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Copper difluorocarbene-involved catalytic
gem-difluoropropargylation

Xin Zeng1, Shi-Ping Sun1, Hai-Yang Zhao1 & Xingang Zhang 1,2

The use ofmetal for catalytic difluorocarbene transfer reactions has long been
hindered by the lack of understanding of metal difluorocarbene chemistry,
despite the potential implications for medicinal chemistry and advanced
materials science. Here, we report a copper-catalyzed difluorocarbene transfer
reaction via 1,1-migration of copper difluorocarbene, in contrast to the pre-
vious nucleophilic addition of copper difluorocarbene pathway. This reaction
enables the development of a modular catalytic gem-difluoropropargylation
reaction using a variety of simple and widely available potassium propiolates,
terminal alkynes, and allyl/propargyl electrophiles to couple difluorocarbene,
opening an avenue to the precise synthesis of organofluorine compounds
without tedious synthetic procedures. The impact of this protocol is demon-
strated by the efficient synthesis of complex fluorinated skeletons and the
rapid synthesis of key intermediates for pheromone derivatives and PGF2
agonists. Mechanistic studies reveal that the migratory insertion of difluor-
ocarbene into the C-Cu bond of the alkynylcopper species is a key step in the
reaction.

The precise fluorine editing of organic molecules has emerged as a
powerful tool in modern drug discovery due to the beneficial effect of
fluorine atom(s) that can significantly improve the metabolic stability,
lipophilicity, and binding affinity of bioactive compounds1–4. Conse-
quently, impressive achievements have been made in the fluoroalk-
ylation reactions over the past decades5–9. However, most developed
methods focus on the transformations of fluorinated carbanions,
carbocations, and carbon-centered radicals5–9. Compared to these
three active intermediates, difluorocarbene, the smallest fluorocarbon
unit, has the advantage of forming two chemical bonds10–12, providing a
new dimension to expand the chemical space and create new fluorine
structures for medicinal chemistry. Ideally, coupling difluorocarbene
with two simple and readily available feedstocks would enable more
efficient access to organofluorine compounds without the tedious
synthesis of fluoroalkylating reagents (Fig. 1a). Nevertheless, this
straightforward synthetic route is regulated by the high reactivity of
difluorocarbene. As a result, only limited reaction types of difluor-
ocarbene transfer reactions have been reported so far13–16. To

overcome this limitation, the complexation of difluorocarbene with
metal would be an attractive strategy, as the reactivity of difluor-
ocarbene can be modulated by metal (Fig. 1b). However, due to the
lack of catalytic activity in those isolated metal difluorocarbene com-
plexes, the metal-catalyzed difluorocarbene transfer reaction remains
a substantial challenge17, in sharp contrast to the classic metal cata-
lyzed carbene transfer reactions that have been proven to be a pow-
erful transformation in organic synthesis18–20. This problem is further
underscored by the lack of understanding of metal difluorocarbene
chemistry, though investigating metal difluorocarbene complexes has
been around for over 40 years21.

We recently isolated palladium(0)22 and copper(I)23 difluor-
ocarbene complexes ([Pd0]=CF2 and [CuI]=CF2) and found they pos-
sess opposite reactivities ([Pd0]=CF2, nucleophilic; [CuI]=CF2,
electrophilic), though Pd0 and CuI have the same d electron count.
These findings have been applied in catalytic organic synthesis24–27.
However, the initial step of these catalytic difluorocarbene transfer
reactions requires the formation of the low valent metal
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difluorocarbene ([M] = CF2, M= Pd0, CuI) intermediates, followed by
attacking the carbene carbon center with an electrophile or a nucleo-
phile to generate a difluoroalkyl metal species ([M]-CF2R) (Fig. 1c)

22,23.
We envision that the formation of the M-CF2R species by migratory
insertion of difluorocarbene into the C-M bond would open a new
dimension to harness metal difluorocarbene chemistry for catalytic
synthesis of organofluorine compounds, as the C-M bond can be easily
constructed by transmetalation or oxidative addition28, which would
provide a more general pathway for catalytic difluorocarbene transfer
reactions (Fig. 1d). To realize this hypothesis, one critical factor is the
rapid formation of a metal difluorocarbene complex C-[M] =CF2, fol-
lowed by a facile migratory insertion pathway without the influence of
coupling [M]-C with an electrophile or a nucleophile. Since copper is
low-cost, earth-abundant, and easy to form a [CuI]-C species via
transmetalation between [CuI] and a nucleophile29, we assume that
using copper as a catalyst under suitable conditions may address the
above crucial issue and provide a cost-efficient route for modular
construction of fluorinated structures (Fig. 1e), thus expanding copper
difluorocarbene chemistry and opening an avenue to efficient, precise
synthesis of organofluorine compounds.

