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Temperature-dependent measurements according to the modified Eyring equation allowed the evaluation of the displacement
selectivity of the nitro group and fluorine in the SyAr reactions of 3-nitro-5-R-benzotrifluorides (R = NO,, F) with the nucleo-

philes (2ArYH)-K,CO; and ArY-K+* (Y = O, S) in DMF solutions.

It is well known that the selectivity of ipso-substitution in Sy Ar
reactions depends on the nature of the nucleophile, and the
comparison of soft and hard nucleophile reactivity (HSAB
principle) is a good method for predicting a leaving mobility
in these reactions.! Taking into account that the energetics of
the SyAr reactions is a function of the leaving group and the
nucleophile under other constant conditions,? there is an oppor-
tunity for a change of a nucleophile structure to control the
displacement selectivity.

Recently, we found that a new type of nucleophiles as
complexes (2ArYH)-K,CO; 1 is formed in the reactions of
phenols and thiophenols with K,CO; in DMF solutions.? We
studied the displacement of the nitro group and fluorine in
benzotrifluoride derivatives 3a,b under the action of la-d,
phenolates 2a—c and thiophenolate 2d (for comparison) in DMF
by a competitive reaction method (Scheme 1).7 Earlier, it was
shown that the substrate reactivity depends on the nucleophile
type for the meta derivatives of nitrobenzene under hetero-
geneous reaction conditions.4 The fluorine atom is only substi-
tuted in compound 3b.

A better insight into the effects of nucleophile structure on
displacement selectivity can be obtained from studies in which
the reaction temperature is varied. The ratio of ky /kg for the
competitive reactions of 3a,b with la-d and 2a-d depends
on temperature and changes from 0.49 to 3.22 (Table 1) [cf.
ref. 1(c)]. There is a linear relationship between the values of
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Scheme 1

AAH* and AAS# (r=0.999, n = 8) defined as a compensation
effect.’

The negative AAH* derives from AHE > AHY,, and then a
lower activation barrier in the substitution of the nitro group,
that is to say, the nitro group displacement is preferred by
enthalpy. The opposite applies for AAH* >0: the enthalpy
favours the fluorine displacement (Table 1). As for entropy, if it
is assumed that a bimolecular substitution reaction is accom-
panied by a loss of activation entropy, AAS* < 0 derives from
ASZo, > ASE: this means that the entropy loss in the nitro
group displacement is larger than that of the fluorine one; thus,
the entropy favours the fluorine displacement. The opposite
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Table 1 Relative leaving mobility of the nitro group and fluorine, kyo,/kg, differential activation parameters, AAH* and TAAS*, and inversion temperature,
T, for the competitive reactions of compounds 3a,b with nucleophiles 1a—d and 2a—d in DMF.

ko, ke

#
Entry Nucleophile T;,,/°C ﬁJA I’;IIOI/J b EJA ;‘1‘2;/1 be
65 °C 70 °C 75 °C 80 °C 90 °C 95 °C
1 1a — 105£005 — 124004 14100 1532003 154204 15.620.1
2 2a — 0574001 — 0532003  0.50:0.02 0.49+0.03 % 67403  -8.3+0.1
3 1b — 1524003 — 207:0.10  280:001 3222009 316206 32.8+0.7
4 2b — 1.10£0.06 — 1.02£0.05  0.95:0.01  0.92+0.01 75403 —7.3+0.1
5 1c 142+0.04 1754005 2.12+0.10 2.60=0.01 — — 30.840.8  41.4+0.8
6 2¢ — 1.46¢ e 134£0.05  1.25+0.05 1.20£001 0 _8.1+0.4  —7.1£02
7 1d 1.74+0.03  2.18+0.04  1.03:0.01s 1.32+0.05" — — 0 225+0.9  24.7+1.0
8 2d 0.8620.04/ 0.79+0.03  1.03x0.06¢ 0.94+0.05" — — 77+02  -83%0.2

@Values have been corrected for a statistical factor where appropriate. YAAH* = AHYo, — AH7 and AAS* = AS3o, — ASE are calculated by the modified
Eyring equation log(kyo,/kg) = ~AAH*/2.303RT + AAS*/2.303R. <At 70 °C. “Calculated value. It is not determined because of the low reactivity of 3a,b. /At

60 °C. sAt 40 °C. "At 50 °C.

holds for AAS* > 0: the entropy now favours the nitro group
displacement (Table 1). In all cases, there is a temperature
range where |TAAS* > AAH?| for the competitive reactions of
3a,b with 1a-d and 2a,d and |AAH* > TAAS#| for the same
reactions with 2b,c (Table 1). Thus, a change of the nucleophile
structure leads to an inversion of the reaction control: 1la—d and
2a,d favour the entropy control, whereas 2b,c act in favour of
the enthalpy one. These data suggest that reactions of 3b with
nucleophiles 1a—d are more highly organised than those of 3a
with the above nucleophiles (cf. ref. 6). Besides, the relative
mobility of the nitro group and fluorine in the reaction of 3a,b
with hard oxygen nucleophiles 2b,c can exceed that in the same
reaction with soft sulfur nucleophile 2d (Table 1) (Figure 1,
curves 4, 6 and 8). However, the displacement selectivity of
nitro group and fluorine in the reaction of 3a,b with oxygen
nucleophiles 1la—c at < 70 °C is lower than that in the same
reaction with sulfur nucleophile 1d (HSAB principle!) (Figure 1,
curves I, 3, 5 and 7). Evidently, the influence of the larger

