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Synthesis of unprotected glyco-alkynones via
molybdenum-catalyzed carbonylative Sonogashira
cross-coupling reactiont
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Herein we report a novel Mo-catalyzed carbonylative Sonogashira cross-coupling between 2-iodoglycals
and terminal alkynes. The reaction displays major improvements compared to a related Pd-catalyzed
procedure previously published by our group, such as utilizing unprotected sugar derivatives as starting
materials and tolerance to substrates bearing chelating groups. In this work we also demonstrate the
utility of the glyco-alkynone products as platform for further functionalization by synthesizing glyco-
flavones via Au-catalyzed 6-endo-dig cyclization.

Metal-catalyzed carbonylative reactions have a history of many
decades of development that began in the second half of the last
century' The ubiquity of carbonyl-containing compounds and
the efficiency of these reactions turned it into a popular trans-
formation in many fields of chemistry, from natural products
synthesis and drug development to industrial multi-ton
production of commodity chemicals.> This three-component
reaction delivers carbonyl-containing compounds by connect-
ing carbon electrophiles to carbon and heteroatom nucleo-
philes through a CO bridge in an atom-economical fashion.
Some commonly employed nucleophiles are amines,* alcohols,*
boronic acids,® terminal alkynes® and alkyl halides.”

While noble metals have been in the forefront of the devel-
opment of carbonylative coupling reactions, significant
advancements have been achieved more recently in the use of
some Earth-abundant metals (Mn, Fe, Co, Ni and Cu).** The
reports in the field are much more scarce, however, when it
comes to group VI metals, with transformations being restricted
to amine and alcohol nucleophiles, described in reports first
published by Yamane and Roberts (Scheme 1).® These reactions
take place at high temperatures and are believed to follow
a classic carbonylation mechanism: oxidative addition, CO
insertion with the formation of acyl-metal intermediates,
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nucleophile coordination and reductive elimination. Since
then, carbonylative reactions mediated by group VI metals have
only been applied to the synthesis of heterocyclic compounds in
a handful of publications.’

Inspired by this chemistry and continuing a research program
in our laboratory devoted to the synthesis of biologically relevant
C2-substituted glycals,' we questioned whether Mo-catalyzed
carbonylative coupling reactions could deliver carbonyl-
containing glycals under Pd-free conditions from 2-iodoglycal
electrophiles. Moreover, by eliminating palladium from the
reaction medium, we wondered if unprotected 2-iodoglycals
could be used as electrophiles,™ which would represent a major
improvement from previous reports (Scheme 2A)."%*>

To test this idea, we chose the carbonylative Sonogashira
coupling as our target reaction, as this is an unprecedented
transformation under molybdenum catalysis, therefore
synthetically relevant in its own right. Furthermore, the glyco-
alkynone products are attractive molecules that can operate as
platform for further functionalization in synthetic programs
aiming complex sugar-containing targets.

e Yamane: amino and alkoxycarbonylation of aryl halides

o
Br Mo(CO)s (20 mol%) R3
X H Et,NCI (20 mol%) A N”
R1%+ + N. —_— > R'% '
[N 27 R2 °R3 BusN (1.1 equiv.) kz/ R?
diglyme, 150 °C. 1-7 h
(1.1 equiv.) (1.0 equiv.)
Mo(CO)s (20 mol%) T
UL Bu3N (20 mol%) Xy o-R
i + HO-R2 —__—__ —— —> R}
Rt diglyme, 150 °C, 12 h =
(1.0 equiv.) (1.5 equiv.)

Scheme 1 Mo-mediated amino- and alkoxycabonylation of aryl
halides.
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A) Previous work: Pd-catalyzed carbonylative coupling reactions with protected 2-iodoglycals

nucleophiles

1 - amines

Pd(cat), CO source R0 « alcohols

R*O __ nucleophile R'O e} - alkynes
RO R'O = - alkenes

base solvent, A « thiols/selenols
« boronic acids
o” Nu - alkyl halides

B) This work: Mo-catalyzed carbonylative Sonogashira coupling of 2-iodoglycals

R CO (4 bar) R
HO o) Mo(CO)s (10 mol%) HO' Q
HO = I —— HO S
Et;N (2.0 equiv.)
I

1,4-dioxane, 80 °C, 16 h
SN
R‘\
® catalytic in Mo(CO)g
® suitable for late-stage functionalization

Key features: * Pd-free conditions

® unprotected substrates

\ J

Scheme 2 Metal-catalyzed carbonylative coupling reactions of 2-
iodoglycals.

