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Tricoordinated cyclic boron cations result from gas-phase ion/molecule reactions of dicoordinated
borinium ions with neutral acetals and ketals and thiazolidine. The reaction, which proceeds via
initial cationic binding to a heteroatom followed by a consecutive ring-opening and ring-reclosing
process, resembles the Eberlin transacetalization of acylium ions (Eberlin, M. N.; Cooks, R. G.
Org. Mass Spectrom. 1993, 28, 679). The cyclic structure of the tricoordinated boron cation is
demonstrated by tandem mass spectrometry and further confirmed by comparison with authentic
cyclic tricoordinated boron cations. The five-membered cyclic boron cations dissociate by ethylene
oxide loss to thus reform the reactant-dicoordinated borinium ion; the six-membered boron cations
fragment instead by ethylene loss. Consistent with the proposed mechanism, the ion/molecule
reaction efficiency falls in the order CH;0OB*C,Hs > CH3OBTOCH; > CH3B*CHj; i.e., the higher
the nucleophilicity of the borinium ion, the higher the reaction efficiency. A potential energy surface
is calculated for the reaction of CH;OBTOCH3; with 2-methyl-1,3-dioxolane, and the reaction is
found to be 43.3 kcal/mol exothermic due to initial formation of a strong B—O bond. The analogous
reactivity displayed by phosphonium ions is also investigated by both experiment and ab initio
calculations. In contrast to the borinium ions, the phosphonium ions exhibit higher regioselectivity
for sulfur compared to nitrogen and oxygen. Finally, the present findings indicate that the reaction
exothermicity and the regioselectivity are controlled by both the Lewis acidity of the reactant cations
and the leaving ability of the released neutrals in the rate-limiting nucleophilic-induced recyclization
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step.

Introduction

Dicoordinated borinium ions (R—B*—R) are of interest
as intermediates in nucleophilic reactions of neutral
boranes.~® With two empty p-orbitals on the boron, these
strong Lewis acids are extremely reactive with solvent
molecules and counterions, a situation that leads to
condensed-phase studies of borinium ions being limited
to those bearing substituents capable of z-back-bonding
or steric shielding.* In contrast to the condensed-phase
work, simple borinium ions are readily generated in the
gas phase by electron ionization of boron-containing
organic molecules,®° and gas-phase ion chemistry studies
have provided invaluable insights into the intrinsic
chemical reactivities of borinium ions, including those
with no s-back-bonding or steric shielding subtituents.'0-4
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Gas-phase reactions of the dimethoxyborinium ion
(CH3;OB*OCHj3) with ethers,*> alcohols,'® diols,'"*®
amides,® quionones,?° long-chain carboxylic esters,?* and
barbiturates®® have been thoroughly investigated. In
reactions with alcohols and ethers, CH;OBTOCH; rapidly
abstracts water via elimination of one and two alkene
molecules, respectively, through proton-bound intermedi-
ates.1516 Kenttamaa and co-workers found that CH;OB™*-
OCH3; reacts only with cis-diols via adduct formation
followed by an intramolecular displacement of methanol,
and this stereospecificity serves to differentiate stereo-
isomeric diols.*® Furthermore, CH;0BTOCHs3 adducts of
long-chain carboxylic esters produce one primary product
ion, the acylium ion, and a single secondary ion, the
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Table 1. Products of lon/Molecule Reactions with the Borinium lon CH;OB*OCHj; (m/z 73)

products m/z (rel abundance)

proton H (or alkyl) other

compd MW transacetalization? transfer abstraction products
1,3-dioxolane 74 117 (100) 75 (72) N/A 89 (39), 103 (11), 119 (44)
2-methyl-1,3-dioxolane 88 117 (100) 89 (69) 87 (41) 103 (48), 129 (4), 131 (9), 147 (4)
2,2-dimethyl-1,3-dioxolane 102 117 (50) 103 (100) 101 (20), 87 (33) 131 (7)
2-phenyl-1,3-dioxolane 150 117 (100) 151 (90) 149 (33) 121 (95)
4-methyl-1,3-dioxolane 88 131 (10) 89 (17) 87 (100) 101 (2), 103 (2), 105 (3), 133 (19)
1,3-dioxane 88 131 (20) 89 (20) 87 (100) 103 (19), 133 (14), 145 (29), 173 (8)
thiazolidine 89 116 (37),p 133 (47)° 90 (74) 88 (21) 102 (58), 118 (100), 130 (95), 162 (53)

a C—0 by B—O replacement formally analogous to transacetalization. ® C—S by B—O replacement formally analogous to transacetal-
ization. ¢ C—N by B—O replacement formally analogous to transacetalization.
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Figure 1. Product ion (MS?) spectrum showing ion/molecule
reactions of CH;OB*OCHj3; with 2,2-dimethyl-1,3-dioxolane.
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protonated ester.?! Meanwhile, adducts of CH;OBTOCHj5
with barbiturates were found to dissociate by elimination
of methanol followed by attachment of a trimethylborate
or water molecule in a secondary ion/molecule reaction.??

