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Chemodivergent, Regio- and Enantioselective Cycloaddition
Reactions between 1,3-Dienes and Alkynes
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Abstract: Alkynes and 1,3-dienes are among the most
readily available precursors for organic synthesis. We
report two distinctly different, catalyst-dependent,
modes of regio- and enantioselective cycloaddition
reactions between these classes of compounds providing
rapid access to highly functionalized 1,4-cyclohexadienes
or cyclobutenes from the same precursors. Complexes of
an earth abundant metal, cobalt, with several commer-
cially available chiral bisphosphine ligands with narrow
bite angles catalyze [4+2]-cycloadditions between a 1,3-
diene and an alkyne giving a cyclohexa-1,4-diene in
excellent chemo-, regio- and enantioselectivities. In
sharp contrast, complex of a finely tuned phosphino-
oxazoline ligand promotes unique [2+2]-cycloaddition
between the alkyne and the terminal double bond of the
diene giving a highly functionalized cyclobutene in
excellent regio- and enantioselectivities.

Introduction

1,3-Dienes and alkynes are among the most readily available
starting materials for organic synthesis, and many of them
are marketed as feedstock materials for chemical
industry.[1–7] Chemo-, regio- and, especially, enantioselective
union of such abundantly available precursors would
provide quick access to valuable intermediates for synthesis
of compounds of interest to medicinal, agricultural and
materials applications, thus adding to our repertoire of
environmentally benign processes, especially if reactions are
promoted by catalysts derived from earth-abundant metals.
For reactions between a 1,3-dienes and alkynes, two types of
very powerful cycloaddition reactions, a [2+2]-[8–10] or a
[4+2]-[11–13] cycloaddition can be envisioned. These reactions
have attracted significant attention because of their ability
to forge multiple carbon-carbon bonds in a highly selective

and often predictable fashion with minimal waste gener-
ation. However, in the realm of alkyne chemistry the full
potential of neither of these cycloaddition reactions have
been realized. Even though there are examples of metal-
catalyzed [2+2]-cycloadditions of alkynes,[10b–g] none of these
involve a 1,3-diene reacting chemoselectively as a 2-π-
component with an alkyne to give a highly functionalized
cyclobutene product with a chiral center bearing an alkenyl
group, one of the most useful latent functionalities for
further synthetic operations (Figure 1B). As for a chemo-
selective [4+2]-cycloaddition between an acyclic 1,3-diene
reacting as a 4-π-component and an alkyne dienophile, most
known enantioselective reactions use cyclic dienes.[14–16]

There is one notable exception in a metal catalyzed cyclo-
addition, that of a single dienophile, dimethyl acetylenedi-
carboxylate, which gives useful levels of enantioselectivity
(Figure 1A).[17] In addition to the limited scope of the
dienophile, this reaction uses 10 mol% of prohibitively
expensive[18] catalyst, [(norbornadiene)2Rh]+[BF4]

� (�9
turnovers) and 20 mol% of AgSbF6. The best enantioselec-
tivity to date for a related cobalt-catalyzed [4+2]-cyclo-
addition reaction, which was originally discovered by Hilt in
2001,[19] is an only 71% ee,[20] providing a challenging
opportunity to develop this venerable reaction using an
earth-abundant metal.

In our search for new applications of the iron-triad
metals (Fe, Co, Ni) in organic synthesis, we have recently
demonstrated that cationic CoI complexes[18] of various
bisphosphine and phosphino-oxazoline ligands catalyze a
number of broadly applicable enantioselective reactions of
1,3-dienes where exquisite control of regio- and enantiose-
lectivities can be realized by the choice of ligands and
reaction conditions.[21] These include heterodimerization of
dienes with feedstocks such as ethylene,[22] methyl
acrylate,[23] and common aldehydes.[24] We recently reported
that highly enantioselective hydroboration of prochiral 1,3-
dienes with H-BPin can also be effected using similar
catalysts in a regiodivergent fashion with boron entering the
C1 or C4 of the diene depending on the catalyst.[25,26] No
such chemo-/regio- divergent processes are known among
the cycloaddition reactions of 1,3-dienes.[27]

We wondered if we could achieve such divergent
reactivity in reactions between 1,3-dienes and alkynes, for
example, via [2+2] versus [4+2] cycloadditions, and, at the
same time retain high yield, regioselectivity and enantiose-
lectivity by appropriate fine-tuning of the catalyst. Indeed,
these expectations have been borne out, and in this paper,
we report applications of cationic cobalt(I) complexes for
chemodivergent, regio- and enantioselective selective [4+2]

[*] D. Singh, Prof. Dr. T. V. RajanBabu
Department of Chemistry and Biochemistry,
The Ohio State University
100 West 18th Avenue, Columbus, OH-43210 (USA)
E-mail: rajanbabu.1@osu.edu

© 2022 The Authors. Angewandte Chemie published by Wiley-VCH
GmbH. This is an open access article under the terms of the
Creative Commons Attribution Non-Commercial NoDerivs License,
which permits use and distribution in any medium, provided the
original work is properly cited, the use is non-commercial and no
modifications or adaptations are made.

Angewandte
ChemieForschungsartikel
www.angewandte.org

Zitierweise:
Internationale Ausgabe: doi.org/10.1002/anie.202216000
Deutsche Ausgabe: doi.org/10.1002/ange.202216000

Angew. Chem. 2023, e202216000 (1 of 10) © 2022 The Authors. Angewandte Chemie published by Wiley-VCH GmbH

 15213757, 0, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1002/ange.202216000, W

iley O
nline Library on [18/01/2023]. See the Term

s and C
onditions (https://onlinelibrary.w

iley.com
/term

s-and-conditions) on W
iley O

nline Library for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons License

http://orcid.org/0000-0002-0080-0644
http://orcid.org/0000-0001-8515-3740
https://doi.org/10.1002/anie.202216000
https://doi.org/10.1002/ange.202216000
http://crossmark.crossref.org/dialog/?doi=10.1002%2Fange.202216000&domain=pdf&date_stamp=2023-01-16


and [2+2] cycloadditions between a broad range 1,3-dienes
and functionalized alkynes (Figure 1B).[28] The products of
these reactions, 1,4-cyclohexadienes, cyclobutanes and cyclo-
butenes are very common structural motifs in many bio-
logically relevant compounds including natural
products.[9,29,30]

