Gas phase protonation of diazirines: a route to N-protonated diazomethanes
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N-Protonated diazomethanes have been generated success-
fully via gas phase protonation of the corresponding
diazirines.

The electronic distribution in diazoalkanes is usually represen-
ted by the resonance forms I-V. The reactivities of diazo-
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alkanes with acids and el ectrophiles are dominated by forms||
and I11; forms | and 1V play no role at al. An early study by
Wiberg! postulated N-protonation, which was subsequently
revised in the light of more extensive data.2# Conventionally,
protonation occurs at the C atom of the diazoalkanes. Sincetheir
discovery in 1966, the diazirines, cyclic diazo compounds with
three-membered rings, have been added to the ranks of the well-
known aliphatic diazo compounds.> Herein we report the
successful generation of the N-protonated diazoalkanes 4a—d
via the protonation of the corresponding diazirines la—d
(Scheme 1).

The gas phase protonation of diazirines la—d and the
equilibrium constant experiments were performed on an Extrel
FTMS 2001 Fourier transform mass spectrometer equipped
with a 3.0 T superconducting magnet with an inlet system
described in previous studies.® The experiment was initiated by
a pulsed €electron beam (electron energy of 20 €V). The
detectable intermediates in the cell are evidently either the
protonated diazirines 3a—d or the N-protonated diazoalkanes
4a—d. Since the spectra gave only the masses of the protonated
species, it is not possible to distinguish whether the protonated
species appesar in the closed (3) or open form (4).

In order to clarify this process, we determined the gas phase
basicity (GB) of diazirines 1a—d and proceeded with high-level
ab initio computations of proton affinities of diazirines 1c,d and
their open forms 2c,d (Scheme 1). In the case of the large
molecules 1la,b and 2ab, proton affinities for model com-
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Scheme 1

pounds, 3,3-dimethyldiazirine 1e and 2-diazopropane 2e were
calculated.

The GB of diazirine (D) was determined by measuring the
equilibrium constants of the proton-transfer reactions between
D and a reference base (Bo) of known basicity [egn. (1)].7

D + BoH* = DH* + By @
The equilibrium constants are given by the ratio of pressures
for a reference base to a diazirine, [Bo]/[D], and the ratio of

intensities of spectra for the corresponding conjugate acid,
[DH*]/[BoH*] [egn. (2)]. In most cases, equilibrium was

_[DH'][By]
[D][BoH"] 2)

attained after areaction period of several hundred milliseconds
to 1 s. The observed free energy changes [egn. (3)] for

AG®° = —RTinK ©)
respective proton transfer equilibria and the selected GB values
are summarized in Table 1. For the case of 1d, we adopted the
threshold techniques instead of the equilibrium method because
the amount of the conjugate acid ion formed in the cell was too
small to be measured quantitatively. When bases having lower
basicity than butyronitrile (GB = 184.4 kcal mol—1) were used
as reference bases, the proton transfer reaction from the
protonated reference base to the neutral 1d occurred to give the
protonated 1d. On the other hand, when reference bases with
higher basicity than acetone (GB = 187.9 kcal mol—1) were
used, the proton transfer reaction from the protonated reference
baseto the neutral 1d was not observed. The results suggest that
the basicity of 1d would be intermediate between those of
acetone and butyronitrile, i.e. GB = 186.4 + 1 kcal mol—1. The
AGB values are provided for comparison. The basicities of

Table 1 Gas phase basicities? and proton affinities® of ammonia, diazirines
la—e and diazoalkanes 2c—+e

GB/ AGB/ PA/ APA/
Species kcal mol-1  kcal mol-1  kcal mol-1  kca mol—1
NH3 195.6 0.0 202.4 0.0
(202.5) (0.0)
la 194.2 14
1b 193.7 19
1c 187.6 8.0 176.7 25.7
(178.7) (23.8)
1d 186.3 9.3 1710 314
le 1771 253
(179.6) (22.9)
2c 192.8 9.6
(193.7) (8.8)
2d 194.1 8.3
2e 197.2 5.2
(199.0) (3.5)

a Experimental data. P Derived with B3LY P/6-31 + G* and B3LY P/6-311
+ G** (in parenthesis).
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Scheme 2

diazirines la and 1b are stronger than 1c and 1d by
approximately 6 kcal mol—1.,

The geometry optimizations and frequency calculations were
carried out at the B3LY P hybrid density functional theoretical
level with the internal 6-31 + G* and 6-311 + G** basis sets,
using proceduresimplemented in the GAUSSIAN 94 system of
programs.® Zero-point vibrational energy (ZPVE) corrections
were scaled by a0.98 factor. The proton affinities of diazirines
1c—e and diazoalkanes 2c—e obtained as the differences in the
total energies of the neutral and the protonated forms, including
the ZPVE corrections, are given in Table 1. The differences
(APA) in the calculated proton affinities (PA) between species
1c—e, 2c—e and areference compound (NH3) are also provided.
Because the measured AGB values of the 3,3-dialkyldiazirines
laand 1b, of 1.4 and 1.9 kcal mol—1, and of the 3-aryldiazirines
1c and 1d, of 8.0 and 9.3 kcal mol—1, are in much closer
agreement with the APA values calculated (B3LY P/6-31 + G*)
for model diazoalkane 2e (5.2 kcal mol—1), and the ar-
yldiazoalkanes 2c (9.6 kcal mol—1) and 2d (8.3 kcal mol—1) than
for diazirines, we deduce that the detected speciesin the cell are
the N-protonated diazoalkanes. As expected, the calculated PA
for C-protonation of 2-diazopropane is higher (217.2 kcal
mol—1, B3LYP/6-311 + G**) than the PA for its N-protonation
(199.0 kcal mol—1). Moreover, the low calculated activation
barriers for the conversion of N-protonated diazirines 3c,e into
the corresponding N-protonated diazoalkanes 4c,e (Scheme 2)
confirm the ease of the ring opening in the N-protonated
diazirines under the experimental conditions.