Here, we disclose a copper-catalyzed gem-difluoropropargylation
reaction via 1,1-migration of copper difluorocarbene (Fig. 1e). This
reaction uses inexpensive and industrial feedstock potassium bro-
modifluoroacetate (BrCF2CO2K) as the difluorocarbene precursor30,31,
allowing various widely available potassium propiolates, terminal
alkynes, and allyl/propargyl electrophiles to couple difluorocarbene,
providing a facile route to accessing synthetically valuable gem-
difluoropropargylated compounds. The distinct feature of this
approach is its synthetic simplicity, eliminating the tedious synthesis
of fluoroalkylating reagents or moisture-sensitive organometallic
reagents. The diverse transformations of the resulting products, as
well as the applications of the current protocol in the rapid synthesis of
key intermediates for bioactive molecules, demonstrate the synthetic
utility of this catalytic difluorocarbene transfer reaction, showing
promise inmodern drug discovery. Mechanistic studies reveal that the
fast migratory insertion of difluorocarbene into the C-Cu bond of
alkynylcopper(I) species is the key step for the catalytic difluor-
ocarbene transfer.

Results
Mechanistic investigation
To test our hypothesis, we chose terminal alkynes as the nucleophiles,
as the resulting gem-difluoropropargyl structure is a synthetically ver-
satile synthon for diverse transformations. Notably, it has been widely
used in copper-free click chemistry32,33 due to the unique properties of
the difluoromethylene (CF2) group, which can lower the lowest unoc-
cupied molecular orbital (LUMO) of the alkynes32,34. Furthermore, the
CF2 group is a bioisostere of the oxygen atom and the carbonyl group
(Fig. 1f)2,35. Incorporating the CF2 group at the metabolically labile
position can enhance the metabolic stability of bioactive molecules1–4.
It has been one of the valuable strategies for discovering new bioactive
molecules by tactically site-selective difluoromethylenation
(Fig. 1f)1–4,35,36. However, efficient methods for such a gem-difluor-
opropargyl structure are limited. The developed methods either rely
on the deoxyfluorination of alkynyl ketones with sulfur fluorides37 or
coupling gem-difluoropropargyl bromides with organometallic
reagents38,39, aldehydes40, or imines41. However, the requirement of
multiple steps to prepare the substrates, such as alkynyl ketones and
organometallic reagents, as well as the poor functional group com-
patibility of sulfur fluorides, and the use of strong base n-butyllithium
to prepare gem-difluoropropargyl bromides42 regulate the widespread
applications of these methods. Yet, the current catalytic modular
synthesis harnessing copper difluorocarbene chemistry would over-
come these limitations and provide straightforward access to the gem-
difluoropropargyl structure.

Initially, to ascertain the feasibility of the migratory insertion of
difluorocarbene into the C-Cu bond, we prepared the 1,10-phenan-
throline-supported alkynyl complex A143. Unexpectedly, treatment of
A1 with inexpensive and widely available difluorocarbene precursor
BrCF2CO2K 1 in CH3CN at 50 °C afforded a trifluoroalkene 3 instead of
gem-difluoropropargyl copper complex C1 (Fig. 2a). A similar result
was also observed in DMF. Although low yields of 3were obtained due
to the decompositionofA1, these results demonstrate the feasibility of
the migratory insertion pathway. Once C1 was formed via the copper
difluorocarbene complex B1, it underwent another difluorocarbene
insertion to generate a tetrafluoroalkylcopper E1 (ref 23). Finally, the β-
fluoride (β-F) elimination of E1 produced 3. This possible pathway
indicates that the difluorocarbene elongation in the alkynyl copper
complex C1 is favorable, and the tetrafluoroalkyl copper E1 is prone to
β-F elimination due to its instability. ComplexA1 could also be used as
a nucleophile to react with 1 and allyl chloride 2a in CH3CN, providing
the three-component coupling product4 in 38% yield alongwith a side
product 5 (13%) generated between A1 and 2a (Fig. 2b). Replacing
CH3CN with DMF led to a lower yield of 4. No 4 was observed using
DMSO. These results suggest that the formation of C1 via an alky-
nylcopper difluorocarbene complex B1 through 1,1-migration is rea-
sonable, which should be faster than the cross-coupling of A1 with 2a
in a suitable reaction media, such as CH3CN and DMF, thereby facil-
itating the formation of gem-difluoropropargyl structure in the cata-
lytic reaction. Given the difficulty in obtaining C1 through the current
difluorocarbene pathway, we prepared gem-difluoropropargyl cad-
mium species F1 and F2 by reaction of gem-difluoropropargyl bromide
6 with cadmium in DMF44. These two organocadmium reagents were
assigned according to the literature45. Transmetalation of the mixture
of F1 and F2 with CuI at −40 °C afforded the gem-difluoropropargyl
copper C2 and bis(gem-difluoropropargyl)copper species C3 in 41%
yield and 8% yield, respectively. Since it is hard to isolate these two
species, they were directly used to react with allyl chloride 2a, pro-
viding 7 in 95% yield, thus demonstrating the feasibility of coupling
gem-difluoroproparyl copper with an electrophile (Fig. 2c). To inves-
tigate the possibility of nucleophilic addition of alkynyl species to the
carbene carbon center, we prepared copper difluorocarbene complex
G23. However, no desired product 4 was obtained when G was treated
with 2a and alkynyl nucleophiles, including alkynyl lithium/zinc
reagents (8a, 8b) and potassium propiolate 9a (Fig. 2d). Thus, the
pathway beginning with the formation of [CuI]=CF2, followed by a
reaction with an alkynyl nucleophile, is less likely.

