “nucleophilicity”. First, you
should realize that a strong nucleophile is a reactive or
unstable nucleophile; one that is stable will be weak and
unreactive.
That means factors that stabilize a
nucleophile will make it weaker.
Charge and nucleophilicity
The charge on a nucleophilic atom has a very large
effect on its nucleophilicity. This is an idea that makes
intuitive sense: a hydroxide ion is much more
nucleophilic (and basic) than a water molecule, because
the negatively charged oxygen on the hydroxide ion
carries greater electron density than the oxygen atom of
a neutral water molecule. In practical terms, this means
that a hydroxide nucleophile will react in an SN2
reaction with bromomethane much faster ( about
10,000 times faster) than a water nucleophile.
A neutral amine is nucleophilic, whereas a protonated
ammonium cation is not. This is why enzymes which
have evolved to catalyze nucleophilic reactions often
have a basic amino acid side chain poised in position to
accept a proton from the nucleophilic atom as the
nucleophilic attack occurs.
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The reasoning behind the horizontal nucleophilicity
trend is the same as the reasoning behind the basicity
trend: more electronegative elements hold their
electrons more tightly, and are less able to donate them
to form a new bond.
This horizontal trends also tells us that amines are more
nucleophilic than alcohols, although both groups
commonly act as nucleophiles in both laboratory and
biochemical reactions.
Recall from the previous section that the basicity of
atoms decreases as we move vertically down a column
on the periodic table: –SR (thiolate) ions are less basic
than –OR (alkoxide ions), for example, and bromide ion
(Br–) is less basic than chloride ion (Cl–), which in turn
is less basic than fluoride ion (F–). Recall also that this
trend can be explained by considering the increasing
size of the ‘electron cloud’ around the larger ions: the
electron density inherent in the negative charge is
spread around a larger area, which tends to increase
stability (and thus reduce basicity).
The vertical periodic trend for nucleophilicity is
somewhat more complicated that that for basicity:
depending on the solvent that the reaction is taking
place in, the nucleophilicity trend can go in either
direction. Let’s take the simple example of the SN2
reaction below:

. . .where Nu– is one of the halide ions: fluoride,
chloride, bromide, or iodide, and the leaving group I*
is a radioactive isotope of iodine (which allows us to
distinguish the leaving group from the nucleophile in
that case where both are iodide). If this reaction is
occurring in a protic solvent (that is, a solvent that has
a hydrogen bonded to an oxygen or nitrogen – water,
methanol and ethanol are the most important
examples), then the reaction will go fastest when iodide
is the nucleophile, and slowest when fluoride is the
nucleophile, reflecting the relative strength of the
nucleophile.
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Relative nucleophilicity in a protic solvent
This of course, is opposite that of the vertical periodic
trend for basicity, where iodide is the least basic (you
may want to review the reasoning for this trend
in section 7.3A). What is going on here? Shouldn’t the
stronger base, with its more reactive unbonded valence
electrons, also be the stronger nucleophile?
As mentioned above, it all has to do with the
solvent. Remember, we are talking now about the
reaction running in a protic solvent like ethanol. Protic
solvent molecules form very strong ion-dipole
interactions with the negatively-charged nucleophile,
essentially creating a ‘solvent cage’ around the
nucleophile:

In order for the nucleophile to attack the electrophile, it
must break free, at least in part, from its solvent cage.
The lone pair electrons on the larger, less basic iodide
ion interact less tightly with the protons on the protic
solvent molecules – thus the iodide nucleophile is better
able to break free from its solvent cage compared the
smaller, more basic fluoride ion, whose lone pair
electrons are bound more tightly to the protons of the
cage.
The picture changes if we switch to a polar aprotic
solvent, such as acetone, in which there is a molecular
dipole but no hydrogens bound to oxygen or
nitrogen. Now, fluoride is the best nucleophile, and
iodide the weakest.