The chemistry of the N-protonated diazoalkane in the cell is
interesting due to the following observations. In particular,
protonation of 3aleadsto anion with the mass of the protonated
azine 5a, and this could occur by ring opening of the protonated
diazirine 3a into N-protonated 2-diazoadamantane 4a, which
reacts with neutral diazirine la to yield the expected the
protonated azine 5a. The N-protonated 2-diazoadamantane 4a,
m/z 163, decays with the concomitant growth of the protonated
azine 5a, m/z 297, in the time frame of the experiment (1 s). A
plausible mechanism of this reaction is the nucleophilic
displacement by the neutral diazirine la of the activated
N-protonated 2-diazoadamantane 4a. Thisisfollowed by proton
transfer in concert with nitrogen extrusion to yield the
protonated azine, as depicted in Scheme 3.

1656 Chem. Commun., 1998

H
RN+ R, R
<l - N=NH <~— +—N=NH
R” >N
R
3a.b 4a,b
R><1'\[l
R” N
1la,b
" - A
R )
V= ;
r+\( R R}Q’T‘ ’ N EXEJQE
R N N2 '
R H N
T, :
5a,b
Scheme 3

Thediazoa kane 2b (m/z 151) has agas phase basicity similar
to that of 2a but the formation of the protonated azine 5b (m/z
273) occurs at a slower rate, possibly resulting from the steric
effects of theflexibility onthebicycloringin4b. In contrast, the
N-protonated diazoalkanes 4c,d remain unreactive with their
respective neutral diazirine parents even after 3 s. This may be
so because the phenyl substituent in these species decreases the
electrophilicity of the targeted carbon owing to the st-donor
ability of the phenyl ring.

In conclusion, we have shown that N-protonated diazome-
thanes can be generated via protonation of the corresponding
diazirines. Our experiments also indicate that some of the
N-protonated species are reactive and can undergo further
reaction with neighbouring molecules.

M. T. H. Liu thanks the NSERC of Canada for financia
support.

Notes and References
T E-mail: liu@upei.ca

1 K. B. Wiberg and J. M. Lavanish, J. Am. Chem. Soc., 1966, 88, 365.

2 K. B. Wiberg and J. M. Lavanish, J. Am. Chem. Soc., 1966, 88, 5272.

3 F. Cook, H. Shechter, J. Bayless, L. Friedman, R. L. Foltzand R. Randall,
J. Am. Chem. Soc., 1966, 88, 3870.

4 H. Zollinger, Diazo Chemistry 1 and 2, VCH, New Y ork, 1994.

5 Chemistry of Diazirines, ed. M. T. H. Liu, CRC Press, Boca Raton,
Florida, 1987.

6 M. Mishima, S. Usui, H. Inoue, M. Fujio and Y. Tsuno, Nippon Kagaku
Kaishi, 1989, 1262; M. Mishima, T. Ariga, T. Matsumoto, S. Kobayashi,
H. Taniguchi, M. Fujio, Y. Tsuno and Z. Rappoport, Bull. Chem. Soc.
Jpn., 1996, 69, 445.

7 R. W. Taft, Prog. Phys. Org. Chem., 1983, 14, 247.

8 J-L. M. Abboud, R. Notario, E. Balesteros, M. Herreros, O. Mo,
M. Yéafiez, J. Elguero, G. Boyer and R. Claramunt, J. Am. Chem. Soc.,
1994, 116, 2486.

9 M. J. Frisch, G. W. Trucks, H. B. Schlegel, P. M. W. Gill, B. G. Johnson,
M. A. Robb, J R. Cheeseman, T. A. Keith, G. A. Petersson,
J. A. Montgomery, K. Raghavachari, M. A. Al-Laham, V. G. Zakrewski,
J. V. Oritz, J. B. Foresman, J. Cioslowski, B. B. Stefanov, A.
Nanayakkara, M. Challacombe, C. Y. Peng, P. Y. Ayala, W. Chen,
M. W. Wong, J. L. Andres, E. S. Replogle, R. Gomperts, R. L. Martin,
D. J. Fox, J. S. Binkley, D. J. Defrees, J. Baker, J. P. Stewart, M. Head-
Gordon, C. Gonzalez and J. A. Pople, GAUSSIAN 94 (Revision D.2),
Gaussian, Inc., Pittsburgh, PA, 1995.

Received in Corvallis, OR, USA, 6th April 1998; 8/02640H



