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ABSTRACT: Nickel-catalyzed hydrofunctionalization reactions, includ-
ing the hydroboration of alkynes, have been generally proposed to
proceed via classical two-electron pathways or, alternatively, through a
NiIH-based insertion mechanism. Despite efforts to discern these
pathways, explicit spectroscopic observation of NiIH species and relevant
mechanistic information on LNiI(alkenyl) species remain lacking. Herein,
we provide experimental evidence of formal NiI intermediates, suggestive
of a NiIH-based insertion mechanism for alkyne hydroboration. The
formation of a NiI catalyst precursor, LnNiI(dpm) (dpm = dipivaloylme-
thanate anion) and an LnNi(alkenyl) intermediate was confirmed by EPR
spectroscopy and HRMS analysis. Their involvement in the catalytic reaction was demonstrated by stoichiometric and catalytic
reactivity studies. The origin of the counterintuitive Markovnikov selectivity in the formation of the α-alkenylboronate product was
probed by systematic ligand electronic effect studies. Computational analyses rationalize the selectivity by a kinetic preference for
formation of the α regioisomer of the LnNi(alkenyl) intermediate through noncovalent interactions.
KEYWORDS: alkenylboronates, EPR spectroscopy, hydroboration, Markovnikov selectivity, mechanistic study, nickel(I)

1. INTRODUCTION
Nickel-catalyzed hydrofunctionalization of unsaturated systems
has received significant attention, not merely as a low-cost
alternative to reactions using precious metals, including Pd and
Pt, but because Ni offers unique reactivity patterns: access to
radical cascade pathways by facile single-electron transfer
(SET),1−3 slower β-hydrogen elimination,2,4 and facile
activation of diverse bonds that enables new possibilities for
bond construction.5,6 A key challenge in nickel-catalyzed
hydrofunctionalization is the limited mechanistic understand-
ing. Nickel-catalyzed hydrofunctionalization reactions have
been generally proposed to proceed either through classical
two-electron organometallic pathways involving oxidative
addition, hydrometalation, and reductive elimination, or
alternatively through a NiIH-based insertion mechanism
(Scheme 1A). Despite computational studies considering
NiH or Ni(alkenyl) complexes as catalytic intermediates,
unambiguous elucidation of reaction pathways through
characterization of catalytic intermediates remains relatively
lacking.7−17 Given our interest in developing nickel-catalyzed
reactions and identifying key intermediates,18−23 we decided to
investigate whether nickel catalysis can promote the hydro-
boration of terminal alkynes, enabling access to alkenylboro-
nates, an important class of organoboron compounds widely
used in the synthesis of substituted olefins,24−32 while also
allowing characterization of key catalytic intermediates.

For the synthesis of alkenylboronates, both stoichiomet-
ric26,27 and catalytic28−32 hydroboration reactions of alkynes
have emerged as a valuable synthetic strategy. However, such
transformations have been largely restricted to the formation of
β-alkenylboronates because of the intrinsic kinetic and
thermodynamic preferences for anti-Markovnikov selectivity.
To overcome these preferences and access the branched
regioisomers, a copper-catalyzed protoboration approach has
been established employing diboron reagents in conjunction
with an external proton source.32−40 Despite these advances,
protoboration inevitably entails the use of a diboron moiety,
consumes one boronate equivalent giving a stoichiometric
byproduct in the formation of the desired products, and
requires an additional proton source. To address these
limitations, Markovnikov-selective catalytic hydroboration of
alkynes has gained attention as an atom-economic alternative
to protoboration. Recent studies have reported several
methods for the Markovnikov hydroboration of terminal
alkynes, yielding α-alkenylboronates.41−45 For instance, Gade
and Lu independently developed methods for cobalt-catalyzed
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hydroboration of aryl-substituted terminal alkynes with
pinacolborane (HBpin).42,43 Nevertheless, universally appli-
cable Markovnikov-selective hydroboration methods remain
rare due to the intrinsic preference for anti-Markovnikov
selectivity.