Recently, reactions of CH;OB*OCH; were proposed for
the MS structural characterization of unknown carbonyl
compounds.?® This ion readily attacks carbonyl com-
pounds and cleaves C=0 and C—C bonds to form
competing hydroxy and aldehyde abstraction products via
1,2-hydride shifts in the primary adduct. Kempen and
Brodbelt extended the use of CH;OBTOCH; to the
analysis of biologically active molecules.?* More recently,
dissociation of CH3;OBTOCH3-bound pyridine dimers
provided the relative borinium ion affinities of variously
substituted pyridines.?> Agostic bonding (C—H- - -O) be-
tween an ortho substituent and the oxygen of the central
binding borinium ion has been recognized from the gas-
phase stereoelectronic parameters measured from the
relative rates of dissociation of the cation-bound dimer.?¢
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Figure 2. Sequential product ion (MS®) spectra of the
proposed transacetalization products of CH;OBTOCH3; with (a)
2,2-dimethyl-1,3-dioxolane and (b) 2-phenyl-1,3-dioxolane.

An equilibrium study on the binding of CH;0OB*OCHj3; to
the substituted pyridines also established that associa-
tion is sensitive to the substituents near the site of ion
attachment.?’” These studies demonstrate that the bind-
ing energy of CH3;OB*OCH; to neutral ligands is con-
trolled by both steric and electronic effects.

Gas-phase acylium (RCT=0)?%2° and related sulfinyl
cations (RS*=0)3° undergo the gas-phase Eberlin trans-
acetalization reaction®! with acetals and ketals. In anal-
ogy to the protection of neutral ketones in the condensed
phase, the resulting cyclic 1,3-dioxolanylium ions serve
as “ionic ketals” to protect acylium ions in the gas phase.
Also interesting is the fact that collision-induced dis-
sociation of the cyclic “ionic ketals” reforms the acylium
ions in high yield, a step that is comparable to the
hydrolysis of neutral acetals and ketals in the condensed
phase. To further expand, and generalize, the Eberlin
reaction,3! the reactions of CH;OB*OCH; with various
acetals and ketals, and thiazolidine, are now subjected
to a detailed investigation by multiple-stage mass spec-
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trometry (MS? and MS8). A highly exothermic reaction
channel leading to the generation of cyclic tricoordinated
boron cations is discovered, and product ion structures
are characterized by low energy collision-induced dis-
sociation (CID). A reaction mechanism is proposed in
which cyclic tricoordinated boron cations are formed via
electrophilic attachment of CH;OB*OCHj; to the hetero-
atom, followed by consecutive ring opening and intramo-
lecular nucleophilic-induced ring recyclization with the
elimination of a carbonyl compound, or its neutral
analogue. This mechanism is corroborated by the finding
of an interesting dependence of reaction efficiency on
nucleophilicity of the reactant borinium ions and inde-
pendently, by ab initio molecular orbital calculations.
A preliminary report has appeared on the reactions of
related phosphonium ions, i.e., CH3zP"(O)OCH; and CHs-
OP*(O)OCHg;, which initiate efficient C—O by P-0O
replacement in five-membered cyclic acetals and ketals.3!
(A somewhat related reaction has been utilized in the
multiple-step synthesis of 1-O-acylglyerol-2,3-cyclic phos-
phate in solution.®?) The resulting 1,3,2-dioxaphosphola-
nium ion fragments mainly to regenerate the reactant
phosphonium ion. Correspondingly, 1,3,2-dioxaphos-
pholanes are often hydrolyzed or photolyzed back to the
initial phosphonium ions in the condensed phase.3®
Owing to the polarity of the P—O bond, the 1,3,2-
dioxaphospholanium ion undergoes double-hydrogen trans-
fer to give an additional fragment ion, the abundance of
which is very sensitive to the substituents on the reactant
phosphonium ions.?* To further elucidate the details of
the C—0O by P—O replacement and the regioselectivity
associated with the phosphoryl group, we have calculated
intrinsic reaction coordinates (IRC) for the reactions of
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Figure 3. (a) Collision-induced dissociation spectrum (CID)
of methylated 1,3-dioxaborinane. (b) Sequential product ion
(MS?) spectrum of the tricoordinated boron cation generated
by reaction of CH;OBTOCHj; with 1,3-dioxane.
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Figure 4. (a) Product ion (MS?) spectrum showing ion/
molecule reactions of CH;OB*CH,CH; with 2-methyl-1,3-
dioxolane. (b) Sequential product ion (MS?) spectrum of the
transacetalization product of m/z 115.

the phosphonium ions with 2-methyl-1,3-dioxolane and
1,3-oxathiolane. Most importantly, this report demon-
strates that B—O and P—O bonds can be directly incor-
porated to the cyclic acetals and ketals by using the
appropriate reagent ions. The driving force is the forma-
tion of an initial ion/molecule adduct with a strong dative
B—0O or P—0O bonding.