* GLC analysis of the reaction mixtures was performed on an LKhM-72
chromatograph (thermal conductivity detector; 4000x0.4 mm column
packed with 15% SKTFT-803 on Cromaton-W; carrier gas, helium;
linear oven temperature programming from 70 to 270 °C at a rate of
10 K min-!). The components were quantitated by the absolute calibra-
tion technique using preliminary plotted calibration curves and identified
by the addition of authentic samples. Commercial DMF was dried over
4 A molecular sieves and distilled under reduced pressure over CaH,.
Commercial phenols and thiophenol were purified by standard proce-
dures. Starting compounds 2a—-d, 3a,b were synthesised according to
published procedures.*89 Reaction products 4a-d were obtained in
quantitative yields by the interaction of 3a,b with a corresponding
phenol or thiophenol in the presence of K,CO; in DMF at 98 °C and
characterised by IR, 'THNMR and F NMR spectroscopy and mass
spectrometry.’ It was shown that products 4a—d were stable under experi-
mental conditions.*®)8 The operation with nucleophiles 1la—d and 2a-d
were performed in a purified argon atmosphere. Competition reactions
of substrates 3a,b with nucleophiles 1a—d and 2a-d were carried out
with equal molar concentrations of 3a and 3b. Performing of the com-
petition reactions in a large excess of 3a,b relative to nucleophile is more
favourable to receive the kyo,/kp values not changing as the reaction
progresses.!® In such a case, pseudo-first-order kinetics prevail.!0@
These conditions ensured that the ratios of reacted 3a,b were directly
proportional to the ratio of the second-order rate constants for each
reaction according to the equation'®

kyo,! kg =10g[Ag] —log[A,]/log[By] - log[B],

where [Ayl, [Byl, [A] and [B] are the initial concentrations and the
concentrations after a reaction time ¢, respectively, of 3a and 3b.
Determination of the relative reactivity of compounds 3a,b towards
nucleophiles 1a—d and 2a—d in DMF (typical kinetic procedure). K,CO5
(0.4 g, 0.1 mmol) was added to 2.0-4.5 ml of a 10% solution of a
corresponding phenol or thiophenol (2.0 mmol) in DMF. The mixture
was stirred for 3 h at 70 °C and cooled. An excess of K,CO; was filtered
off on a glass filter and washed with 0.2 ml of DMF. The filtrate obtained
(0.1-0.2 ml) or 0.2-0 3 ml of a 10% solution of 2a-d (0.1 mmol) was
added to 2.2 ml of a 10% solution of 3a (0.5 mmol) and 3b (0.5 mmol),
the solution was stirred for 3—4 h, cooled and analysed by GLC. The
reported relative constants are the average values of several determinations.
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polarizability of the sulfur nucleophiles’ is not always respon-
sible for the larger displacement selectivity of the nitro group
and fluorine compared with that for the oxygen one.!

The corresponding Eyring plots of log(kyg,/kp) vs. 1/T give
two intersecting lines for two related nucleophiles compared
at a point defined as the inversion temperature 7;, (Figure 1).
The T, represents the interconversion temperature between the
reactions of these two types of nucleophiles. At temperatures
lower than T, the mobility of the nitro group relative to the
fluorine atom is higher for nucleophiles 2a—d, while at tem-
peratures higher than 7} , it is higher for nucleophiles 1a—d.

Note that the negative and positive values of the differential
Bronsted and Hammett coefficients ABy,. = Brnuc™NO2) — Brue s
Ap =p(NO,) —p(F) from the log(kyo./kg) (at 80 °C)—pK(o)*®)
relationships for the reactions of 3a,b with la—c¢ and 2a—c
suggest greater sensitivity of the replacement of the fluorine
atom to the substituent in both types of the nucleophiles, as
compared to the replacement of the nitro group. The close
values of ABy,. (-0.06 and —0.05) and Ap (0.25 and 0.32) for
la—c and 2a—c, respectively, also suggest that the sensitivity
of the relative mobility of the leaving groups has a small
dependence on the nucleophile structure and the steps of
nucleophilic attack of the reactions studied are not different in
principle.

The results obtained suggest that the reactions of 1la—d and
2a—d follow the SyAr mechanism, but the structures of transi-
tion states for the rate-determining steps of the o-complex
formation are different. The SyAr substitution with la-d is
characterised by an earlier transition state on the reaction
coordinate than the substitution with 2a—d (cf. ref. 11).
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Figure 1 Eyring plots of log(kNOZ/kF) vs. 1/T for the competitive reactions
of compounds 3a,b with nucleophiles 1a—d (curves /, 3, 5 and 7) and 2a—d
(curves 2, 4, 6 and 8) in DMF. The identity of the lines is given as the entry
in Table 1; the correlation coefficients for all lines is not worse than 0.998.