Herein, we report a Markovnikov-selective hydroboration of
terminal alkynes using HBpin and a nickel catalyst supported
by a substituted terpyridine ligand (Scheme 1B). The reaction
is amenable to a broad range of alkynes, giving α-
alkenylboronates with excellent regioselectivity under mild
reaction conditions. Synthetic applications of the α-alkenyl-
boronates are also examined. This work provides direct
spectroscopic evidence for the involvement of two formal NiI
complexes, LnNiI(dpm) and LnNi(alkenyl), in the catalytic
reaction, suggesting the intermediacy of an LnNiIH species in
the catalytic cycle. The alkenylnickel intermediate was
independently generated and, in reaction with HBpin, afforded
the same product as the catalytic reaction. In addition, isotopic
labeling experiments support a syn hydronickelation pathway in
which HBpin serves as the major hydride source, while
indicating a mechanism distinct from that previously reported
for cobalt-catalyzed hydroboration. The origin of the
Markovnikov selectivity was elucidated through combined
experimental and computational investigations.

2. RESULTS AND DISCUSSION

2.1. Optimization of Reaction Conditions
We initiated our investigation of nickel-catalyzed hydro-
boration using dodec-1-yne (1a) as a model substrate of
unactivated aliphatic terminal alkynes and HBpin as a reaction
partner. After judicious evaluation of precatalysts, ligands, and

additives (Supporting Information, Section II), the reaction
conditions were optimized using Ni(dpm)2 as a precatalyst and
terpyridine L1 as a ligand in THF, giving α-alkenylboronate 2a
with excellent Markovnikov selectivity and in 77% isolated
yield (Table 1, entry 1). In the absence of Ni(dpm)2,
hydroboration products 2a and 3a were hardly found (entry
2). The use of Ni(acac)2 or Ni(cod)2 instead of Ni(dpm)2 gave
diminished yields of 2a (entries 3 and 4). Without the additive
NiCl2·dme, the yield and regioselectivity were also decreased
(entry 5). However, using 10 mol % NH4Cl instead afforded a
yield and regioselectivity comparable with those obtained
under the optimized conditions (entry 6). Interestingly, the use
of an NNN pincer ligand like L1 was essential to form
branched 2a (entries 7, 12, and 13), as the absence of a ligand
(entry 7) or the use of other ligands, such as diphosphine L5
or bipyridine L6 (entries 12 and 13), resulted in negligible
yields or reversed regioselectivity. A lower loading of L1 led to
inferior performance (entry 8). Notably, the substituent on the
central pyridine ring of the terpyridyl ligand significantly
influenced both yield and regioselectivity (entries 9−11). For
instance, the use of p-chloro-substituted terpyridine L3 failed
to afford the α-alkenylboronate (entry 10). These results
revealed the importance of an electronically adjusted terpyridyl
framework for this regioselective catalytic hydroboration.
2.2. Reaction Scope

With the optimized conditions in hand, we evaluated the
generality of this transformation as illustrated in Scheme 2. An
array of simple alkyl- and cycloalkyl-substituted terminal
alkynes smoothly underwent the catalytic hydroboration with
excellent Markovnikov selectivity (regioisomeric ratio, 2:3, up
to rr >99:1) to furnish α-alkenylboronates (2a−2f) in isolated

Scheme 1. Challenges in Nickel-Catalyzed Hydrofunctionalization
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yields of 71−83%. This protocol was also suitable for a gram-
scale synthesis giving 2a in 70% isolated yield (see the SI,
Section III, for the detailed procedure). A broad range of
functional groups, including chloro (2g, 2h), cyano (2i) and
ester (2j, 2k) groups, remained intact. Phthalimide (2l, 2m),
silyl ether (2n) and sulfonate ester (2o) groups were also
compatible with this protocol. Remarkably, this method could
be expanded to an array of silyl-substituted alkynes to furnish
gem-borylsilyl alkenes (2p−2t) with exclusive Markovnikov
selectivity in good isolated yields.

We further explored the reaction scope by using aryl-
substituted alkynes. Remarkably, α-alkenylboronates were
exclusively obtained regardless of the aryl substitution pattern.
Methyl (2u), methoxy (2v), bromo (2w), fluoro (2x),
trifluoromethyl (2y), trifluoromethoxy (2z), ester (2aa),
cyano (2ab), and methylthio (2ac) groups in ortho position
were tolerated and gave the corresponding products in
moderate to good yields. Phenyl-substituted alkynes lacking
ortho substituents gave further-hydrogenated side products 4
(Scheme S2); thus HBpin was used as the limiting reactant in
these cases (2ad−2ak). Di- and trisubstituted aryl alkynes
afforded 2al−2an in 85−90% isolated yields. Heteroaromatic
substrates, including 3-ethynylpyridine and Boc- or Me-
protected 3-ethynylindoles, underwent the reaction to furnish
the corresponding α-alkenylboronates (2ao−2aq). Naphthyl-,
phenanthryl-, and pyrenyl-substituted alkynes were suitable for
this catalytic hydroboration (2ar−2at), as well. While 2 could
be isolated in all cases, except for 2z and 2ab, quantification of

4 was not feasible for every substrate due to signal overlap in
the NMR spectra, and isolation of 3 and 4 was further limited
by purification difficulties.