Results and Discussion

Our studies started with an examination of the reaction
between a prototypical 1,3-diene, (E)-1,3-nonadiene, and
various alkynes, under conditions known to generate a
cationic [(L)CoI]+ species.[23] Initial attempts to affect the
reaction between unactivated internal alkynes and typical
1,3-dienes led to unacceptable mixtures of products. Keep-
ing in mind that electronically different partners might be
more suitable for this reaction that presumably proceed
through an oxidative dimerization mechanism (vide infra),
for further optimization studies, we turned to an activated
alkyne, methyl hex-2-ynoate (2a) for reactions with a
relatively electron-rich (E)-1,3-nonadiene [See Eq. in Table
1].

In initial optimization studies we examined the effect of
ligands, counter ions, and solvents on this reaction (see
Supporting Information for details, p. S12–S17), which
produced varying amounts of [4+2]- and [2+2]-cycloaddi-
tion products (3a and 4a) depending on the ligand and
reaction conditions. The most salient results from these
studies on the ligand effects are shown in Table 1.

Identification of Ligands for Chemodivergent [4+2]- or [2+2]-
Cycloadditions between 1,3-Dienes and Alkynes

Initially we examined two types of cobalt complexes that
were previously found to be useful in C�C and C�B bond-
forming reactions, chelating bisphosphines possessing differ-
ent bite angles, and easily tunable 2-[(2-dialkyl or 2-
diaryl)phosphinoaryloxazolines (PHOX) ligands (Table 1,
see also Supporting Information p. S15–S16). In Table 1, the
bisphosphine ligands are arranged approximately in order of
increasing natural bite angle.[31,32] As shown in entries 1–6
the proportion of the [4+2]-adduct 3a steadily diminishes as
the bite angle of the ligand is increased. Ligands with the
smallest bite angles DPPM, DPPP, and BINAP having the
angles below 93° (entries 1–3) gave almost exclusively the

Figure 1. A) Best reported inter-molecular enantioselective [4+2]-cycloadditions between 1,3-dienes and alkynes use expensive Rh-catalyst and has
limited substrate scope. B) Finely tuned cobalt catalysts promote two distinct modes of highly regio- and enantioselective cycloadditions between
1,3-dienes and alkynes. For the structures of ligands see, Figures 2 and 3.
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Diels–Alder product, whereas ligands DPPB and DPPF with
bite angles 94° and 99° gave a mixture of [4+2]- and [2+2]-
adducts (entries 4 and 5). DIOP, another ligand with a
relatively large bite angle (98°) gave exclusively the [2+2]-
cycloaddition product 4a (entry 6). Complexes of other
ligands with even larger bite angles (DPPPent, DPEPhos,
Xantphos and BISBI, entries 7–10) altogether failed to
affect the reaction. Differing compositions of the [4+2] and
[2+2]-products within ligands of a narrow bite angle, for
example, entries 3 and 4 [BINAP (93°), DPPB (94°)] and
entries 5 and 6 [DPPF (99°), DIOP (98°)], suggest that
although bite angle can be used as an approximate measure,
it alone does not totally control the reactivity or selectivity
of these reactions.

Selectivities of the phosphino-oxazoline complexes are
less predictable, yet preparatively useful, with the parent 2-
(2-diphenylphosphino)phenyloxazoline ligand (L1a, Fig-
ure 2) with no substituent in the 3- or 4-position of the
oxazoline giving [4+2]-adduct as the major product (en-
try 11). Substitution at the 3-position of the oxazoline with
an aryl group (ligands L1b, L2, L3, Figure 2) brings about
notable changes in the regioselectivity of the reaction: the 2-
diphenylphosphinophenyl oxazoline derivative (L1b) gave
1 :2 mixture of [4+2] and [2+2] adducts (entry 12), while L2
with a larger P-aromatic gave �1 :5 mixture of the two
adducts with the [2+2]-adduct as the major product (en-
try 13) with er of 80 :20. The corresponding 2-dicyclohex-
ylphenyl-3-phenyl oxazoline (L3) gave exclusively [2+2]-
cycloadduct with no trace of the [4+2]-adduct (entry 14).
But the [2+2] adduct was formed with only an er of 54 :46.
However, upon changing the substitution at the 3-position

of the oxazoline from an aryl group to t-butyl group (L4)
drastically increased the enantioselectivity, giving an er of
98 :2 (entry 15). The unpredictability of substituent effects is
attested by a related ligand L5, which gave high chemo-
selectivity, but low er (entry 16, Table 1). Finally, it was
noted that the flexibility of tuning in the PHOX-system
enabled the discovery of ligand L4 that gives exceptionally
high er’s in 10 products (er >95 :5, vide infra, Table 3,
column 8).

The preparative value of the remarkable ligand effects
across two well-known classes notwithstanding, a satisfac-
tory rationalization of the variation of chemoselectivities
should wait our on-going mechanistic and computational
studies (vide infra). While the results with bisphosphines
indicate some dependance on the bite-angle of the ligand,
no such relation exists in the PHOX series.

Enantioselective [4+2]-Cycloadditions

Having identified small bite-angle as a key feature of
possible ligands for the control of regioselectivity of the
cycloaddition, we turned to optimization of enantioselectiv-
ity in the Diels–Alder reaction. The results of [4+2]-cyclo-
addition reactions conducted under the optimized conditions
[Eq. in Table 1] using selected chiral ligands are shown in
Table 2. A more complete list of ligands that we examined is
included in the Supporting Information as well as in Figure 3
(Table ST2, p. S15–S16).