Experimental and Theoretical Methods

All experiments were performed using a home-built pen-
taguadrupole mass spectrometer comprised of three mass-
analyzing quadrupoles (Q1, Q3, Q5) and two reaction quadru-
poles (Q2, Q4).%* For MS? experiments, the reactant ion was
mass-selected by using Q1 and then allowed to undergo ion/
molecule reactions with the neutral reagent introduced into
Q2. The ion/molecule reaction products were recorded by

(34) Schwartz, J. C.; Schey, K. L.; Cooks, R. G. Int. J. Mass Spectrom.
lon Processes 1990, 101, 1.
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Figure 5. (a) Product ion (MS?) spectrum showing ion/
molecule reactions of CH3sB*CHj3 with 2-methyl-1,3-dioxolane.
(b) Sequential product ion (MS?3) spectrum of the intact adduct,
m/z 129.
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Figure 6. (a) Product ion (MS?) spectrum showing ion/
molecule reactions of CH3;OB*OCH; with thiazolidine. (b)
Sequential product ion (MS?®) spectrum of the intact adduct,
m/z 162.

scanning Q5 with both Q3 and Q4 set in the broad-band rf-
only mode. The boron- or phosphorus-containing products
formed in Q2 were characterized in MS?® experiments, in which
they were mass-selected by using Q3 and then allowed to
undergo energetic collisions with argon in Q4, while Q5 was
scanned to record the sequential product ion MS® spectrum.
Typical reaction energy in Q2 and collision energy in Q4 are
0 and 10 eV (under multiple collision conditions, more than
40% beam attenuation), respectively.

The reactant cations CH;OBTOCH3;, CH3P"(O)OCHj3, and
CH3OP*(O)OCHg; were generated by standard 70 eV electron
ionization of trimethylborate and dimethyl methyl phospho-
nate, respectively. All compounds were commercially available
and used without further purification. The mass/charge ratio
(m/z) is reported using the Thomson unit (1 Th = 1 atomic
mass per unit positive charge®).

Ab initio molecular orbital calculations were carried out
using standard procedures in the Gaussian 94 suite of pro-
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Figure 7. Sequential product ion (MS3) spectrum of the
transacetalization products of CH;OBTOCH3; attacking thia-
zolidine at the (a) N site and (b) S site.
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grams.®® The closed-shell ions were optimized at the restricted
(RHF) Hartree—Fock level of theory by employing the polar-
ization 6-31G(d,p) basis set.®’ Single-point energies were
obtained by second-order Moller—Plesset (MP2) perturbation
theory® using the RHF/6-31G(d,p)-optimized geometries, a
procedure denoted as MP2(FC)/6-31G(d,p)//RHF/6-31G(d,p).
Harmonic vibrational frequencies were calculated at the RHF/
6-31G(d,p) level to characterize the stationary points and to
obtain the zero-point vibrational energies, which were scaled
by a factor of 0.89 in the final total energy calculations.
Complete structural parameters, total energies, and lists of
vibrational frequencies for all RHF/6-31G(d,p)-optimized struc-
tures are available upon request.
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Figure 8. RHF/6-31G(d,p)-optimized structures of tricoordinated boron cations.

Results and Discussion

1. Reactions with Borinium lons. 1.1. C-0O by
B—0O Replacement. The reactions of the mass-selected
dimethoxyborinium ion CH3OB*OCH; (m/z 73) with a
series of neutral cyclic acetals and ketals display products
generated via proton (or alkyl) transfer, deprotonation,
and other reactions. Reaction products are listed in Table
1, and a typical MS? product ion spectrum, represented
by the reaction of CH;OB*OCH; with 2,2-dimethyl-1,3-
dioxolane, is shown in Figure 1. An ionic product of major
interest is that of m/z 117, which is likely produced via
elimination of acetone (58 mass units) from the activated
intact adduct of m/z 175. This type of process, i.e.,
addition followed by elimination of a neutral aldehyde
or ketone, occurs generally for other acetals and ketals,
and the corresponding product ions are formed with high
yield (Table 1). Scheme 1 presents a general mechanism
proposed for the apparent transformation of neutral
acetals and ketals to the tricoordinated cyclic boron
cations. This mechanism, which involves two key steps,
electrophilic ring opening and nucleophilic-induced re-
cyclization, resembles that proposed for transacetaliza-
tion of acylium ions.?82%3% A similar reactivity is also
observed for thioacylium ions,?® pyridyl cations,* and
sulfinyl cations.3041

With regard to the transacetalization-like reaction of
CH3;OB*TOCHj; (Table 1), the following are noted: (i)
protonation and deprotonation are the major competing
reactions; (ii) deprotonation probably has the relatively
larger influence in decreasing the transacetalization
reaction yield; (iii) reactions with ketals are more efficient
than those with acetals; and (iv) consistent with the

(39) Eberlin, M. N. Mass Spectrom. Rev. 1997, 16, 113.

(40) Carvalho, M.; Gozzo, F. C.; Mendes, M. A.; Sparrapan, R.;
Kascheres, C.; Eberlin, M. N. Chem.—Eur. J. 1998, 4, 1161.

(41) Moraes, L. A. B.; Eberlin, M. N. J. Chem. Soc., Perkin Trans.
21997, 2105.
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Figure 9. Intrinsic reaction coordinates (IRC) for the transac-
etalization reaction of CH;OBTOCH; with 2-methyl-1,3-diox-
olane.

proposed mechanism (Scheme 1), transacetalization is
hampered by substituents at the 4-position of 1,3-
dioxolanes due to steric hindrance.