To evaluate the synthetic utility of this hydroboration, we
leveraged the structural features of 1,1-borylsilylalkenes, which
offer the potential for orthogonal functionalization at two
distinct metalloid moieties, thereby enabling access to a variety
of 1,1-difunctionalized olefins. As a representative example,
bexarotene (Targretin), an anticancer drug, was synthesized via
sequential cross-coupling reactions (Scheme 3A). In addition,
one-pot modification of the substituted propargylamine known
as pargyline through catalytic hydroboration and subsequent
arylation was demonstrated (Scheme 3B).
2.3. Initial Mechanistic Studies

Having explored the efficacy of the Markovnikov-selective
catalytic hydroboration reaction, we shifted our attention to
the identification of the active catalytic species. Given the
reductive conditions of this reaction system, we surmised that
low-valent Ni species, including formal NiI complexes, or
organic radical species may be involved as intermediates. To
investigate the presence of organic radical intermediates, the
catalytic reaction was conducted in the presence of 1,1-
diphenylethylene, a commonly used radical inhibitor,46−49 and
the reaction proceeded smoothly (78%, Scheme 4A). By
contrast, the use of TEMPO completely shut down the
catalytic reaction, albeit TEMPO adducts, such as an alkenyl-
TEMPO adduct (SI, Figure S1), were not detected. It is
possible that TEMPO deactivated the active Ni catalyst,7,50−52

presumably a reduced Ni species, such as a NiI, NiII(L•−), or
Ni0 species. Moreover, given that substrate 1d, bearing a
cyclopropyl group frequently used as a radical probe, smoothly
afforded 2d as the major product without ring opening, these
observations are inconsistent with a radical-mediated pathway.

Based on these observations and our use of the precatalyst
Ni(dpm)2/L1 under reducing conditions (HBpin), we
considered the formation of NiI(dpm)(L1) (5) as a possible
precursor complex and decided to evaluate its role in the
catalytic reaction. This complex could be generated by
comproportionation of Ni(dpm)2 and Ni(cod)2 in the
presence of L1 (see Section 2.4 for the characterization of
this complex). When 5, generated in situ, was used in place of
Ni(dpm)2 in the catalytic hydroboration reaction of 1a
(Scheme 4B), 2a was obtained in a yield indistinguishable
from that under standard conditions (77%, isolated yield).
2.4. Characterization and Reactions of Catalytic Ni
Intermediates

Encouraged by the high catalytic activity of 5, we set out to
investigate the presence of formal NiI complexes in the
catalytic reaction by EPR spectroscopy. To establish a suitable
time frame for this purpose, we monitored the conversion of
alkyne 1a into alkenylboronate 2a using 1H NMR spectroscopy
(SI, Figure S2). At t = 30 min, the reaction had progressed
substantially but had not yet been completed. Thus, this time
was deemed appropriate for the detection of reaction
intermediates.

The EPR spectrum of a sample obtained from the standard
reaction mixture (reaction I, 30 min) revealed two distinct
resonance signals with g-factors of 2.198 and 1.9998 (Figure 1,
black line). The g = 2.198 signal was assigned to NiI(dpm)-
(L1) (5) based on comparison with the EPR spectrum of a
sample of 5 obtained from the comproportionation reaction
(Scheme 4B), showing a resonance signal with identical

Table 1. Optimization of Reaction Conditionsa

entry deviation from standard conditions yield of 2a (%) rr (2a:3a)