Relative nucleophilicity in a polar aprotic solvent
The reason for the reversal is that, with an aprotic
solvent, the ion-dipole interactions between solvent and
nucleophile are much weaker: the positive end of the
solvent’s dipole is hidden in the interior of the
molecule, and thus it is shielded from the negative
charge of the nucleophile.
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A weaker solvent-nucleophile interaction means a
weaker solvent cage for the nucleophile to break
through, so the solvent effect is much less important,
and the more basic fluoride ion is also the better
nucleophile.
Why not use a completely nonpolar solvent, such as
hexane, for this reaction, so that the solvent cage is
eliminated completely? The answer to this is simple –
the nucleophile needs to be in solution in order to react
at an appreciable rate with the electrophile, and a
solvent such as hexane will not solvate an a charged (or
highly polar) nucleophile at all. That is why chemists
use polar aprotic solvents for nucleophilic substitution
reactions in the laboratory: they are polar enough to
solvate the nucleophile, but not so polar as to lock it
away in an impenetrable solvent cage. In addition to
acetone, three other commonly used polar aprotic
solvents are acetonitrile, dimethylformamide (DMF),
and dimethyl sulfoxide (DMSO).

In biological chemistry, where the solvent is protic
(water), the most important implication of the periodic
trends in nucleophilicity is that thiols (RSH) are more
powerful nucleophiles than alcohols (ROH). The thiol
group in a cysteine amino acid, for example, is a
powerful nucleophile and often acts as a nucleophile in
enzymatic reactions, and of course negatively-charged
thiolates (RS–) are even more nucleophilic. This is not
to say that the hydroxyl groups on serine, threonine, and
tyrosine do not also act as nucleophiles – they do.
Resonance effects on nucleophilicity
Resonance also affects the strength of the nucleophile.
The reasoning involved is the same as that which we
used to understand resonance effects on basicity
(see section 6.4). If the electron lone pair on a
heteroatom is delocalized by resonance, it is inherently
less reactive – meaning less nucleophilic, and also less
basic. An alkoxide ion, for example, is more
nucleophilic and more basic than a carboxylate group
(see figure), even though in both cases the nucleophilic
atom is a negatively charged oxygen. In the alkoxide,
the negative charge is localized on a single oxygen,
while in the carboxylate the charge is delocalized over
two oxygen atoms by resonance.
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The nitrogen atom on an amide is less nucleophilic than
the nitrogen of an amine, due to the resonance
stabilization of the nitrogen lone pair provided by the
amide carbonyl group.

observed with hydrazine. The kinetic study for aniline
showed that is possible to postulate at first glance that
prior to the nucleophilic attack, there is a protonation
step that improve the reactivity of the substrate. On the
other hand, the solvent effects open the possibility to
establish an HB with the hydrazine moving the
equilibria toward its zwitterionic form. This step would
be complemented with an intramolecular HB formation
that will operate as a perturbation that produces a dual
response at the reaction centers by enhancing the
electrophilicity of the substrate and the nucleophilicity
of one of the nitrogen atom of the hydrazine molecule.
5.

Steric effects on nucleophile strength
Steric hindrance is an important consideration when
evaluating nucleophilicity. For example, tert-butanol is
less potent as a nucleophile than methanol. This is
because the comparatively bulky methyl groups on the
tertiary alcohol effectively block the route of attack by
the nucleophilic oxygen, slowing the reaction down
considerably (imagine trying to walk through a narrow
doorway while carrying three large suitcases!).

It is not surprising that it is more common to observe
serines acting as nucleophiles in enzymatic reactions
compared to threonines – the former is a primary
alcohol, while the latter is a secondary alcohol and
therefore more hindered.
4.

Conclusion

The reactions have been studied because the
electrophile bears heteroatoms on the aromatic ring as
substituent able to establish intramolecular HB that may
be activated by solvation or by the nucleophile. On the
other hand, the kinetic analyses shown that solvent
effects are affected under a change of amine nature,
showing that both nucleophiles in aqueous media are
pH-dependent. However, aniline shows that the
reaction rate coefficients are amplified when the acidity
of the media is increased, while the inverse effect is