To provide experimental evidence for the proposed
mechanism, the product tricoordinated boron cations
were mass-selected and interrogated by collision-induced
dissociation (MS3). As Figure 2 exemplifies, in most cases
the tricoordinated boron cations fragment mainly to re-
form the reactant CH;OB™OCHs;. Reactions of CH;0OB*-
OCHj3; with alkyl-substituted 1,3-dioxolanes such as 1,3-
dioxolane, 2-methyl-1,3-dioxolane, 2,2-dimethyl-1,3-dioxo-
lane, and 2-phenyl-1,3-dioxolane all give, as expected
from the mechanism proposed in Scheme 1, the same
tricoordinated boron cation of m/z 117, as demonstrated
by their identical CID behavior (Figure 2). Upon colli-
sional activation, the m/z 117 ion dissociates by two
processes that suggest its cyclic structure (Scheme 2):
C,H,40 loss which forms CH30BTOCHj; (m/z 73) and O=
B—OCHj3 loss to form C3H;O" (m/z 59). Note that CzH,O*
could be generated from the m/z 117 ion by either
intramolecular SN2 to give a methylated oxirane struc-
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Table 2. Products of lon/Molecule Reactions with the Phosphonium lon CH3zP"(O)OCH3; (m/z 93)

products m/z (rel abundance)

proton H (or alkyl)

compd MW  transacetalization®  transfer abstraction other products
1,3-dioxolane 74 137 (100) 75 (75) 73 (75) 125 (92)
2-methyl-1,3-dioxolane 88 137 (40) 89 (100) 87 (10) 111 (9), 125 (51)
2,2-dimethyl-1,3-dioxolane 102 137 (77) 103 (100) 101 (5), 87 (10) 125 (37), 183 (18)
2-phenyl-1,3-dioxolne 150 137 (100) N/A N/A 135 (15)
4-methyl-1,3-dioxolane 88 151 (30) 89 (40) 87 (48) 103 (48), 111 (21), 125 (100), 167 (12), 177 (74), 183 (19)
1,3-oxathiolane 90 153 (100) N/A N/A 103 (63), 105 (37), 191 (18)
thiazolidine 89 136 (5),° 153 (26)° 90 (85) 88 (10) 102 (10), 104 (6), 110 (19), 118 (75)

a C—0 by P—O replacement formally analogous to transacetalization. ® C—S by P—O replacement formally analogous to transacetal-
ization. ¢ C—N by P—O replacement formally analogous to transacetalization.

ture or by 1,2-hydride shift to give the structure CHs-
CH=0CHS;". According to a recent study of unimolecular
dissociation of 5-hydroxylated cations by Morton and co-
workers,*? C3H,0O" is most likely to be CH3;CH=OCH;".
Interestingly, reactions of CH;OBTOCH; with acetalde-
hyde and methyl ketones occur via two 1,2-hydride shifts
in the adducts and give an isomeric product ion of m/z
117, i.e., (CH30),B—0O*"=CHCHs. The structure of the ion
was proven by CID; when activated, it yielded two
fragments: CH3;OBTOCH; (m/z 73) and CH3OB*H (m/z
43).%% Such contrasting dissociation behavior allows ready
distinction between the cyclic and acyclic isomers of ion
m/z 117.

According to the proposed transacetalization-like mech-
anism (Scheme 1), a six-membered cyclic tricoordinated
boron cation of m/z 131 should result from reaction of
CH3;OB*OCHj; with 1,3-dioxane. This product ion also
dissociates by pathways that corroborate the cyclic
structure (Scheme 3); that is, via endo-C—0O bond cleav-
age that results in C,H, loss yielding (CH3;0),B—0O*=CH,,
m/z 103, and further H,CO loss yielding the reactant ion
CH3;0B*OCHj3;, m/z 73. To further confirm the cyclic
structure, the structurally similar authentic tricoordi-
nated cyclic boron cation, methylated 1,3-dioxaborinane,
m/z 115, was generated by chemical ionization of 1,3-
dioxaborinane using methyl iodide as reagent gas. Sub-
jected to CID, as expected, the ion of m/z 115 displays
dissociation behavior (Figure 3a) similar to that of a

(42) Nguyen, V.; Bennett, J. S.; Morton, T. H. 3. Am. Chem. Soc.
1997, 119, 8342.

synthetic ion of m/z 131 (Figure 3b) yielding two abun-
dant product ions: (CH30)(CH3)B—O*t=CH,, m/z 87, and
CH3OB*CHj3, m/z 57. This result provides further experi-
mental evidence for the general chemical transformation
mechanism shown in Scheme 1.

The reactivity of dicoordinated borinium ions is de-
pendent on the electron deficiency of the central boron
atom. From reactions of five differently substituted boron
cations, CH3;B*CH3;, CH3;CH,B*H, CH3;0B*OCHj3;, CHj5-
(CH,),0B*OH, and (CH3),NB*N(CHy),, toward a set of
oxygen-containing compounds, Kenttdmaa and co-work-
ers concluded that CH;BTCH; and CH;CH,B*H are the
most reactive ions due to their greater electron deficiency
at the boron center.*® Aiming to investigate the role of
oxygen atom in the CH;OB*OCHj5 ion with respect to the
efficiency and the mechanism of the transacetalization-
like reaction, reactions with neutral 2-methyl-1,3-diox-
olane were performed using CH;OB*CH,CH3; and CH3zB*-
CHs;, which were generated from 70 eV electron impact
upon CH3;0OB(CH,CHy3), and (CH3),BBr, respectively. As
expected, CH;OB*CH,CHj; yields the analogous five-
membered boron cation of m/z 115 with relatively higher
efficiency (Figure 4a). This product dissociates in an MS®
experiment to give two fragments analogous to those
observed for the analogous m/z 117 ion (Figure 2), viz.,
CH3OB*CH,CH3 of m/z 71 and C3H;O%" of m/z 59, as
shown in Figure 4b. CH3B*CHj; is, however, much less
reactive; its product ion spectrum (Figure 5a) displays
two quite minor products: the addition/CH3;C(O)H elimi-

(43) Ranatunga, T. D. Ph.D. Dissertation, Purdue University, 1995.