1 none 81 (77) 95:5
2 w/o Ni(dpm)2 <1 -
3 Ni(acac)2 instead of Ni(dpm)2 62 92:8
4 Ni(cod)2 instead of Ni(dpm)2 52 96:4
5 w/o NiCl2·dme 51 86:14
6b NH4Cl instead of NiCl2·dme 76 96:4
7 w/o L1 <1 -
8 6 mol % of L1 47 89:11
9 L2 instead of L1 27 73:27
10 L3 instead of L1 n.d. -
11 L4 instead of L1 61 94:6
12 L5 instead of L1 7 <1:99
13 L6 instead of L1 n.d. -
aStandard conditions: 1a (0.40 mmol), HBpin (0.48 mmol, 1.2
equiv), Ni(dpm)2 (5 mol %), L1 (9 mol %), NiCl2·dme (1 mol %) in
THF (2 mL) at 60 °C for 2 h under an N2 atmosphere. dpm =
dipivaloylmethanate or 2,2,6,6-tetramethyl-3,5-heptanedionate, dme =
1,2-dimethoxyethane. Yield and regioisomeric ratio (rr) were
determined by 1H NMR analysis using TMSPh as an internal
standard. TMSPh = phenyltrimethylsilane. Isolated yield is given in
parentheses. b10 mol % NH4Cl was used.
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parameters (Figure 1, blue line). A similar signal with g = 2.139
was reported for the related complex NiIBr(tpy) measured in
DMF solution at room temperature.53 This complex was
synthesized in the same manner as 5 and characterized
crystallographically. By contrast, Ni(CH3)(tpy) was charac-
terized by a signal at g = 2.021 (THF, room temperature),
which was attributed to a NiII-ligand-radical species.54 Thus,
the g-factor and peak-to-peak separation found here for 5

indicate that the unpaired electron spin density resides to a
significant extent in a metal-based orbital. Depending on the
bonding mode of the anionic dpm− ligand, i.e., monodentate
or bidentate, the Ni center may be either four-coordinate or
five-coordinate and the complex either a 17-electron or a 19-
electron species. Quantitation of 5 generated by compropor-
tionation revealed that the accumulation of this complex was
93% under these conditions (SI, Section VII). Interestingly,

Scheme 2. Substrate Scope of Markovnikov-Selective Hydroboration Reactionsa

aStandard conditions: 1 (0.40 mmol), HBpin (0.48 mmol, 1.2 equiv), Ni(dpm)2 (3 or 5 mol %), L1 (9 mol %), NiCl2·dme (1 mol %) in THF (2
mL) at 60 °C for 2 h under an N2 atmosphere. Yields of 2 and regioisomeric ratios (2:3) were determined by 1H NMR analysis of the crude
products using TMSPh as an internal standard. Isolated yields of 2 are given in parentheses. Phth = phthaloyl, TBS = t-butyldimethylsilyl, Ms =
mesyl or methanesulfonyl, TMS = trimethylsilyl, TES = triethylsilyl. bReaction conditions: 1 (0.60 mmol), HBpin (0.40 mmol), Ni(dpm)2 (3 or 5
mol %), L1 (9 mol %), NiCl2·dme (1 mol %) in THF (2 mL) at 60 °C for 2 h under an N2 atmosphere. cInseparable mixture, the ratio of 2:4 was
determined by 1H NMR analysis (SI, Section IV).
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the EPR spectrum of a sample of the catalytic hydroboration of
1a using 5 formed in situ (Scheme 4B, t = 30 min) showed the
same resonance signals as those found for reaction I but with
greater intensities (SI, Figure S4, reaction II).

The formulation of 5 was corroborated by high-resolution
mass spectrometry (HRMS). The mass spectrum of a sample
of 5 obtained from the comproportionation reaction showed
two peaks with the masses and isotope distribution patterns
expected for [NiII(dpm)(L1)]+ and [NiI(L1)]+ (m/z = 626
and 443). These peaks are related to 5 by one-electron
oxidation and loss of the dpm− anion, respectively (SI, Figures
S10 and S11). The substantially different intensities of these
two features suggest that one-electron oxidation of 5 is more
facile than dpm− ligand dissociation (Figure S9).

For further investigation into the origin of the second EPR
signal at g = 1.9998 (6), we carried out reaction I with different
concentrations of alkyne 1a. The EPR spectra of samples of
these reactions revealed changes in the intensities of both
resonance signals (Figure 2). When the concentration of 1a

was increased from 1 to 20 to 40 equiv w.r.t. Ni(dpm)2, the
signal intensity of 5 decreased, whereas that of 6 increased.