As can be seen in Table 2, chiral chelating bisphosphines
with relatively small bite angle (<93°) are the best ligands
for the formation of the Diels–Alder product. For consid-
eration of the bite angles we have used the (P�P)CoBr2
complexes, for which we have complete data, from either
the literature or from our own work (Supporting Informa-
tion, Table ST5, p. S19–S20). Thus, the cobalt(II)-complex

Figure 2. Structures of selected ligands used for optimization of [4+2]-
and [2+2]-cycloadditions between 1,3-dienes and alkynes. See Support-
ing Information (p. S16) for a more complete list.

Figure 3. Partial list of chiral ligands explored for enantioselective
[4+2]-cycloadditions of 1,3-dienes and alkynes. See Supporting
Information for a more complete list (Figure SF4, p. S16).
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of (S,S)-BDPP,[33] a chiral analog of DPPP, gave good yields
of the expected product 3a as a single regioisomer, albeit
with only low enantioselectivity (entry 1). 2,2’-Diarylphos-
phino-1,1’-biaryls, including (R)-BINAP and its analog (R)-
p-tol-BINAP (entries 2 and 3) are also good ligands for the
[4+2]-addition, but giving unacceptably low enantioselectiv-
ities. (R,R)-iPr-Duphos, a ligand that was found to give
excellent enantioselectivities in other low-valent Co-medi-
ated reactions including hydroacylation reactions of 1,3-

dienes[24] also failed to give useful level of enantioselectivity
(entry 4). Entries 5–7 show 3 commercially available ligands
(QuinoxP*, DuanPhos and BenzP*) that gave very good to
excellent enantioselectivities for the test reaction. Among
the three ligands, BenzP* gave the best overall yield and
enantioselectivity and this ligand was chosen for further
optimization and expansion of the scope of this reaction.

It was quickly established that methylene chloride was
the solvent of choice and as an activator NaBARF was

Table 1: Cobalt-catalyzed reactions between (E)-1,3-nonadiene and methyl hex-2-ynoate. Optimization of ligands for [4+2]- and [2+2]-
cycloadditions.[a]

Entry Ligand[b] Bite angle[c] Conv.[d] 3a [%] 4a [%] Others

Bisphosphine ligands

1 DPPM 73 89 76 – 34
2 DPPP 91 100 74 – 36
3 (R)-BINAP 93 100 91 – 9
4 DPPB 94 100 63 37 –
5 DPPF 99 100 65 35 –
6 (S,S)-DIOP 98 100 – 95 –
7 DPPPent –[c] 5 – – sm
8 DPEPhos 104 0 – – sm
9 XantPhos 108 5 – – sm
10 BISBI 122 0 – – sm

Phosphino-oxazoline ligands

11 PHOX L1a – 82 89 – 11
12 Ph-PHOX L1b[e] – 100 30 60 10
13 Bis-CF3-Ph-PHOX L2 – 100 16 84[f] –
14 Cy2P-Ph-PHOX L3 – 100 – 93[g] –
15 (R)-t-Bu-PHOX L4 – 100 38 50[h] 12
16 (S)-t-Bu-PCy2 -PHOX L5 – 100 9 91[i] –

[a] See Equation above and Supporting Information (p. S9) for details of the procedures. [b] See Figure 2 for structures of the ligands. For a more
complete list see Supporting Information, Figure SF4. p. S16. [c] From ref. [32]. Bite angle is not reported for DPPPent (entry 7) but is expected to
be higher than that of DPPB. [d] Determined by GC. [e] CoCl2 complex. [f ] er for [2+2] product=80 :20. [g] er for [2+2]=54 :46. [h] er for [2+2]
adduct=98 :2. [i] er for [2+2]=59 :41. sm: starting material.

Table 2: Enantioselective [4+2]-cycloaddition reaction of 1,3-diene and alkyne.[a]

Entry Ligand[b] Bite angle in LCoBr2
[c] Conv.[d] 3a [%] Others [%][d] Er 3a[d]

1 (S,S)-BDPP 97 98 98 2 63 :37
2 (R)-BINAP 93 100 91 9 77 :23
3 (R)-p-tol-BINAP – 100 100 – 80 :20
4 (R,R)-iPr-Duphos 88 100 92 8 68 :32
5 (R,R)-QuinoxP* 91 100 92 8 93 :7
6 (1R,1’R,2S,2’S)-DuanPhos 88 90[e] 93 7 95 :5
7 (R,R)-BenzP* 86 100 90 10 95 :5

[a] See Eq. in Table 1 and Supporting Information for typical procedure (Supporting Information, p. S9–S10). [b] See Figure 3 for structures of the
ligands. [c] Calculated from solid-state structures of the CoII complexes, see Supporting Information. p. S19–S20. [d] Determined by GC. [e] In
24 h. The major side-product is a trimer of the alkyne (Supporting Information, p. S60, 2aa). No regioisomer of 3a was detected.
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superior to other activators like ZnI2, AgSbF6 and InBr3
(Supporting Information Table ST3, p. S17). We have since
found that most reactions can be carried out with as little as
5 mol% zinc. The reactivity and selectivities are not
drastically affected in the prototypical reaction shown in

Figure 4 with the test substrates and ligands DPPP and
(R,R)-BenzP* (Scheme 1, See Supporting Information Ta-
ble ST4, p. S17).

We have also established that cationic cobalt(I) is crucial
for the cycloaddition reaction. A reaction carried out with

Figure 4. A) Scope of alkynes in [4+2]-cycloaddition reaction. B) Scope of 1,3-dienes in [4+2]-cycloaddition reactions. [a] Er reported on a product
in which the isolated double bond was reduced (3a’), see Supporting Information p. S10, S23. [b] Reaction was heated at 40 °C.
[c] [(R,R)BenzP*]CoBr2 (10 mol%), NaBARF (20 mol%), Zn (1 equiv.) used. [d] [(1R,2S)-DuanPhos]CoBr2 (10 mol%), NaBARF (20 mol%), Zn
(1 equiv.) used. [e] Incomplete reaction, rest starting material. [f ] 33% [2+2] product in crude GC, yield reported for isolated [4+2] product.
[g] [(R,R)-QuinoxP*]CoBr2 (5 mol%), NaBARF (10 mol%), Zn (0.5 equiv.) used. [h] Yield reported for isolated compound.
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isolated complex [(BenzP*)CoIBr]2 alone showed no sign of
Diels–Alder reactivity. However, a combination of this
complex and NaBARF gave 100% conversion to the [4+2]
product with excellent regioselectivity (Scheme 2, See exper-
imental details and GC supporting the conclusion in the
Supporting Information, p. S18).