Synthesis of B- and P-Heterocycles

MP2: -723.658364 hartree

MP2: -703.825666 hartree

ZPV: 100.1 kcal/mol

ZPV: 108.3 kcal/mol

J. Org. Chem.,, Vol. 64, No. 9, 1999 3219

Q_

MP2: -1046.252234 hartree ZPV: 98.0 kcal/mol

MP2: -798.697584 hartree

MP2: -778.868719 hartree

ZPV: 104.0 kcal/mol

ZPV: 112.3 keal/mol

MP2: -1121.292459 hartree ZPV: 101.9 kcal/mol

Figure 11. RHF/6-31G(d,p)-optimized structures of 1,3,2-diheterophospholanium ions.

nation product ion of m/z 85 and the intact adduct of m/z
129. Note that intact adducts are barely seen in the ion/
molecule reaction spectra of CH;OB*OCH; with cyclic
acetals and ketals studied so far. Upon collisional activa-
tion, the intact adduct m/z 129 was found to yield two
fragments, (CH3),B—OCHCH;" of m/z 85 and CH3;B*CH3
of m/z 41, as shown in Figure 5b. The above observations
clearly indicate that the oxygen atom in the reactant
boron cation plays an essential role in the transacetal-
ization-like reaction of the borinium ions. Reaction ef-
ficiency falls in the order of CH;OB*CH,CH3; > CH3;0B™*-
OCHj3 > CH3;B*CHjs. Furthermore, these findings are also
in perfect agreement with the proposed reaction mech-
anism described in Scheme 1 because the oxygen lone
pair participates in the nucleophilic ring reformation

step. This step not only is expected to be rate-limiting
but also determines the final product ion structure.

The above reactions with CH;0B*TOCH; reveal whether
the substituent is located at the 2-position or at another
ring position, thus distinguishing isomeric cyclic acetals
and ketals. For example, 2-methyl-1,3-dioxolane is trans-
formed to the cyclic boron cation of m/z 117 (Table 1) via
loss of the 2-methyl group as part of the released neutral
aldehyde. The 4-methyl substituent of 4-methyl-1,3-
dioxolane remains, however, in the final tricoordinated
boron cation, which therefore displays a m/z ratio 14 Th
units higher than that of the corresponding ionic product
from 2-methyl-1,3-dioxolane.

Although the isomers 4-methyl-1,3-dioxolane and 1,3-
dioxane give isomeric C—0O by B—O replacement boron
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Figure 12. Intrinsic reaction coordinates (IRC) for the transacetalization reactions of CH;P*(O)OCH3; and CH30OP"(O)OCHj5

with 2-methyl-1,3-dioxolane.

cations of m/z 131, they can nevertheless be distin-
guished. The six-membered cyclic boron cation from 1,3-
dioxane displays a unique fragment ion of m/z 103
(Figure 3b), whereas the five-membered cyclic boron
cation from 4-methyl-1,3-dioxolane reforms the reactant
CH3;OB*TOCHj3; of m/z 73, exclusively. As proposed in
Scheme 2, the five-membered cyclic boron cation dissoci-
ates to yield (i) CH;OBTOCH;3; by C,H,O loss via the
endocyclic C—0 cleavage and (ii) C3H;O" by O=BOCHj5
loss via the endocyclic B—O cleavage. Meanwhile, the six-
membered cyclic boron cation dissociates to yield CHs-
OB*OCH; by C,H4 loss followed by CH,O loss via the
endocyclic C—O cleavage predominantly (Scheme 3).
1.2. C—N or C-S by B—0O Replacement. CH;0B"-
OCHj; reacts moderately with thiazolidine (Figure 6a), a
sulfur—nitrogen cyclic acetal, and so yields two ionic
products of m/z 133 and m/z 116, likely via transacetal-
ization-like mechanisms, with initial binding of the
borinium ion at S and N, respectively. As nitrogen-
containing compounds have been reported to have borin-
ium ion affinities higher than those of sulfur-containing
compounds,?9:2224.43 the approximately equal abundances
of m/z 133 (S) and m/z 116 (N) is surprising. The intact
adduct of m/z 162 was therefore submitted to collisional
activation (Figure 6b) and was found to dissociate to
several fragments: those of m/z 133, 130, 116, 102, and
73. The detailed fragmentation pathways are described
in Scheme 4. The product ion distribution clearly estab-
lishes that the borinium ion preferentially binds to the
N site of thiazolidine. The slightly larger abundance of
the ion m/z 133 compared with that of the ion m/z 116
obtained from transacetalization reactions by initial S-
and N-binding, respectively (Figure 6b), is probably due
to the interfering dissociation channels of the N-binding
borinium/thiazolidine adduct (Scheme 4). As expected,
both product ions of m/z 133 and 116 fragment exclusively
to reform the reactant ion CH;OB*OCH; (Figure 7).
1.3. Ab Initio Calculations. Tricoordinated boron
cations are electronically and structurally intermediates