Suspecting that 6 could be a Ni complex derived from the
alkyne substrate, we investigated reaction I with different
alkynes to probe whether the identity of the alkyne employed
affected the signal of 6. In addition to 1a, we used 1d, 1p, and
1ad, representing cycloalkyl-, silyl-, and aryl-substituted
alkynes. Indeed, while the spectra of each of these reactions
exhibit the same pattern featuring the two resonance signals of
5 and 6, a small shift could be discerned in the g-factor of 6
(SI, Figures S6 and S7 and Table S6). To determine the g-
factors of these complexes with sufficiently high precision, the
spectra were measured after calibration with a reference
standard having a signal in this region (SI, Section VII).

Scheme 3. Synthetic Utility of Markovnikov-Selective
Hydroboration

Scheme 4. Preliminary Mechanistic Investigation

Figure 1. EPR spectra (X-band, 293 K) of a sample from the catalytic
hydroboration of 1a under standard conditions (reaction I, black line)
and a sample of 5 generated by comproportionation (THF, 10 mM
Ni, blue line). The small signal at g = 2.0003 in the spectrum of 5 was
attributed to an impurity (SI, Figure S3).

Figure 2. EPR spectra (X-band, 293 K) of samples from the catalytic
hydroboration under standard conditions (reaction I) using varying
amounts of alkyne 1a: 1 equiv w.r.t. Ni(dpm)2 (blue line), 20 equiv
(black line), and 40 equiv (brown line). Inset: expanded view of the g
= 2.2 region.
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In addition, the high-resolution mass spectra of these
reaction mixtures each showed a peak having the mass and
isotope distribution pattern expected for the respective
[NiII(alkenyl)(L1)]+ ion (SI, Figures S12−S15). These ions
could have arisen from one-electron oxidation of the
corresponding Ni(alkenyl)(L1) complexes. Thus, the second
resonance signal observed in each of the EPR spectra was
assigned to Ni(dodecenyl)(L1) (6a), Ni(cyclopropylvinyl)-
(L1) (6d), Ni(trimethylsilylvinyl)(L1) (6p), or Ni(styryl)-
(L1) (6ad), respectively. Given that the major or exclusive
products in the catalytic reactions are the α-alkenylboronates,
the alkenyl complexes 6 may predominantly be the α
regioisomers.

The electronic structure of alkenyl complexes 6 may be
interpreted by a combination of a NiI and a NiII-ligand-radical
configuration. While the resonance signals of 6, having a peak-
to-peak separation of 10−13 G, are broader than those of
typical organic radicals, they are much narrower than the signal
of 5. Thus, the spectral parameters of 6 may suggest a
dominant contribution from a NiII-ligand-radical configuration,
presumably with significant Ni(3d) − L(π*) mixing.

To confirm our assignment of 6, we sought to generate one
such complex independently. Because the corresponding
Grignard reagent of 1ad, α-styrylmagnesium bromide, is
known, we pursued the preparation of 6ad from 5 by
transmetalation (Scheme 5A). Upon addition of 1.0 equiv of

the Grignard reagent in THF (SI, Section VI.D) to a solution
of 5, the dark blue solution immediately turned dark green.
The EPR spectrum of a sample of the reaction mixture at t = 3
min showed only the signal at g = 1.9996 (Figure 3, green
line). This g-factor is indeed the same as the one observed for
the standard reaction mixture prepared using 1ad (t = 30 min).
The signal of 5 was not observed. Quantitation of 6ad
generated in this manner revealed an accumulation of 72% (SI,
Section VII). Furthermore, the presence of 6ad in this reaction
mixture was confirmed by HRMS, showing the same feature
and m/z value as found for reaction I using 1ad.

We then tested whether independently generated 6ad can
react with HBpin to release 2ad. Reaction of 6ad (t = 3 min)
with 4 equiv of HBpin at room temperature (t = 10 min)
afforded 0.71 equiv of 2ad w.r.t. Ni, while no formation of 3ad
was observed (Scheme 5B and SI, Section VI.E). Thus, the
reaction of 6ad with HBpin can stoichiometrically provide the
branched product. Moreover, given that only 2ad was observed
and no 3ad, alkenylnickel complex 6ad is presumably the α