We initiated our studies by carrying out an optimization
campaign based on the reaction of 2-iodo-p-glucal (1a) and 4-
ethynyltoluene (2a) (Table 1). We identified Mo(CO)s as the best
choice of catalyst, even though the reaction still takes place with
other sources of molybdenum, such as Na,MoO, (entry 2),
presumably by the in situ formation of the metal carbonyl
complex. As expected, the reaction still proceeds in reasonable
yield with PdCl, (entry 3), but not with other metals such as
NiCl, or FeCl,. The use of DIPEA as base resulted in diminished
yield, while inorganic bases completely shut down the reaction
(entries 5 and 6). A solvent screening showed that 3a can be
obtained in a series of solvents, albeit in lower yields (26% with
MeCN, 40% with THF and 32% with DMF) (entry 7). Finally,
a control experiment demonstrated that CO( is needed in this
reaction, presumably to regenerate the -catalytic species
Mo(CO); (entry 8).

Having established good reaction conditions, we next
explored the generality of this method (Table 2).
Table 1 Optimization of reaction conditions®
HO = CO (4 bar) HO
o /@/ Mo(CO)g (10 mol%) HO Q
HO + —_—————— > HO B
HOA= 7 e EtsN (2.0 equiv.)
1,4-dioxane, 80 °C, 16 h
I ™
1a 2a 3a Me
Variation from standard conditions Yield?
1 None 78%
2 Na,MoO, instead of Mo(CO)e 58%
3 PdCl, instead of Mo(CO)s 64%
4 NiCl, or FeCl, instead of Mo(CO)e 0%
5 DIPEA instead of Et;N 27%
6 Cs,CO3, K,CO; instead of EtzN 0%
7 MeCN, THF of DMF instead of 1,4-dioxane 26-40%
8 Co CO[g) 0%

“ Reaction conditions: 1a (0.5 mmol), 2a (1.5 mmol), catalyst (10 mol%),
base (2.0 equiv.), CO (4 bar), solvent (5 mL), 80 °C, 16 h. ? Isolated yield.
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Table 2 Mo-catalyzed carbonylative Sonogashira cross-coupling of
2-iodoglycals with terminal alkynes®

CO (4 bar)

0. Mo(CO)g (10 mol%) o ] R
— > S
iJ\] + =R EtN (2.0 equiv.) Z
1,4-dioxane, 80 °C, 16 h o
1a-c 2a-l 3a-0

CsHi4

41%

“ Reaction conditions: 2-iodoglycal (0.5 mmol), terminal alkyne (1.5
mmol), Mo(CO)s (10 mol%), Et;N (2.0 equiv.), CO (4 bar), 1,4-dioxane
(5 mL), 80 °C, 16 h.

Using 2-iodo-p-glucal as electrophile, terminal alkynes
bearing electron-rich aromatic rings delivered the desired
products in moderate to good yields (3a-3e), while electron-
poor groups gave alkynones 3f-i in slightly diminished yields.
It is noteworthy that coordinating groups such as those present
in 2h and 2i were tolerated by our methodology. This result
combined with the fact that this reaction proceeds well with
unprotected glycals indicates that the catalyst is less prone to be
deactivated by coordination, a major improvement from the Pd-
catalyzed coupling previously reported by our group.'**
Terminal alkynes bearing alkyl groups were also amenable to
this transformation, however, products 3j-31 were obtained only
in low yields. Finally, we wished to test how different sugar
derivatives perform under the standard reaction conditions,
thus 2-iodo-r-arabinal and 2-iodo-p-xylal were reacted with

© 2022 The Author(s). Published by the Royal Society of Chemistry
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Fig.1 Thermal ellipsoid representation of compound 3a.

terminal alkynes 2m and 2n, delivering 3m-o in yields compa-
rable to those obtained with 2-iodo-p-glucal.