Based on the above results, a copper-catalyzed difluorocarbene
transfer reaction should be feasible for the catalytic modular synthesis
of gem-difluoropropargylated compounds. In this copper-catalyzed
process, the reaction is initiated by the formation of an alkynylcopper
species A, which subsequently undergoes complexation with a
difluorocarbene to generate an alkynylcopper difluorocarbene inter-
mediate B. This key intermediate undergoes 1,1-difluorocarbene
migratory insertion to produce the gem-difluoropropargyl copper
species C. Finally, C reacts with an electrophile to produce the gem-
difluoropropargylated compound and releases copper catalyst simul-
taneously (Fig. 2e).

Optimizations for catalytic reactions
Inspired by the above observations and the possible pathway illu-
strated in Fig. 1e, we explored a catalytic coupling reaction between
terminal alkyne 8c and allyl chloride 2a to couplewith difluorocarbene
(Table 1). When 8c (1.0 equiv) was treated with 2a (1.5 equiv) and
difluorocarbene precursor 1 (2.0 equiv) in the presence of CuCl
(10mol%) and 1,10-phenanthroline L1 (10mol%) in CH3CN at 50 °C
using K2CO3 as the base, 10% yield of the desired product 4 was
obtained along with 5% yield of side product 5 (entry 1). The use of
CH3CN as the solvent is due to its good solubility for BrCF2CO2K. A
survey of the ligands showed that ligand L4 could suppress the
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generation of 5 and increase the yield of 4 to 34% (entries 2-4, Sup-
plementary Table 2). This finding is likely attributed to the preferential
complexation between the electron-rich alkynyl copper species, sta-
bilized by ligand L4, and the electron-deficient difluorocarbene. This
interaction is more favorable than the complexation of alkynyl copper
species with the carbon-carbon double bond of the electrophile 2a.
Consequently, the formation of the gem-difluoropropargyl copper
complex occurs more rapidly via migratory insertion of difluor-
ocarbene into the Cu-C bond than through the oxidative addition of
the alkynyl copper to the electrophile. This kinetic preference effec-
tively suppresses the formation of byproduct 5. Replacing K2CO3 with
Na2CO3 slightly improved the reaction efficiency (entry 5, Supple-
mentary Table 3). However, the undesired defluorination of 8c and the
sensitivity of [CuI]=CF2 to base make it challenging to further increase
the yield. To circumvent these limitations, we chose readily available
potassium propiolate 9b as an alternative substrate. We envisioned
that the relatively faster release of the alkynyl nucleophile through