regioisomer. The Ni product in this reaction step may then be
a hydridonickel complex, such as NiH(L1) (SI, Scheme S6).
2.5. Proposed Mechanism
Collectively, our investigations show that NiI(dpm)(L1) (5)
and Ni(α-alkenyl)(L1) (6) are intermediates in this catalysis,
while 5 and 6ad were also characterized independently in
stoichiometric reactions. On this basis, we hypothesized that
during catalysis 5 reacts with HBpin and generates a nickel
hydride complex, NiIH(L1), which adds to the alkyne and
generates 6 (Scheme 6A). Based on this hypothesis, we
performed deuterium-labeling experiments (Scheme 6B) to
elucidate the formation pathway of the desired compound,
with the alternate use of deuterium sources (i.e., 1c-d/HBpin
and 1c/DBpin). The hydroboration of deuterium-labeled
alkyne 1c-d with HBpin under standard conditions gave (Z)-
2c-d with 85% incorporation of D, as determined by 1H NMR
analysis. Conversely, the reaction of 1c with DBpin (ca. 95
atom % D) led to (E)-2c-d with 85% incorporation of D. The
isolation of these labeled syn addition products demonstrates
that HBpin is the major hydride source and that it adds
predominantly syn to the alkyne to afford the branched
product. This experimental outcome is distinct from the H/D
scrambling pathways previously reported for cobalt-catalyzed
hydroboration reactions, where such scrambling was attributed
to reversible Co−H-based alkyne insertion/β-hydrogen
elimination events or to an Ojima−Crabtree-type rearrange-
ment.42,43 Combined with the observation of 5 and 6 by EPR
spectroscopy, the results of the deuterium labeling experiments
are consistent with the formation of NiIH(L1), which may
undergo syn-selective hydronickelation of the alkyne to form α-
alkenylnickel 6 (Scheme 6A).

Based on our experimental findings, a plausible mechanism
for the nickel-catalyzed Markovnikov-selective hydroboration
is proposed in Scheme 6C. The reaction of precatalyst
Ni(dpm)2/L1 and HBpin affords the precursor complex 5,
which further reacts with HBpin to generate NiIH(L1) (A).
Addition of A to terminal alkyne 1 gives π complex B.
Subsequent migratory insertion of the terminal alkyne affords
(α-alkenyl)nickel complex 6. This intermediate, in turn,
undergoes σ-bond metathesis with HBpin via the generation

Scheme 5. Generation and Stoichiometric Reaction of
Ni(styryl)(L1) (6ad)

Figure 3. EPR spectra (X-band, 293 K) of a sample from the catalytic
hydroboration of 1ad under standard conditions (reaction I, brown
line), a sample of 6ad generated by transmetalation (THF, 10 mM Ni,
green line), and a sample of 5 generated by comproportionation
(THF, 10 mM Ni, blue line).
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of σ complex C to produce α-alkenylboronate 2 and regenerate
A. Although the role of the additive, NiCl2·dme or NH4Cl, is
not clear at this stage of our investigation, it is conceivable that
chloride affects the formation or stability of one of the Ni
intermediates A, B or 6.
2.6. Origin of Markovnikov Selectivity
To gain insight into the unconventional regioselectivity
observed in this hydroboration, natural bond orbital (NBO)
charges were calculated to compare the charge distribution
across the C(sp)−C(sp) triple bond of the alkyne
quantitatively (Table 2A) and to evaluate the possible
influence of substrate electronics on the regioselectivity. For
substrate 1p, bearing an electron-donating silyl group, the
charge on C(α) was found to be more negative than that on
C(β). This charge difference could direct hydronickelation in a

Markovnikov-selective pathway through polarity alignment
with the LnNiH species, which consistently exhibits a negative
charge on the H atom and a positive charge on the Ni atom.
The formation of the α-alkenylboronate (2p) is plausible based
on this calculation and consistent with our experimental results
showing the absence of β-alkenylboronates 3 in reactions
involving silyl-substituted alkynes. For other substrates such as
1a, 1d and 1f, however, the charge on C(α) is more positive
than that on C(β), and polarity alignment between these
alkynes and LnNiH contradicts the observed Markovnikov
selectivity. These results suggest that the electronic nature of
the alkyne substrates is unlikely to be the dominant factor
governing our Markovnikov-selective hydroboration.

To assess the influence of ligand electronics on the
selectivity experimentally, we examined the hydroboration
reactions of the aforementioned representative substrates using
three electronically distinct terpyridine ligands (Table 2B).
This approach was prompted by our optimization study, which
showed that both regioselectivity and yield are considerably
influenced by the substituent in 4′-position of the ligand (see
Table 1, entries 1 and 8−10). We tested the unsubstituted
terpyridine (L2) and terpyridine ligands with an electron-
donating or an electron-withdrawing substituent installed in 4′-
position (L7 or L8).