Scope of Alkynes in [4+2]-Cycloaddition Reaction with
1,3-Dienes

The scope of the alkynes in the enantioselective Diels–
Alder reaction with (E)-1,3-nonadiene with various func-
tionalized alkynes was examined and structures of the
[4+2]-adducts formed are shown in Figure 4A. The progress
of the reaction was monitored by GC and showed no other
cycloaddition products including regioisomers of 3.[34] The
only byproduct seen in some cases was identified as arising
from the trimerization of the alkyne (Supporting Informa-
tion p. S60). Methyl and ethyl alkynoates with simple alkyl
substituents at C3-position gave the corresponding 1,4-
cyclohexadienes (3a–3d) in good yields and excellent regio-
and enantioselectivities (er>95 :5). Variations on the pro-
piolate ester include those derived from primary, secondary
and benzyl alcohols (3e–3g), all giving excellent regio- and
enantioselectivities. Acetylene dicarboxylate underwent the
reaction giving a product, 3h (er=90 :10), a compound that
had been reported in the literature.[17] Acetylenic ketones
also proved to be good substrates (3 j–3 l) giving excellent

enantioselectivities, even when the C3-alkyl substituent
carried a TBS-protected alcohol (3k). Functional group such
as an amide (3m) was also tolerated well giving the expected
product with excellent enantioselectivity (er=99 :1) and
good yield of isolated Diels–Alder product. The regioselec-
tivities in several cases were established by 2D NOESY and
the absolute configurations of the products were deduced by
comparison to 3v (Figure 4B), whose structure was deter-
mined by X-ray crystallography.[35] Also, to assess the
feasibility of this method on preparative scale, compound 3a
was synthesized on large scale (5 mmol) giving 60% isolated
yield using catalyst loading as low as 2.5 mol% (For details
see Supporting Information, p. S11).

Scope of 1,3-Dienes in [4+2]-Cycloaddition Reaction with
Functionalized Alkynes

Next, the scope of the 1,3-diene in the [4+2]-cycloaddition
with alkyl propiolate was explored and the structures of the
adducts formed are shown in Figure 4B. This reaction
showed surprisingly broad generality with alkyl, aryl as well
as heteroaryl-substituted 1,3-dienes taking part in the
reaction giving very good to excellent enantioselectivity
(er=92 :8 to >99 :1). The product of addition of 1,3-
butadiene (3n), 2,4-pentadiene (3o) and 1-cyclohexylbuta-
1,3-diene (3p) are formed in good yields with 1-cyclo-
hexylbuta-1,3-diene alone giving two regioisomeric products
in 5 :1 ratio. Cyclic diene containing an endocyclic double
bond, 1-vinylcyclohex-1-ene, gave bicyclic product (3q) in
high enantioselectivity and modest yield. We have noticed
lower yields of the product when the diene is less reactive.
Products from difficult substrates such as aromatic dienes, 1-
phenyl-1,3-butadiene (3r), 1-(4-methoxyphenyl)-1,3-buta-
diene (3s) and 1-(4-bromophenyl)-1,3-butadiene (3v) are
formed in exceptionally high enantioselectivity (>99 :1) and
good regioselectivity with minor amounts of other re-
gioisomer. The absolute configuration of the [4+2]-adduct
3v was determined from X-ray crystallographic analysis as
mentioned before. Heteroaromatic dienes, 1-(1-
furanyl)buta-1,3-diene (3 t) and 1-(1-thiophenyl)butadiene
(3u) also gave very good enantioselectivity, with 1-(1-
furanyl)buta-1,3-diene (3t) formed in 3 :1 ratio of two
regioisomers, where the major isomer was formed with an er
of 98 :2. 1-(1-Thiophenyl)butadiene gave a product 1,4-
cyclohexadiene (3u) in good yield with a better er of 92 :8
using (R,R)-QuinoxP* as compared to (R,R)-BenzP*. We
note that the aromatic dienes are the only ones that gave
any notable amounts of the regioisomers.

Chemo- Regio- and Enantioselective [2+2]-Cycloaddition.
Highly Functionalized Cyclobutenes

Intermolecular [2+2]-cycloaddition reaction between a 1,3-
diene and an alkyne to produce a highly functionalized
cyclobutene (Figure 5), to the best of our knowledge, has no
precedent in the literature. As shown in Table 1, we have
identified several ligands, among them (S,S)-DIOP and

Scheme 1. Effect of Zn loading.

Scheme 2. Role of cationic CoI complex in cycloaddition reactions.
Neutral CoI complex is an ineffective catalyst for the cycloaddition
reactions.
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modified phosphino-oxazoline ligands (Table 1, entries 6,
14) that gave almost exclusively the [2+2]-cycloaddition. For
a more extensive listing of ligands and the selectivities they
give, see Table ST2, p. S15 in the Supporting Information.

Among the ligands (S,S)-DIOP and t-Bu-PHOX (L4)
were chosen for further expansion of the scope of the
substrates. The structures of the products formed are listed
in Figure 5 with details of the selectivities shown in Table 3.
The commercially available (S,S)-DIOP ligand was found to
give good yields and the highest chemo- and regioselectivity
(>95 :1, mostly >99 :1) for the formation of the products
4a–4 t. The cyclobutenes were easily separated from the
minor side-products formed, including the [4+2]-adducts,
which were readily identified by 1H NMR. Careful NMR
studies (NOESY) of several of the adducts, and in one case,
X-ray crystallography, established regioselectivities in the
products as shown. The major enantiomer of one the [2+2]-
cycloadducts (4o) was recrystallized and analyzed by X-ray
crystallography to reveal the regioselectivity and the
absolute configuration of the major product 4o (R).[35]

Configurations of the other products were assigned by
analogy.