© 2018 IJIIR All Rights Reserved

References
[1]. Ab Rani, M. A., Brant, A., Crowhurst, L., Dolan,
A., Lui, M., Hassan, N. H., et al. (2011).
Understanding the polarity of ionic liquids. Phys.
Chem. Chem. Phys. 13, 16831–16840. doi:
10.1039/c1cp21262a
[2]. Alarcón-Espósito, J., Contreras, R., and
Campodónico, P. R. (2016). Gutmann's Donor
Numbers correctly assess the effect of the solvent
on the kinetics of SNAr reactions in ionic liquids.
Chem. Eur. J. 22, 13347–13351. doi:
10.1002/chem.201602237
[3]. Alarcón-Espósito, J., Contreras, R., and
Campodónico, P. R. (2017). Iso-solvation effects in
mixtures of ionic liquids on the kinetics of a model
SNAr reaction. New J. Chem. 41, 13435–13441.
doi: 10.1039/C7NJ03246C
[4]. Alarcón-Espósito, J., Tapia, R. A., Contreras, R.,
and Campodónico, P. R. (2015). Changes in the
SNAr reaction mechanism brought about by
preferential solvation. RSC Adv. 5, 99322–99328.
doi: 10.1039/C5RA20779G
[5]. Anderson, B. M., and Jencks, W. P. (1960). The
effect of structure on reactivity in semicarbazone
formation. J. Am. Chem. Soc. 82, 1773–1777. doi:
10.1021/ja01492a057
[6]. Asif, M. (2014). Chemical characteristics, synthetic
methods, and biological potential of quinazoline
and quinazolinone derivatives. Int. J. Med. Chem.
2014:395637. doi: 10.1155/2014/395637
[7]. Banjoko, O., and Babatunde, I. A. (2004).
Rationalization of the conflicting effects of
hydrogen bond donor solvent on nucleophilic
aromatic substitution reactions in non-polar aprotic
solvent: reactions of phenyl 2,4,6-trinitrophenyl
ether with primary and secondary amines in
benzene–methanol mixtures. Tetrahedron 60,
4645–4654. doi: 10.1016/j.tet.2004.03.079
[8]. Bell, R. P. (1959). The Proton in Chemistry.
London: Methuen.
[9]. Bernasconi, C., and De Rossi, R. H. (1976).
Influence of the o-nitro group on base catalysis in
nucleophilic aromatic substitution. Reactions in
Benzene Solution. J. Org. Chem. 41, 44–49. doi:
10.1021/jo00863a010
[10]. Brönsted, J. N. (1923). Some remarks on the
concept of acid and bases. Recl. Trav. Chim. PaysBas. 42, 718–728.
[11]. Bunnett, J. F., Morath, R. J., and Okamoto, T.
(1955). The ortho: para Ratio in activation of
aromatic nucleophilic substitution by the

page -138-

Sudha al. International Journal of Institutional & Industrial Research ISSN: 2456-1274,
Vol. 3, Issue 1, Jan-April 2018, pp. 133-139
carboxylate group. J. Am. Chem. Soc. 77, 5055–
5057. doi: 10.1021/ja01624a034
[12]. Calfuman, K., Gallardo-Fuentes, S., Contreras, R.,
Tapia, R. A., and Campodónico, P. R. (2017).
Mechanism for the SNAr reaction of atrazine with
endogenous thiols: experimental and theoretical
study. New J. Chem. 41, 12671–12677. doi:
10.1039/C7NJ02708G
[13]. Campodónico, P. R., Aliaga, M. E., Santos, J. G.,
Castro, E. A., and Contreras, R. (2010). Reactivity
of benzohydrazide derivatives towards acetylation
reaction. Exp. Theor. Stud. Chem. Phys. Lett. 488,
86–89. doi: 10.1016/j.cplett.2010.01.052
[14]. Castro, E. A., Aliaga, M., Campodónico, P. R.,
Cepeda, M., Contreras, R., and Santos, J. G. (2009).
Experimental and theoretical studies on the
nucleofugality patterns in the aminolysis and
phenolysis of S-aryl O-aryl thiocarbonates. J. Org.
Chem. 74, 9173–9179. doi: 10.1021/jo902005y
[15]. Cedillo, A., Contreras, R., Galván, M., Aizman, A.,
Andrés, J., and Safont, V. S. (2007).
Nucleophilicity index from perturbed electrostatic
potentials. J. Phys. Chem. A 111, 2442–2447. doi:
10.1021/jp068459o
[16]. Chiappe, C., Pomelli, C. S., and Rajamani, S.
(2011). Influence of structural variations in cationic
and anionic moieties on the polarity of ionic liquids.
J. Phys. Chem. B 115, 9653–9661. doi:
10.1021/jp2045788
[17]. Choi, J. H., Lee, B. C., Lee, H. W., and Lee, I.
(2002). Competitive reaction pathways in the
nucleophilic substitution reactions of aryl
benzenesulfonates
with
benzilamines
in
acetonitrile. J. Org. Chem. 67, 1277–1281. doi:
10.1021/jo0161835
[18]. Contreras, R., Aizman, A., Tapia, R. A., and CerdaMonje, A. (2013). Lewis molecular acidity of ionic
liquids from empirical energy-density models. J.
Phys. Chem. B 117, 1911–1920. doi:
10.1021/jp3114946
[19]. Contreras, R., Andrés, J., Safont, V. S.,
Campodónico, P. R., and Santos, J. G. (2003). A
theoretical study on the relationship between
nucleophilicity and ionization potentials in solution
phase. J. Phys. Chem. A 107, 5588–5593. doi:
10.1021/jp0302865
[20]. Contreras, R., Campodonico, P. R., and OrmazábalToledo, R. (2015). Arene Chemistry: Reaction
Mechanism and Methods for Aromatic
Compounds. Hoboken, NJ: Willey.
[21]. Correa, N. M., and Levinger, N. (2006). What can
you learn from a molecular probe? New insights on
the behavior of C343 in homogeneous solutions and
AOT reverse micelles. J. Phys. Chem. B 110,
13050–13061. doi: 10.1021/jp0572636
[22]. Crowhurst, L., Lancaster, N. L., Pérez-Arlandis, J.
M., and Welton, T. (2004). Manipulating solute
nucleophilicity with room temperature ionic
liquids. J. Am. Chem. Soc. 126, 11549–11555. doi:
10.1021/ja046757y
[23]. Crowhurst, L., Mawdsley, P. R., Perez-Arlandis, J.
M., Salter, P. A., and Welton, T. (2003). Solvent–
solute interactions in ionic liquids. Phys. Chem.
Chem.
Phys.
5,
2790–2794.
doi:
10.1039/B303095D
[24]. DÁnna, F., Marullo, S., and Noto, R. (2010). Aryl
azides formation under mild conditions: a kinetic