References

1 (a) G.Bartoli and P. E. Todesco, Acc. Chem. Res., 1977, 10, 125; (b)
J. F. Bunnett and W. D. Merrit, Jr., J. Am. Chem. Soc., 1957, 79, 5967,
(c) E. J. Williams and P. E. Donahue, J. Org. Chem., 1978, 43, 250.

2 F. Terrier, Nucleophilic Aromatic Displacement: the Influence of the

Nitro Group, VCH, New York, 1991, p. 21.

(a) 1. A. Khalfina, I. V. Beregovaya and V. M. Vlasov, Zh. Org. Khim.,

2003, 39, 1175 (Russ. J. Org. Chem., 2003, 39, 1104); (b) V. M. Vlasov

and I. A. Khalfina, Abstracts of the 9th Kyushu International Symposium

on Physical Organic Chemistry, Fukuoka, Japan, 2001, p. 208.

4 (a) V. M. Vlasov and I. A. Khalfina, J. Phys. Org. Chem., 2000, 13, 630;

(b) I. A. Khalfina and V. M. Vlasov, Zh. Org. Khim., 2002, 38, 56 (Russ.

J. Org. Chem., 2002, 38, 47).

L. Liu and Q. X. Guo, Chem. Rev., 2001, 101, 673.

6 (a)J. C. Scaiano, V. Wintgens, K. Haider and J. A. Berson, J. Am. Chem.
Soc., 1989, 111, 8732; (b) R. A. Moss, W. Lawrynowicz, N. J. Turro,
I. R. Gould and Y. Cha, J. Am. Chem. Soc., 1986, 108, 7028; (c¢) M. Patz,
H. Mayr, J. Bartl and S. Steenken, Angew. Chem., Int. Ed. Engl., 1995,
34, 490.

10

ldoi= B

(a) C.F. Bernasconi and R.B. Killion, Jr., J. Am. Chem. Soc.,
1988, 110, 7506; (b) C.F. Bernasconi, R.J. Ketner, X. Chen and
Z. Rappoport, J. Am. Chem. Soc., 1998, 120, 7461.

(a) 1. A. Khalfina, O. Yu. Rogozhnikova and V. M. Vlasov, Zh. Org.
Khim., 1996, 32, 1371 (Russ. J. Org. Chem., 1996, 32, 1328).

(a) N. Kornblum and A. P. Lurie, J. Am. Chem. Soc., 1959, 81, 2705;
(b) N. Kornblum, S. D. Boyd and N. Ono, J. Am. Chem. Soc., 1974, 96,
2580.

(a) J.F. Bunnett, in Investigation of Rates and Mechanisms of
Reactions, ed. C. F. Bernasconi, Wiley, New York, 1986, Part I, ch. 3;
(b) C.K.Ingold, Structure and Mechanism in Organic Chemistry,
Cornell University Press, Ithaca—London, 1969, ch. 6.

P. C. B. Gomes, E. J. S. Vichi, P. J. S. Moran, A. F. Neto, M. L. Maroso
and J. Miller, Organometallics, 1996, 15, 3198.

Received: 15th December 2003; Com. 03/2202

Mendeleev Commun. 2004 219


Administrator
a) I. A. Khalfina, I. V. Beregovaya and V. M. Vlasov, Zh. Org. Khim.,

Administrator
2003, 39, 1175 (Russ. J. Org. Chem., 2003, 39, 1104); (b) V. M. Vlasov

Administrator
and I. A. Khalfina, Abstracts of the 9th Kyushu International Symposium

Administrator
on Physical Organic Chemistry, Fukuoka, Japan, 2001, p. 208.

Administrator
L. Liu and Q. X. Guo, Chem. Rev., 2001, 101, 673.

Administrator
c) M. Patz,

Administrator
H. Mayr, J. Bartl and S. Steenken, Angew. Chem., Int. Ed. Engl., 1995,
34, 490.

Administrator
a) C. F. Bernasconi and R. B. Killion, Jr., J. Am. Chem. Soc.,

Administrator
1988, 110, 7506;

Administrator
P. C. B. Gomes, E. J. S. Vichi, P. J. S. Moran, A. F. Neto, M. L. Maroso

Administrator
and J. Miller, Organometallics, 1996, 15, 3198.

http://dx.doi.org/10.1021/om9601817
http://dx.doi.org/10.1021/ja9743102
http://dx.doi.org/10.1002/anie.199504901
http://dx.doi.org/10.1021/cr990416z
http://dx.doi.org/10.1002/1099-1395(200010)13:10<630::AID-POC270>3.3.CO;2-A
http://dx.doi.org/10.1023/B:RUJO.0000010177.50684.3b