decarboxylation of 9b, without the need for a base, would benefit the
reaction efficiency. Similar to terminal alkyne 8c, the ligand is critical
for the reaction (entries 6-8, Supplementary Table 5), and L4 remained
the optimal ligand, providing 7 in 73% yield at 80 °C (entry 6).
Decreasing the reaction temperature to 70 °C increased the yield to
85% (entry 9). To further optimize the reaction conditions, we exam-
ined a series of reaction parameters, including copper catalysts, sol-
vents, catalyst loading amounts, reactant ratios, and reaction times
(entries 10, 11, Supplementary Tables 6–11). Finally, the optimized
reaction conditions were identified by shortening the reaction time to
30min with 7.5% mol CuCl/L4 as the catalyst (entry 12). Under these
conditions, 1.5 equiv of 1 and 1.2 equiv of 2a could provide 7 in 80%
isolated yield. Notably, this reaction proceeded smoothly, even
shortening the reaction time to 10min (entry 13). This distinct feature
is in sharp contrast to conventional copper-catalyzed fluoroalkylation
reactions, which typically require a long time, thereby underscoring
the advancement of the current copper-catalyzed difluorocarbene
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transfer reaction. No product was observed without copper salt or
ligand (entries 14, 15), demonstrating the essential role of Cu/L in
promoting the reaction. It should be mentioned that we did not
observe the formation of the tetrafluorohomoproargylated byproduct
during the reaction process. This result suggests that the oxidative
addition of the gem-difluoropropargyl copper complex with the allyl
electrophile is faster than the difluorocarbene elongation process. This
preference is likely attributed to the relatively stronger Cu-CF2 alkynyl
bond, which results in a slower migratory insertion of the difluor-
ocarbene compared to the oxidative addition of the gem-difluor-
opropargyl copper complex.

Substrates scope
With the viable reaction conditions in hand, we examined the scope of
this copper difluorocarbene-involved catalytic gem-difluoropropar-
ylation reaction (Fig. 3). Various potassium arylpropiolates were
applied to this transformation (Fig. 3a), providing the corresponding
gem-difluoropropargylatedproducts efficiently (4, 7, 12-33). Generally,
aromatic propiolates bearing an electron-donating substituent pro-
vided higher yields than electron-deficient substrates. The reaction
exhibited high functional group tolerance. Base and nucleophile sen-
sitive functional groups, such as ketone (13), ester (14), and nitrile (16),
were compatible with the reaction; aryl fluoride (4), chloride (21),

bromide (17, 19-21), and iodide (18) moieties underwent the current
copper-catalyzed process smoothly. Additionally, the position of
bromide in the aromatic ring did not affect the reaction efficiency.
Para-, meta-, and ortho-aryl bromides efficiently delivered the corre-
sponding gem-difluoropropargylated products (17, 19, 20). The high
compatibility of the chlorobromoaryl moiety (21) offers a good
opportunity for diversified transformations by sequential aryl bromide
and chloride functionalization. Ferrocene- and thiophene-containing
substrates were also employed in the reaction, yielding moderate to
good yields (22-24). However, low yield was obtained with the
pyridine-containing substrate (25). The reaction was not restricted to
allyl chloride 2a, as substituted allyl chlorides, including linear, bran-
ched, and cyclic allyl chlorides (26-33), underwent smooth coupling.
Even highly reactive allyl chlorides bearing vinyl chloride (31) or
unsaturated ester (32) were still amenable to the reaction. In the case
of linear allyl chloride (26), no branched product was observed. The
observed regioselectivity is likely due to the steric effect that influ-
ences the reductive elimination of the Cu(III) species, generated
between the gem-difluoropropargyl copper complex and the allyl
electrophile. Specifically, steric interactions between the gem-difluor-
opropargyl group and the substituent on the allyl moiety favor
reductive elimination at the less hindered position, thereby yielding a
linear product.

Table 1 | Representative results for the optimization of the reaction conditionsa

N N N N
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Me Me
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Entry [Cu] L Base Temp
(oC)

4 or 7,
yield (%)b

5 or 10,
yield (%)b

1c CuCl L1 K2CO3 50 4, 10 5, 5

2c CuCl L2 K2CO3 50 4, 25 5, 30

3c CuCl L3 K2CO3 50 4, 2 5, 37

4c CuCl L4 K2CO3 50 4, 34 5, nd

5c CuCl L4 Na2CO3 50 4, 38 5, nd

6d CuCl L4 -- 80 7, 73 10, --

7d CuCl L5 -- 80 7, 48 10, --

8d CuCl L6 -- 80 7, 27 10, --

9d CuCl L4 -- 70 7, 85 10, --

10d CuBr L4 -- 70 7, 80 10, --

11d CuI L4 -- 70 7, 55 10, --

12d,e CuCl L4 -- 70 7, 82 (80) 10, --

13d,e,f CuCl L4 -- 70 7, 83 10, --

14d none L4 -- 70 7, nd 10, --

15d CuCl none -- 80 7, 3 10, --
aReaction conditions (unless otherwise specified): 8c or 9a (0.2mmol, 1.0 equiv), 1 (2.0 equiv), 2a (1.5 equiv), MeCN (2mL), 6 h.
bDetermined by 19F-NMR using fluorobenzene as an internal standard; nd, not detected.
cUsing 8c as the substrate.
dUsing 9b as the substrate.
e9b (0.5 mmol, 1.0 equiv), 1 (1.5 equiv), 2a (1.2 equiv), CuCl/L4 (7.5 mol%), 30 min. The data in the parentheses is the isolated yield.
fThe reaction was run in 10 min.
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In addition to arylpropiolates, alkyl- and silyl-substituted propio-
lates were competent coupling partners (34-39). The aliphatic side
chain bearing a benzyloxy (35), chloride (36), sulfamide (37), or