© 2018 IJIIR All Rights Reserved

study in some ionic liquid solutions. J. Org. Chem.
75, 767–771. doi: 10.1021/jo9022952
[25]. Freemantle, M. (1998). Designer Solvent. Ionic
liquids may boost clean technology development.
Chem. Eng. News 76, 32–37. doi: 10.1021/cenv076n013.p032
[26]. Gallardo-Fuentes, S., Tapia, R. A., Contreras, R.,
and Campodónico, P. R. (2014). Site activation
effects promoted by intramolecular hydrogen bond
interactions in SNAr reactions. RSC Adv. 4,
30638–30643. doi: 10.1039/C4RA04725G
[27]. Gazitúa, M., Fuentealba, P., Contreras, R., and
Ormazábal-Toledo,
R.
(2015).
Lewis
acidity/basicity changes in imidazolium based ionic
liquids brought about by impurities. J. Phys. Chem.
B
119,
13160–13166.
doi:
10.1021/acs.jpcb.5b05305
[28]. Gazitúa, M., Tapia, R. A., Contreras, R., and
Campodónico, P. R. (2014). Mechanistic pathways
of aromatic nucleophilic substitution in
conventional solvents and ionic liquids. New J.
Chem. 38, 2611–2618. doi: 10.1039/C4NJ00130C
[29]. Gutierrez, J. A., Falcone, R. D., Silber, J. J., and
Correa, N. M. (2010). Role of the medium on the
C343
inter/intramolecular
hydrogen
bond
interactions. An absorption, emission, and 1HNMR
investigation of C343 in benzene/n-heptane
mixtures. J. Phys. Chem. A 114, 7326–7330. doi:
10.1021/jp102136e
[30]. Sánchez, B., Calderón, C., Garrido, C., Contreras,
R., and Campodónico, P. R. (2018). Solvent effect
on a model SNAr reaction in ionic liquid/water
mixtures at different compositions. New J. Chem.
42, 9645–9650. doi: 10.1039/C7NJ04820C
[31]. Shen, Z., He, X., Dai, J., Mo, W., Hu, B., Sun, N.,
et al. (2011). An efficient HCCP-mediated direct
amination of quinazolin-4(3H)-ones. Tetrahedron
67, 1665–1672. doi: 10.1016/j.tet.2010.12.067
[32]. Terrier, F. (2013). Modern nucleophilic aromatic
substitution. Weinheim: John Wiley & Sons.
[33]. Um, I.-H., Min, S.-W., and Dust, M. J. (2007).
Choice of solvent (MeCN vs H2O) decides ratelimiting step in SNAr aminolysis of 1-fluoro-2,4dinitrobenzene with secondary amines: importance
of Brønsted-type analysis in acetonitrile. J. Org.
Chem. 72, 8797–8803. doi: 10.1021/jo701549h

page -139-