between the borinium cations and the neutral boranes.
The interplay of o- and -bonding effects determines their
structures and stabilities.* To describe the thermody-
namics of the above-demonstrated mechanism for trans-
formation of acetals and ketals to the corresponding cyclic
tricoordinated boron cations, the RHF/6-31G(d,p)-opti-
mized structures of the cyclic tricoordinated boron cations
were calculated and are presented in Figure 8. Typical
endocyclic B—O, B—S, and B—N bond lengths in the
optimized cyclic tricoordinated boron cations are 1.330,
1.795, and 1.384 A, respectively. This result, which
indicates the double-bond character of the endocyclic
B—X (X =0, S, N) bond, is in excellent agreement with
the available crystal structures of cyclic tricoordinated
boron cations.* The planar O—B—X (X = O, S, N) unit
was also observed to maximize the Bp,—Xp, bonding in
the cyclic tricoordinated boron cations. The tricoordinated
boron cation can be viewed to arise from the addition of
a neutral base to a borinium ion, and consistent with this,
the B—O bond in the original CH;OB*OCHj is stretched
from 1.237 A to an average value of 1.306 A represented
by the length of exocyclic B—O bond in the cyclic
tricoordinated boron cation in Figure 8. Note that the
CH;0 group, which is responsible for the recyclization,
forms an even longer endocyclic B—OCH; bond (1.465 A)
in the product tricoordinated boron cation. These results
can be explained by the fact that the tricoordinated boron
cation has one less p orbital available for z-bonding, and
thus, its z-bonding is much weaker than that of the
borinium ion. Moreover, according to Mulliken charge
analysis, the positive charge is mainly located on the
boron atom and its magnitude falls in the range of +0.66
to +0.94. Meanwhile, typical charges on heteroatoms are
0.09, —0.39, and —0.56 for S, N, and O, respectively. This
trend correlates with the electronegativity of the bonding
heteroatom X (X = S, N, O).

Referring to the proposed mechanism shown in Scheme
1, calculated intrinsic reaction coordinates for reaction
of CH3;0BTOCHj; with 2-methyl-1,3-dioxolane are shown
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in Figure 9. The overall transacetalization-like reaction
is estimated to be highly exothermic, by 43.3 kcal/mol.
For reactions with thiazolidine (Figure 10), the overall
transacetalization-like reaction initiated by binding at
nitrogen is thermodynamically more favorable (AHx, =
—25.5 kcal/mol) than that initiated by binding at sulfur
(AHxn = —17.7 kcal/mol). Exactly as mentioned above,
the larger relative abundance of the transacetalization
product of m/z 133 generated by initial S-binding com-
pared to that of m/z 116 generated by initial N-binding
(Figure 6b) is the result of multiple competing dissocia-
tion channels described in Scheme 4. Note especially the
thioxirane loss channel (AH, = —37.0 kcal/mol), a result
of CH3OB*OCH; approaching the N site of thiazolidine.

The ab initio calculations (Figures 9 and 10) are
consistent with the earlier suggestion that the second
nucleophilic recyclization is the rate-limiting step. In
comparison with oxygen acetals or ketals, the lower
reaction efficiency of CH;OBTOCH; with thiazolidine is
likely to be a result of the relatively larger dissociation
barrier associated with the release of CH,NH or CH,S.
With regard to the C—0O by B—O replacement, the high
efficiency displayed by the borinium ion is ultimately
attributed to the initial formation of the strong B—O
bond, which is estimated to be 39.5 + 3.5 kcal/mol.13

2. Reactions with Phosphonium lons. Analogously
to acylium ions, phosphoryl-containing cations, such as
CH3P*(O)OCH3; and CH3OP*(O)OCH3, transform cyclic
acetals and ketals to the corresponding ionic P—O
analogues of ketals.?* The ion/molecule reaction products
are listed in Table 2. Interestingly, CH;OP*OCHg3;, which
is an isomer of CH3P"(O)OCHyg, fails to react by transac-
etalization. As an addendum to our preliminary study,3!
ab initio calculations were utilized to map the reaction
pathway leading to the generation of 1,3,2-diheterophos-
pholanium ions. Figure 11 displays the RHF/6-31G(d,p)-
optimized geometries of various product 1,3,2-dihetero-
phospholanium ions. Owing to the electronic and steric
effects of the substituents, all the 1,3,2-diheterophos-
pholanium ions exhibit distorted tetrahedral structures.
The average angles of endocyclic O—P—0, O—P-S, and
O—P—N are 98.9, 100.4, and 97.0°, respectively. This is
understandable by the fact that five-membered rings in
neutral pentaoxyphosphoranes invariably span apical-
equatorial sites.®344 The average bond lengths of endocy-
clic P—0, P—S, and P—N are estimated, however, to be
1.559, 2.044, and 1.617 A, respectively. These lengths are
consistent with typical X-ray crystallographic data for
phosphonium salts.#® Furthermore, it is interesting to
note that those P*—X bond lengths fall between the
values for the corresponding single and double PT—X
bonds.*® Hence, these endocyclic PT—X bonds have some
double-bond character with possible p,—d, back-donation
from the bonding heteroatom X to the phosphorus.