The scope of the alkyne (Figure 5, 4a–4k) parallels the
results of the [4+2]-cycloaddition and includes alkyl and
benzyl propiolate esters with diverse alkyl and cyclo-alkyl
substituents on the C3 carbon of the alkyne (4a–4g). In
addition, 3-aryl substituted propiolates are also tolerated
well (4h, 4 i). Alkynyl ketones undergo regioselective [2+2]
cycloaddition to (E)-1,3-nonadiene giving moderate yields
of the products (4 j, 4k). As for the scope of the dienes
(Figure 5, 4 l–4 t), those bearing alkyl (4 l), cycloalkyl (4m),
aryl (4n, 4o, 4p) and heteroaryl (4q, 4r) substituents at the
C4-position undergo this selective reaction producing the
[2+2]-product as the sole cycloadduct.

The excellent chemo- and regioselectivity in the forma-
tion of the cyclobutenes notwithstanding, the enantioselec-
tivities with the DIOP ligand were typically in the range of
only �80 :20 (er) (Table 3, column 5) in cases where we
analyzed the enantiomers on chiral stationary Phase HPLC
(4a, 4c, 4 i, 4n, 4o and 4r). In order to improve the

Figure 5. Structures of products in chemo-, regio- and enantioselective [2+2]-cycloaddition reactions between 1,3-dienes and alkynes. See Table 3
for additional details of selectivities as a function of ligands.
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unacceptable levels of enantioselectivities we turned to
easily tunable phosphinooxazoline ligands, and, found that a
t-butyl derivative ligand L4 gave excellent enantioselectiv-
ities for several carefully chosen prototypical cyclobutenes
(4a, 4d, 4e, 4 f, 4g, 4 l, 4m, 4n, 4s, 4 t). These results are
listed in Table 3 (columns 6–8). As noted in the Table under
t-Bu-PHOX, while the regio- and enantioselectivities of the
products continue to be excellent (most >95 :5), the chemo-
selectivities are some-what lower compared to the results
obtained from the (S,S)-DIOP-complex. However, it is hard
to envision a more facile approach to the highly functional-
ized, nearly enantiopure 3-alkenylcyclobutenes without
multiple steps. Besides, the discovery of the ligand effects
also set the stage for further improvements through ligand
tuning. Incidentally, a careful examination of the structures
of cyclobutenes produced (especially 4d, 4m, 4s, 4t) reveals
that sterically demanding substituents on the C3-postion of
the alkyne or at the C4 position of the diene give high
chemoselectivities (>80%), and these structural elements
could be useful for obtaining higher overall selectivities for
this exacting reaction.

Plausible Mechanisms of the Reactions

Hilt and Frenking[36] have carried out a detailed computa-
tional investigation of the cobalt-catalyzed [4+2] cyclo-
addition between 2-methylbutadiene (isoprene) and phenyl
acetylene in an attempt to explain the “para” selectivity
seen in this reaction. While the intimate details of this study
may not be applicable to the more complex substrates and

ligands involved in the present case, some general features
of the mechanism might still be applicable (Figure 6),
especially since we have been able to establish (Scheme 2,
see also: Supporting Information, p. S18) the key role of the
cationic [[(R,R)-BenzP*]Co]+ [BARF]� in these reactions
using isolated [[(R,R)-BenzP*]CoIBr]2. Accordingly, we
suggest the initial formation of [(L)CoI (diene)(alkyne)]+

complex A followed by a turn-over limiting oxidative
cyclization to form a [CoIII]-metallacycle, B. Subsequently, a
fast reductive elimination ensues with the formation of a
second bond to form a (L)CoI (1,4-diene)]+ complex (C)
from which the product is released with liberation of the
catalyst.[37] Likewise, the [2+2]-cycloaddition between an
alkyne and alkene, might be initiated by formation of a
cobaltacycle intermediate similar to D (Figure 6), formed by
an oxidative cyclization of the alkene and alkyne assisted by
the [(L)Co(I)]+ catalyst as we had previously proposed.[37] A
reductive elimination from this intermediate would provide
the cyclobutene product. The regioselectivity in the cyclo-
butene formation might have its origin in the steric repulsion
between the C3-alkyl group of the alkyne and the residual
double bond with its substituent (R1) during the C�C bond
forming steps.

In the absence of computational/modeling studies, the
origin of the remarkable ligand-dependent chemoselectiv-
ities remains speculative. It is conceivable that the relative
stabilities/reactivities of the metallacycle intermediates
formed by the oxidative dimerization process, B and D,
might be responsible for the observed selectivity. For the
chelating bisphosphines, as the bite angle of the ligand is
decreased the proportion of the [4+2]-adduct progressively

Table 3: Enantioselective [2+2]-cycloaddition reaction of 1,3-diene and alkyne.[a]

Entry [2+2]-adduct (S,S)-DIOP[b] t-Bu-PHOX (L4)[b]

Yield [%] Chemoselectivity
(% of [2+2] adduct)[c]

Enantiosel.
(er)

Yield [%] Chemoselectivity
(% of [2+2] adduct)

Enantiosel.
(er)

1 4a 90 94 79 :21 95[h] 50 98 :2
2 4b 90 83[d] nd – – –
3 4c 60 77 85 :15 – – –
4 4d 90 >99 nd >90[h] 76 95 :5
5 4e 50 90 nd 99[h] 48 98 :2
6 4 f 70 94 nd >80[h] 45 96 :4
7 4g 90 93 nd 91[h] 44 98 :2
8 4h 90 92[e] nd – – –
9 4 i 70 83[f ] 79 :21 – – –
10 4 j 43 95 nd – – –
11 4k 48 >99 nd – – –
12 4 l 91 >95 nd >90[h] 57 98 :2
13 4m 95 >96 nd >90[h] 65 98 :2
14 4n 74 >99 82 :18 nd 35 94 :6
15 4o 60 >99 75 :25 – – –
16 4p 62 >99 nd – – –
17 4q 42 >99 nd – – –
18 4r 65 >99 85 :15 – – –
19 4s 85 >99 nd 87 93 >97 :3
20 4 t 40[g] >99 nd 40[g] >99 97 :3