The structure of compound 3a was unambiguously
confirmed by single-crystal X-ray analysis. The ORTEP view is
shown in Fig. 1 (details in the ESIY).

In order to demonstrate the synthetic utility of the glyco-
alkynone products, we next tested their reactivity toward Au-
catalyzed 6-endo-dig cyclization.”® Our goal was to display the
internal alkyne as a valuable platform for further modification
and, at the same time, obtain biologically relevant flavones.™

Overall, this Au-catalyzed cyclization occurred smoothly with
arange aromatic glyco-alkynones, which gave glyco-flavones 4a-
f in moderate to good yields. Electron-deficient and aliphatic
alkynones (3h, 3i and 3k), on the other hand, failed to deliver
the expected product, possibly due to a lower affinity towards
gold coordination (Scheme 3).

To shed light on the reaction mechanism of this trans-
formation, a control experiment with the addition of the
radical-trapping reagent TEMPO (2,2,6,6-tetramethyl-1-
piperidinyloxy) was carried out. The reaction proceeded in

o)

U~ Yo

AuCl; (10 mol%)

()
OH O 1,4-dioxane =
3 reflux, 5 h R 4a-f
HO HO HO
o) O, O,
HO' H—< HO  H—¢ HO" »—<
(e} o o (o] (o} (o)
4a 4b 4c
74% 56% 7%
Me MeO
HO HO
O,
HO & HO
(] o O
4d de
63% 61% 4%
Ph CsH1q Mé

Scheme 3 Au-catalyzed 6-endo-dig cyclization of glyco-alkynones.
Reaction conditions: glyco-alkynone 3 (0.2 mmol), AuCls (10 mol%),
1,4-dioxane (2 mL), 80 °C, 3 h.

© 2022 The Author(s). Published by the Royal Society of Chemistry
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HO. CO (4 atm)

o z Mo(COJs (10 mol%) HOS
AN /©/ Et:N (2.0 equiv.)
—_—
i Me 1,4-dioxane, 80 °C. 16 h

TEMPO (1.5 equiv.)
1a 2a

(0.5 mmol)

3a
(1.5 equiv.) 77%

Scheme 4 Radical-trapping experiment with TEMPO.

o Mo(CO)s HO
HO
AN #"Co Ho/iS
+CO HOA=
Mo(CO .
o (CO)s ™o
reductive oxidative
elimination addition co
HO Q .
o HﬁO _\ (i)
M2 ™
(CO)4 Mol
O~ "Mo(CO),
| insertion
R coordination HO
HO
(|||)
Mo(CO)g4l

EtsNH*I-

Et3N

Fig. 2 Proposed catalytic cycle for the Mo-catalyzed carbonylative
Sonogashira reaction.

good yield with no suppression being observed, which rules out
the intermediacy of radical species (Scheme 4).*

Based on this result and on literature precedents, we propose
the reaction mechanism depicted in Fig. 2. Oxidative addition
of the 2-iodoglycal to molybdenum generates complex (ii).
Insertion of carbon monoxide leads to acylmolybdenum (iii), as
previously proposed by Yamane and others.*'® Coordination of
a terminal alkyne to this complex gives (iv) which, after reduc-
tive elimination, delivers the alkynone product (v) and regen-
erates the active Mo(0) species.

Conclusions

In summary, we developed a Pd-free carbonylative coupling
reaction between 2-iodoglycals and terminal alkynes that rely
on inexpensive Mo(CO), as catalyst and tolerates unprotected
sugar derivatives as substrate. The products obtained are also
prone to further functionalization as was demonstrated by the
synthesis of six glyco-flavones via gold catalysis. An in-depth
investigation of the reaction mechanism and new applications
of this newly developed method are currently in progress in our
laboratory.
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