Indeed, the electronic nature of the substituent considerably
affected both yield and regioselectivity. The ligand bearing an
electron-donating dimethylamino group (L8) led to substan-
tially reduced yields and reversed selectivity (7%, rr = 32:68,
for 1a; Table 2B), as observed across the alkynes. In sharp
contrast, an electron-withdrawing cyano-substituted terpyr-
idine ligand (L7) delivered markedly improved yields and
regioselectivity (60%, rr = 97:3, for 1a; Table 2B), comparable
to those observed with the optimized ligand, L1. These
findings indicate that the electronic nature of the ligand, and by
extension that of the catalytic intermediate, directs the
regioselectivity, rather than the simple polarity alignment
between the substrate and the LnNiH complex.

To gain more insight into the regiodetermining factors in
this unusual Markovnikov-selective hydroboration, we con-
ducted density functional theory (DFT) calculations based on
the proposed NiI catalytic pathway (Figure 4). We selected the
optimal terpyridine ligand L1 and aliphatic alkyne 1b as a
model substrate for this investigation, as it is electronically
unbiased, and because hydroboration of a series of aliphatic
terminal alkynes has previously been shown to favor anti-
Markovnikov addition.55−58 In contrast to the reported
systems, our calculations indicate that Markovnikov hydro-
nickelation (B-TS) is kinetically favored over anti-Markovni-
kov hydronickelation (B′-TS) (Figure 4A, ΔΔG‡ = 2.1 kcal/
mol), consistent with the experimental observations (rr =
96:4). The formation of alkenylnickel intermediates 6b and
6b′ is highly exergonic (ΔG = −22.5 kcal/mol and −22.8 kcal/
mol, respectively), suggesting that the reverse reaction is
unlikely and the hydronickelation is indeed the regiodetermin-
ing step.

Notably, the Markovnikov hydronickelation pathway also
features a lower-energy Ni(alkyne) intermediate (B′ vs B;
ΔΔG = 2.4 kcal/mol). This result is counterintuitive, given
that B is expected to be sterically less favored than B′. To
obtain an energy profile of the hydronickelation step for each
pathway, we performed distortion-interaction analysis (Figure
4B) as a form of energy decomposition analysis. We found that
the distortion energy term is significantly lower for the

Scheme 6. Additional Mechanistic Studies and Proposed
Reaction Mechanism
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Table 2. Investigations into Origin of Regioselectivity

aNBO charges were calculated at the uM06/6−311+G**|SDD(Ni)/SMD(THF) level of theory with geometries optimized at the uB3LYP-D3/6−
31G**|SDD(Ni) level. bYields and regioisomeric ratios were determined by 1H NMR analysis using TMSPh as an internal standard (confer Table
1).

Figure 4. DFT calculations of the hydronickelation step of the proposed catalytic cycle. (A) Energy profile calculated at the uM06/6−311+G**|
SDD(Ni)/SMD(THF) level of theory with geometries optimized at the uB3LYP-D3/6−31G**|SDD(Ni) level. (B) Distortion-interaction analysis
along the reaction coordinate, obtained by plotting the relative electronic energy (y-axis) as a function of the negative value of the distance between
the bond-forming C and H atoms (x-axis). (C) Calculated structures of B and B-TS and their NCI analysis.
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Markovnikov pathway (ΔEdist(M)) than for the anti-
Markovnikov pathway (ΔEdist(AM)), which implies that the
Markovnikov transition state requires less structural reorgan-
ization.

In line with these findings, the calculated structures of B and
B-TS both exhibit alignment of the alkyl chain of the substrate
with the central pyridine of the terpyridine ligand, and the
distances between the centroid of this pyridine ring and the
closest H atom of the alkyl chain were identified as 2.68 Å in B
and 2.72 Å in B-TS (Figure S22A). To verify whether this
alignment can arise from noncovalent interactions (NCIs), we
conducted reduced density gradient (RDG) analysis59 to
investigate attractive interactions between the central pyridine
and the C(sp3)−H moieties. Indeed, weak attractive
interactions were observed in both structures (visualized as
green regions in Figure 4C, rendered using GaussView60 and
VMD61, Figure S22). NCIs, such as these weak interactions,
have been proposed as stabilizing factors that enhance
selectivity in various catalytic systems.62−65 In our system,
the C−H···π interaction may cause the Ni(alkyne) coordina-
tion to energetically favor B over B′, while also stabilizing the
Markovnikov transition state (B-TS over B′-TS, SI, Section XI,
for further interpretation).