[a] See Figure 5. [b] Regioselectivity >95% for the isomer shown, determined by NMR. [c] rest [4+2]-adduct, and unidentified product as indicated
(footnotes [d]–[f ]). [d] 7% Unidentified. [e] 8% Unidentified. [f ] 6% Unidentified. [g] Incomplete reaction, rest starting material. [h] Yields reported
are for mixture of isomers (see Supporting Information for details). nd: not determined.
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increases (Table 1), which suggests that the cobaltacyclohep-
tadiene B becomes more important vis-à-vis cobaltacyclo-
pentene D, leading to larger amounts of [4+2]-adducts. This
observation formed the basis of our choice of chiral ligands
with low bite angles (Table 2, entries 4–7) for enantioselec-
tive versions of the [4+2]-cycloadditions. Three of these
ligands (entries 5–7, Table 2) including the most optimal
ligand (R,R)-BenzP*, gave excellent chemo- regio- and
enantioselectivities for a broad range of substrates in the
[4+2]-cycloaddition (Figure 4). As for the PHOX ligands,
the situation is much less clear. The available data suggests
that an increase in steric effects via substitution at the
phosphorus or at the C3 and C4 positions of the oxazoline
leads to increase in selectivity for the [2+2]-cycloaddition
(ligand L5, entry 16, Table 1, which confirms this hypoth-
esis), even though the effects of such substitutions on
enantioselectivity remain unpredictable.

Conclusion

We have identified ligands and reaction conditions that
promote two distinct modes of [(L)Co(I)]+-catalyzed cyclo-
additions of readily available 1,3-dienes and alkynes. Cobalt
complexes of achiral and chiral bisphosphine ligands with
relatively small bite angles (<93°) catalyze [4+2]-cyclo-
additions of 1,3-dienes and 3-alkyl- or 3-aryl-propiolate
esters and alkynyl ketones giving excellent chemo-, regio-
and enantioselectivities (er >95 :5) for the resulting cyclo-
hexa-1,4-dienes bearing a stereogenic center at the bis-allylic

position. In sharp contrast, DIOP ligand (Figure 2) pro-
motes [2+2]-cycloaddition between the terminal double
bond of the diene and the alkyne in high chemo-and
regioselectivity, but only with modest er. Delightfully, the
phosphino-oxazoline ligand, t-Bu-PHOX (L4) gave high
enantioselectivities for the [2+2]-cycloadditions. Mechanistic
and computational studies to understand the origins of these
uncommon ligand-dependent selectivities in these cyclo-
addition reactions are currently underway.

Acknowledgements

We like to thank Dr. Curtis Moore for the determination of
the solid-state structures by X-ray crystallography and Dr.
Mahesh Parsutkar for providing several cobalt complexes
for initial experiments. We thank Professor David Nagib
and Taylor Bednar for the use of a CSP HPLC. Financial
assistance for this research provided by the U.S. National
Institutes of Health (1 R35GM139545-01) and the U.S.
National Science Foundation (CHE-1900141) is gratefully
acknowledged.

Conflict of Interest

The authors declare no conflict of interest.

Figure 6. Plausible mechanisms of cycloadditions.

Angewandte
ChemieForschungsartikel

Angew. Chem. 2023, e202216000 (9 of 10) © 2022 The Authors. Angewandte Chemie published by Wiley-VCH GmbH

 15213757, 0, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1002/ange.202216000, W

iley O
nline Library on [18/01/2023]. See the Term

s and C
onditions (https://onlinelibrary.w

iley.com
/term

s-and-conditions) on W
iley O

nline Library for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons License



Data Availability Statement

The data that support the findings of this study are available
as Supporting Information of this article.

Keywords: 1,3-Dienes · Alkynes · Asymmetric Catalysis ·
Chemodivergent Reactions · Cobalt

[1] Organic Chemicals, Ullmann’s Encyclopedia of Industrial
Chemistry, Wiley-VCH, Weinheim, https://doi.org/10.1002/
14356007.

[2] H. A. Wittcoff, B. G. Reuben, J. S. Plotkin, Industrial Organic
Chemicals, 3rd ed., Wiley, Hoboken, 2 12.

[3] V. H. Rawal, S. Kozmin, Science of Synthesis, 1,3-Dienes,
Vol. 46, Thieme, Stuttgart, 2  9, pp. 1–739.

[4] a) R. Chinchilla, C. Najera, Chem. Rev. 2 14, 114, 1783–1826;
b) H. Pellissier, H. Clavier, Chem. Rev. 2 14, 114, 2775–2823;
c) J. Chen, J. Guo, Z. Lu, Chin. J. Chem. 2 18, 36, 1075–1109;
d) N. Yoshikai, Synthesis 2 19, 51, 135–145.

[5] G. L. Li, X. H. Huo, X. Y. Jiang, W. B. Zhang, Chem. Soc.
Rev. 2 2 , 49, 2060–2118.

[6] M. D. Greenhalgh, A. S. Jones, S. P. Thomas, ChemCatChem
2 15, 7, 190–222.

[7] N. Herrmann, D. Vogelsang, A. Behr, T. Seidensticker,
ChemCatChem 2 18, 10, 5342–5365.

[8] K. Parthasarathy, C.-H. Cheng in Comprehensive Organic
Synthesis, 2nd ed., Vol. 5 (Eds.: G. A. Molander, P. Knochel),
Elsevier, London, 2 14, pp. 222–272.

[9] For reviews, see: a) D. Didier, F. Reiners, Chem. Rec. 2 21, 21,
1144–1160; b) F. Secci, A. Frongia, P. P. Piras, Molecules 2 13,
18, 15541–15572; c) E. Lee-Ruff, G. Mladenova, Chem. Rev.
2  3, 103, 1449–1483.