According to Mulliken charge analysis of the product
1,3,2-diheterophospholanium ion (Figure 11), the positive
charge is heavily localized on the phosphorus atom (+1.36
to +1.79), and typical charges of the bonding heteroatoms
are 0.02, —0.48, and —0.69 for S, N, and O, respectively.
Note that the traditional description of the phosphoryl
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Figure 13. Product ion spectrum (MS?) showing ion/molecule
reactions of CH3zP™(O)OCHs; with 1,3-oxathiolane.

group has been criticized frequently, and the phosphoryl
group seems better represented as a resonance hybrid
between singly and triply bonded structures. The thio-
phosphoryl bond can be viewed in the same manner but
is rather weaker and contains less multiple-bond char-
acter than does the phosphoryl group.*¢ The dominant
dipolar ¢ bonding of P—S was also explored by natural
bond orbital analysis (NBO) of protonated O,O-diethyl
O-phenyl phosphorothionate.*” Moreover, it has been
reported that the “double bond” character for P*—X in
acyclic phosphonium ions decreases in the order X = N
> O > S.% The Mulliken charge distribution here
reported obviously supports the view that the PT—X (X
=N, O, S) bond is predominantly ionic.

Ab initio potential energy surfaces, taking the reactions
of CH3P™(O)OCHj3; and CH3;0P*(O)OCH3; with 2-methyl-
1,3-dioxolane as examples (see Figure 12), indicate that
the initial electrophilic association is responsible for the
overall high exothermicity of transformation of 2-methyl-
1,3-dioxolane to its P—O analogue. Consistent with the
experimental result, the transacetalization-like reaction
of CH30OP*(O)OCHj3 (AHxn = —65.4 kcal/mol) is shown
to be considerably more exothermic than that of CHzP*-
(O)OCH3; (AHxn = —53.0 kcal/mol), which results prob-
ably from the higher stability of the tetraoxy-substituted
phosphonium ion. Note also that the dissociation of the
initial adducts to the product cyclic phosphonium ions
are calculated to be 5.8 and 2.1 kcal/mol exothermic for
CH3P*(O)OCHj3; and CH30OP*(O)OCHj, respectively (Fig-
ure 12). Compared to that of the phosphonium ion, the
relatively larger dissociation barrier of the borinium ion
(Figure 9) is likely to result from the required stretching
of the B—OCH; bond compared with that of the P—O
bond in the recyclization step.

Reactions of both CH3P*(O)OCH;3; and CH3;OP*(O)-
OCHj3; with thiazolidine display a regioselectivity that
favors sulfur over nitrogen binding.3! To further verify
this regioselectivity, the CH;P*(O)OCHj3 ion was reacted
with 1,3-oxathiolane. The reaction was expected to yield
two transacetalization-like products resulting from initial

(44) swamy, K. C. K.; Burton, S. D.; Holmes, J. M.; Day, R. O
Holmes, R. R. Phosphorus, Sulfur, Silicon 1990, 53, 437.

(45) Imrie, C.; Modro, T. A.; Van Rooyen, P. H.; Wagener, C. C. P;
Wallace, K. J. Phys. Org. Chem. 1995, 8, 41.

(46) Schmidt, M. W.; Gordon, M. S. J. Am. Chem. Soc. 1985, 107,
1922,

(47) Kuivalainen, T.; Kostiainen, R.; Uggla, R.; Sundberg, M. R.;
Bjork, H. 3. Am. Soc. Mass Spectrom. 1996, 7, 189.
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Figure 14. Intrinsic reaction coordinates (IRC) for the transacetalization reactions of (a) CHsP*(O)OCHj; and (b) CH3OP*(O)-
OCH; with 1,3-oxathiolane showing the regioselectivity at S site over O site.

phosphorylation at O or S. But surprisingly, only the
transacetalization-like product, m/z 153, resulting from
initial phosphorylation at S was formed (Figure 13). This
result suggests that the S site of 1,3-oxathiolane is almost
exclusively attacked. On the basis of the calculations
(Figure 14a), the observed regioselectivity is clearly
explained by the much smaller activation barrier of the
recyclization step when initial phosphorylation is at S
(Eact = 0.9 kcal/mol) than at O (Eat = 6.5 kcal/mol). It is
this activation barrier that makes the transacetalization
reaction initiated by phosphorylation at S (AH, = —40.9
kcal/mol) more exothermic than that initiated by phos-
phorylation at O (AH.x, = —38.0 kcal/mol). This is also
the case for reaction of CH3;OP*(O)OCH; with 1,3-
oxathiolane (Figure 14b). Therefore, the regioselectivity
of phosphoryl-containing cations falls in the order of S
> N > O. As the phosphoryl-containing cations are hard
ionic Lewis acids, the regioselectivity displayed cannot
be explained by the hard—soft acid—base (HSAB) prin-