Overall, the unconventional Markovnikov selectivity ob-
served in this catalytic system can be attributed to the
electronic nature of the Ni intermediate tailored by
substituents of the terpyridine ligand, as supported by the
NBO analysis and the systematic experimental investigation of
the ligand effect. DFT calculations on the hydronickelation
step revealed that the structures of B and B-TS are lower in
energy than their anti-Markovnikov counterparts, and dis-
tortion-interaction and NCI analyses suggest that the
Markovnikov pathway requires less structural reorganization
due to weak attractive C−H···π interactions between the ligand
and the substrate (Figure 4).

3. CONCLUSION
In summary, we have demonstrated a Markovnikov-selective
hydroboration of terminal alkynes to afford α-alkenylboronates
under mild reaction conditions, while reversing the conven-
tional anti-Markovnikov selectivity. The catalytic protocol is
broadly applicable, exhibiting excellent Markovnikov selectivity
across alkyl-, aryl-, and silyl-substituted alkynes. The synthetic
utility of this method has been showcased through the facile
synthesis of biologically active bexarotene and the derivatiza-
tion of pargyline.

Although nickel-catalyzed hydrofunctionalization has shown
remarkable progress, direct experimental identification of
catalytically relevant nickel species remains scarce. The
frequently proposed NiI and NiII intermediates have been
debated, and most mechanistic hypotheses rely on computa-
tional chemistry in the absence of experimental evidence. In
this work, mechanistic and spectroscopic studies revealed the
formation of two formal NiI intermediates, NiI(dpm)(L1) and
Ni(α-alkenyl)(L1), which were characterized by EPR spec-
troscopy and mass spectrometry. While NiI(dpm)(L1) was
shown to be a precursor of Ni(alkenyl)(L1) under catalytic
conditions, the latter could exclusively afford the correspond-
ing α-alkenylboronate in the stoichiometric reaction with
HBpin, indicating their intermediacy in this protocol.

Deuterium labeling studies revealed syn addition of HBpin
to the terminal alkyne. This is consistent with syn hydro-
nickelation of the terminal alkyne and indicates a stabilization

mechanism distinct from that of cobalt-catalyzed systems. In
addition, the terpyridine ligands employed in this study are
readily accessible through concise synthetic sequences, in
contrast to previously reported catalytic systems that rely on
multistep ligand syntheses. A systematic investigation of ligand
substituent effects on the reactivity across the tested alkyne
substrates revealed that the regioselectivity and yield are
primarily dominated by electronic properties of the ligand.
Computational studies further suggested that noncovalent
interactions between the substrate and the terpyridine ligand
can contribute to the stabilization of the transition state along
the Markovnikov-selective pathway. We anticipate that our
method, together with the mechanistic insights on reduced Ni
intermediates, will not only offer mild and efficient access to α-
alkenylboronates but also expand the understanding of NiH-
catalyzed hydrofunctionalization reactions.

■ METHODS

General Procedure for Markovnikov-Selective
Hydroboration of Alkyne Substrates
In an N2-filled glovebox, a 4 mL screw-cap vial containing a magnetic
stir bar was charged with Ni(dpm)2 (8.5 mg, 0.020 mmol, 5 mol %),
L1 (14 mg, 0.036 mmol, 9 mol %), NiCl2·dme (0.9 mg, 0.004 mmol,
1 mol %), anhydrous THF (2.0 mL) and alkyne 1 (0.40 mmol, 1.0
equiv). The reaction mixture was stirred at rt for 1 min. Then, HBpin
(70 μL, 62 mg, 0.48 mmol, 1.2 equiv) was added to the vial. After
being sealed, the vial was taken out of the glovebox and the mixture
was stirred at 60 °C for 2 h. The mixture was diluted with Et2O,
filtered through a syringe filter and the filtrate was concentrated in
vacuo. The residue was purified by flash column chromatography on
silica or by using a Biotage Isolera purification system to afford the
corresponding α-alkenylboronate (see the Supporting Information for
more details).
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