[10] a) M. R. Fructos, A. Prieto, Tetrahedron 2 16, 72, 355–369; For
enantioselective metal catalyzed [2+2]-cycloadditions involving
alkynes, see: b) M. M. Parsutkar, V. V. Pagar, T. V. RajanBa-
bu, J. Am. Chem. Soc. 2 19, 141, 15367–15377; and references
therein c) H. Qin, J. Chen, K. Li, Z. He, Y. Zhou, B. Fan,
Chem. Asian J. 2 18, 13, 2431–2434; d) R. Kumar, E. Tamai, A.
Ohnishi, A. Nishimura, Y. Hoshimoto, M. Ohashi, S. Ogoshi,
Synthesis 2 16, 48, 2789–2794; e) B.-M. Fan, X.-J. Li, F.-Z.
Peng, H.-B. Zhang, A. S. C. Chan, Z.-H. Shao, Org. Lett. 2 1 ,
12, 304–306; f) T. Shibata, K. Takami, A. Kawachi, Org. Lett.
2  6, 8, 1343–1345; Original discovery of Co-catalysis in [2+2]-
cycloaddition reactions of alkynes, see: g) K. C. Chao, D. K.
Rayabarapu, C.-C. Wang, C.-H. Cheng, J. Org. Chem. 2  1, 66,
8804–8810.

[11] a) K. Ishihara, A. Sakakura in Comprehensive Organic Syn-
thesis, 2nd ed., Vol. 5 (Eds.: G. A. Molander, P. Knochel),
Elsevier, Oxford, 2 14, pp. 351–408; examples of intramolecu-
lar [3+2]-cycloadditions are also known b) E. Da Concepción,
I. Fernández, J. L. Mascareñas, F. López, Angew. Chem. Int.
Ed. 2 21, 60, 8182–8188; Angew. Chem. 2 21, 133, 8263–8269;
c) X. Xiao, Z.-X. Yu, Chem. Eur. J. 2 21, 27, 7176–7182.

[12] J. A. Funel, S. Abele, Angew. Chem. Int. Ed. 2 13, 52, 3822–
3863; Angew. Chem. 2 13, 125, 3912–3955.

[13] K. Ishihara, A. Sakakura in Comprehensive Chirality, Vol. 6
(Eds.: H. Yamamoto, E. M. Carreira), Elsevier, London, 2 12,
pp. 264–292.

[14] K. Ishihara, S. Kondo, H. Kurihara, H. Yamamoto, S. Ohashi,
S. Inagaki, J. Org. Chem. 1997, 62, 3026–3027.

[15] K. Ishihara, M. Fushimi, J. Am. Chem. Soc. 2  8, 130, 7532–
7533.

[16] J. N. Payette, H. Yamamoto, Angew. Chem. Int. Ed. 2  9, 48,
8060–8062; Angew. Chem. 2  9, 121, 8204–8206.

[17] R. L.-Y. Bao, J. Yin, L. Shi, L. Zheng, Org. Biomol. Chem.
2 2 , 18, 2956–2961.

[18] In bulk rhodium is priced between US $ 31000–45000 per/mol
depending on market conditions, and this does not include the
prepartion of the NBD complex, or the custom-designed
ligand. For comparison, price of cobalt is �$ 3.00. From
https://www.dailymetalprice.com/ downloaded 09-12-2022.

[19] a) G. Hilt, T. J. Korn, Tetrahedron Lett. 2  1, 42, 2783–2785;
b) G. Hilt, K. I. Smolko, Angew. Chem. Int. Ed. 2  3, 42, 2795–
2797; Angew. Chem. 2  3, 115, 2901–2903; See also: c) J.
Charpentier, F. Voirol, F. Flachsmann, S. Tanner, N. Aeberli,
G. Brunner, A. Goeke, Helv. Chim. Acta 2 2 , 103, e2000175.

[20] G. Hilt, W. Hess, K. Harms, Org. Lett. 2  6, 8, 3287–3290.
[21] S. Biswas, M. M. Parsutkar, S. M. Jing, V. V. Pagar, J. H.

Herbort, T. V. RajanBabu, Acc. Chem. Res. 2 21, 54, 4545–
4564.

[22] S. Biswas, J. P. Page, K. R. Dewese, T. V. RajanBabu, J. Am.
Chem. Soc. 2 15, 137, 14268–14271.

[23] S. M. Jing, V. Balasanthiran, V. Pagar, J. C. Gallucci, T. V.
RajanBabu, J. Am. Chem. Soc. 2 17, 139, 18034–18043.

[24] M. M. Parsutkar, T. V. RajanBabu, J. Am. Chem. Soc. 2 21,
143, 12825–12835.

[25] K. Duvvuri, K. R. Dewese, M. M. Parsutkar, S. M. Jing, M. M.
Mehta, J. C. Gallucci, T. V. RajanBabu, J. Am. Chem. Soc.
2 19, 141, 7365–7375.

[26] M. M. Parsutkar, S. Bhunia, M. Majumder, R. F. Lalisse, C. M.
Hadad, T. V. RajanBabu, (under review) J. Am. Chem. Soc.
2 23.

[27] I. P. Beletskaya, C. Nájera, M. Yus, Chem. Soc. Rev. 2 2 , 49,
7101–7166.

[28] These results were originally presented at the ACS Spring 2022
National Meeting. D. Singh, M. M. Parsutkar, T. V. RajanBa-
bu, Ligand control in chemo, regio- and enanti-oselective
cycloaddition of alkynes and 1,3-dienes, in Abstract of Papers,
ACS Spring National Meeting, San Diego, CA, March 20–24,
2 22. Abstract CAPlus AN: 2022:2171183.