ciple.®®4° It is suggested that this regioselectivity is
strongly dependent on the leaving ability of the released
neutral molecule, which has been suggested to be in the
order of CH,O > CH,=NH > CH,S in the gas phase,>
that is to say, on the stability of the 1,3,2-diheterophos-
pholanium ion. When subjected to CID (Figure 15a), the
product 2-methoxy-2-methyl-1,3,2-oxathiophospholanium
ion of m/z 153 dissociates to regenerate the initial
reactant ion CH3;P*(O)OCHj;, m/z 93, and its thio-
analogue CH3P*(S)OCHj3, m/z 109 under the assumption
of the absence of a thiono-thiolo rearrangement via
methyl migration. Similar dissociation behavior (Figure
15b) is shown by the product 2,2-dimethoxy-1,3,2-0x-
athiophospholanium ion of m/z 169 obtained by reaction
of CH3;0P"(O)OCHj; with 1,3-oxathiolane. Note that the

(48) Pearson, R. G. 3. Am. Chem. Soc. 1963, 85, 3533.

(49) Pearson, R. G. 3. Am. Chem. Soc. 1988, 110, 7684.

(50) Pau, J. K.; Kim, J. K.; Caserio, M. C. 3. Am. Chem. Soc. 1978,
100, 3838.
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Figure 15. Sequential product ion (MS®) spectrum of the
product 1,3,2-oxathiophospholanium ion of reaction of 1,3-
oxathiolane with (a) CH3P"(O)OCHj; and (b) CHz0OP*(O)OCHas.

reaction provides a reversible route for RRP*=0O to
RRP*=S conversion. In contrast, the corresponding cyclic
“ionic thioketals” formed on reactions of thioacylium ions
with acetals and ketals dissociate exclusively back to the
acylium ion due to the greater electronic stability of the
acylium ion.**5! The dissociation behavior of the product
1,3,2-oxathiophospholanium ions observed in this study
(Figure 15) also suggests that the stability difference
between the phosphoryl- vs thiophosphoryl-containing
cations is smaller than that of carbonyl- vs thiocarbonyl-
containing cations.

Conclusions

The dimethoxyborinium ion reacts with a variety of
cyclic acetals and ketals, and with thiazolidine, to gener-
ate stable cyclic tricoordinated boron cations in high yield
via a mechanism similar to the Eberlin transacetalization
of acylium ions. This reaction can be used to distinguish
isomeric acetals and ketals with regard to the positions
of substituents and ring size. The tricoordinated boron
cations with five-membered rings dissociate by C,H,O
loss and by O=BOCHj; loss via endocyclic C—0O and B—O
cleavage, respectively; those with six-membered rings
dissociate only by C,H, loss via endocyclic C—O cleavage.
Intramolecular nucleophilic-induced cyclization is the
rate-limiting step in the proposed reaction mechanism
(Scheme 1), and the reactivities of the borinium ions fall
in the order of CH;0B™C,Hs > CH3;0BTOCH; > CH3;B™-
CHs;. Compared with the acylium and phosphonium ions,
the dimethoxyborinium ion shows weaker regioselectivity
in reactions with acetal analogues with two different
basic sites, probably due to its greater Lewis acidity. The
transacetalization-like reaction exothermicity is governed
by the strength of the initial B—O bonding.

(51) Caserio, M. C.; Kim, J. K. 3. Am. Chem. Soc. 1983, 105, 6896.
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Although the phosphoryl group is more polar and
suffers greater solvation effects than the carbonyl group
in the condensed phase, phosphoryl-containing cations,
such as CH3;OP*(O)CH; and CH3OP*(O)OCHs, can also
undergo structurally diagnostic transacetalization-like
reactions with acetals and ketals to generate 1,3,2-
diheterophospholanium ions. From the data for 1,3-
oxathiolane and thiazolidine, transacetalization-like re-
actions by the phosphonium ions show strong regio-
selectivity in the order of S > N > O. This reactivity of
the phosphoryl group is expected to be useful to monitor
organophosphorus esters at trace levels and probably
offers an alternative way to study phosphoryl transfer
process by mass spectrometry.

Cyclic acetals and ketals are the most common protec-
tive groups for diols and carbonyl compounds in organic
synthesis.>> The deprotection of acetals and ketals is
usually accomplished by aqueous acid hydrolysis. For
substrates possessing acid-sensitive functionalities, meth-
ods using nonacidic and anhydrous conditions have
received much attention. These include use of transition
metals and Lewis acids,%*%* oxidative methods,% phos-
phorus-based reagents,*®°” and silicon-based reagents.%8
Parallel to this ongoing search for nonaqueous depro-
tecting reagents and the study of their corresponding
regioselectivity in the condensed phase, this study ex-
plicitly explores the deprotecting mechanism involving
a Lewis acid—base complex and establishes the “soft”
nature of these deprotecting reagents, which is mainly
due to the greater polarity of the B—O or P—0O bond, in
comparison with that of C—0O bond.

To conclude, cations with dual acidity and basicity are
capable of undergoing transacetalization-like reactions
with acetals and ketals. The reaction enthalpy is pre-
dominantly governed by the initial association, i.e., by
the Lewis acidity of the reactant cation. The regioselec-
tivity of the transacetalization reaction is, however,
heavily dependent on the stability of the product “ionic
ketal”. This transacetalization methodology is currently
being extended to transition-metal systems.
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