[29] V. M. Dembitsky, Phytomedicine 2 14, 21, 1559–1581.
[30] B. M. Trost, L. S. Chupak, T. Lübbers, J. Am. Chem. Soc. 1998,

120, 1732–1740.
[31] P. Dierkes, P. van Leeuwen, J. Chem. Soc. Dalton Trans. 1999,

1519–1529.
[32] P. W. N. M. van Leeuwen, P. C. J. Kamer, J. N. H. Reek, P.

Dierkes, Chem. Rev. 2   , 100, 2741–2770.
[33] R. K. Sharma, T. V. RajanBabu, J. Am. Chem. Soc. 2 1 , 132,

3295–3297.
[34] See Supporting Information for details.
[35] Deposition Numbers 2194970 (for 3v), 2194969 (for 4o),

2151426 (for [(S,S)-BenzP*]CoBr2), and 2196182 (for [(R)-
BINAP]CoBr2) contain the supplementary crystallographic
data for this paper. These data are provided free of charge by
the joint Cambridge Crystallographic Data Centre and Fachin-
formationszentrum Karlsruhe Access Structures service.

[36] P. Mörschel, J. Janikowski, G. Hilt, G. Frenking, J. Am. Chem.
Soc. 2  8, 130, 8952–8966.

[37] J. H. Herbort, R. F. Lalisse, C. M. Hadad, T. V. RajanBabu,
ACS Catal. 2 21, 11, 9605–9617.

Manuscript received: October 31, 2022
Accepted manuscript online: December 15, 2022
Version of record online: ■■■, ■■■■

Angewandte
ChemieForschungsartikel

Angew. Chem. 2023, e202216000 (10 of 10) © 2022 The Authors. Angewandte Chemie published by Wiley-VCH GmbH

 15213757, 0, D
ow

nloaded from
 https://onlinelibrary.w

iley.com
/doi/10.1002/ange.202216000, W

iley O
nline Library on [18/01/2023]. See the Term

s and C
onditions (https://onlinelibrary.w

iley.com
/term

s-and-conditions) on W
iley O

nline Library for rules of use; O
A

 articles are governed by the applicable C
reative C

om
m

ons License

https://doi.org/10.1002/14356007
https://doi.org/10.1002/14356007
https://doi.org/10.1021/cr400133p
https://doi.org/10.1021/cr4004055
https://doi.org/10.1002/cjoc.201800314
https://doi.org/10.1039/C9CS00400A
https://doi.org/10.1039/C9CS00400A
https://doi.org/10.1002/cctc.201402693
https://doi.org/10.1002/cctc.201402693
https://doi.org/10.1002/cctc.201801362
https://doi.org/10.1002/tcr.202100011
https://doi.org/10.1002/tcr.202100011
https://doi.org/10.3390/molecules181215541
https://doi.org/10.3390/molecules181215541
https://doi.org/10.1021/cr010013a
https://doi.org/10.1021/cr010013a
https://doi.org/10.1016/j.tet.2015.11.031
https://doi.org/10.1021/jacs.9b07885
https://doi.org/10.1002/asia.201800492
https://doi.org/10.1021/ol902574c
https://doi.org/10.1021/ol902574c
https://doi.org/10.1021/ol060055r
https://doi.org/10.1021/ol060055r
https://doi.org/10.1021/jo010609y
https://doi.org/10.1021/jo010609y
https://doi.org/10.1002/anie.202015202
https://doi.org/10.1002/anie.202015202
https://doi.org/10.1002/ange.202015202
https://doi.org/10.1002/chem.202100426
https://doi.org/10.1002/anie.201201636
https://doi.org/10.1002/anie.201201636
https://doi.org/10.1002/ange.201201636
https://doi.org/10.1021/jo970171v
https://doi.org/10.1021/ja8015318
https://doi.org/10.1021/ja8015318
https://doi.org/10.1002/anie.200904339
https://doi.org/10.1002/anie.200904339
https://doi.org/10.1002/ange.200904339
https://doi.org/10.1039/D0OB00361A
https://doi.org/10.1039/D0OB00361A
https://www.dailymetalprice.com/
https://doi.org/10.1016/S0040-4039(01)00289-1
https://doi.org/10.1002/anie.200351404
https://doi.org/10.1002/anie.200351404
https://doi.org/10.1002/ange.200351404
https://doi.org/10.1021/ol061153f
https://doi.org/10.1021/acs.accounts.1c00573
https://doi.org/10.1021/acs.accounts.1c00573
https://doi.org/10.1021/jacs.5b10364
https://doi.org/10.1021/jacs.5b10364
https://doi.org/10.1021/jacs.7b10055
https://doi.org/10.1021/jacs.1c06245
https://doi.org/10.1021/jacs.1c06245
https://doi.org/10.1021/jacs.8b13812
https://doi.org/10.1021/jacs.8b13812
https://doi.org/10.1039/D0CS00125B
https://doi.org/10.1039/D0CS00125B
https://doi.org/10.1016/j.phymed.2014.07.005
https://doi.org/10.1021/ja973081g
https://doi.org/10.1021/ja973081g
https://doi.org/10.1039/a807799a
https://doi.org/10.1039/a807799a
https://doi.org/10.1021/cr9902704
https://doi.org/10.1021/ja1004703
https://doi.org/10.1021/ja1004703
https://www.ccdc.cam.ac.uk/services/structures?id=doi:10.1002/anie.202216000
https://www.ccdc.cam.ac.uk/services/structures?id=doi:10.1002/anie.202216000
https://www.ccdc.cam.ac.uk/services/structures?id=doi:10.1002/anie.202216000
http://www.ccdc.cam.ac.uk/structures
https://doi.org/10.1021/ja078242n
https://doi.org/10.1021/ja078242n
https://doi.org/10.1021/acscatal.1c02530


Forschungsartikel
Cycloaddition Reactions

D. Singh, T. V. RajanBabu* e202216000

Chemodivergent, Regio- and Enantioselec-
tive Cycloaddition Reactions between 1,3-
Dienes and Alkynes

Reported herein are ligand controlled,
chemodivergent [4+2] or [2+2] cyclo-
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to give nearly enantiopure functionalized
1,4- cyclohexadienes or cyclobutenes
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