cyclopropyl (38) group did not interfere with the reaction efficiency.
This approach could also be extended to propargyl electrophiles
(Fig. 3b). One problem with this type of substrate is the formation of a
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copper-allenylidene complex between the copper catalyst and the
propargyl electrophile46. This competitive side reaction significantly
influences the current copper-catalyzed difluorocarbene transfer
process. After extensive efforts (Supplementary Table 12), we found
that using propargyl sulfonates as the limiting substrates could sup-
press this undesired side reaction, producing various gem-difluor-
opropargylated allenes with high efficiency. Although the synthesis of
allenes has been well established47–50, efficient methods for such
fluoroalkylated allenes have yet to be reported. Given the synthetic
versatility of allene and alkyne, the resulting gem-difluor-
oporpargylated allenes should be a valuable structure for diverse

transformations. As depicted in Fig. 3b, arylpropiolates underwent
smooth coupling with good functional group tolerance (40-44). Ver-
satile synthetic handles, such as nitrile (41), thiophene (42), aryl bro-
mide (43,44), and alkyl chloride (44) moieties, tolerate the reaction
well. In contrast to the allyl electrophiles, arylpropiolate bearing an
electron-withdrawing group provided a higher yield (41). The reaction
is also compatible with complex molecule-containing substrates, as
demonstrated by the efficient synthesis of gem-difluoropropargylated
allenes 45 and 46. Furthermore, trisubstituted allene 47 could also be
achieved with high efficiency. However, alkylpropiolates yielded only
20–30% of the products, and using benzyl bromide as the electrophile
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resulted in a 13% yield (for details, see the Supplementary Information).
Notably, for all the coupling reactions described above, no [2 + 1]
cycloaddition side products were generated between difluorocarbene
and the unsaturated carbon-carbon bond15, thereby further advancing
this copper catalytic system.

Gram-scale reaction and applications
The reaction is readily scalable, as demonstrated by the gram-scale
synthesis of 7 with high yield (Fig. 4a). The resulting gem-difluor-
opropargyl products can be elaborated through a myriad of transfor-
mations to create a diverse range of new organofluorine compounds.
Selective oxidative cleavage of the carbon-carbon double bond of 7
with ozone, followed by reduction with NaBH4, afforded alcohol 48
efficiently. Cyclization of 38 with phenidone 49 via rhodium catalysis
produced difluoroalkylated indole 50 with high efficiency (Fig. 4b)51.
The gem-difluoropropargyl structure could also be used to construct
the difluoroalkylated pyrrole 53 through deprotection of 39, followed
by silver-catalyzed [3 + 2] reaction with ethyl isocyanoacetate 52
(Fig. 4c)52. Given the unique properties of the CF2 group and critical
applications of indole and pyrrole in medicinal chemistry, the rapid
access to these complex fluorinated molecules that otherwise require
tedious steps to prepare through conventional methods provides a
good opportunity to discover new interesting bioactive molecules.
Remarkably, this copper-catalyzed difluorocarbene transfer reaction
could be used as a key step to introduce the CF2 group at the meta-
bolically labile allylic position of bioactive molecules. As shown in
Fig. 4d, pheromone derivative 56, a probe used to study hydrophobic
interaction in pheromone reception, was rapidly accessed from 54 via
two steps, followed by a reported procedure53. Since the Z-difluor-
oalkylated alkenes have been found in a series of pheromone analogs53,
this copper difluorocarbene-involved catalytic gem-difluor-
opropargylation should have applications in such compounds. Fur-
thermore, using the (-)-corey lactone diol-derived terminal alkyne 8d
as the substrate could directly afford 53 by harnessing the current
copper difluorocarbene chemistry (Fig. 4e). Although a 42% yield of
57 was obtained, 46% of 8d could be recovered. Notably, compound
57 could be used as a potential key intermediate for synthesizing
tafluprost 58, a PGF2α agonist for treating glaucoma36, thus under-
scoring the synthetic utility of this transformation. The transforma-
tions of gem-difluoropropargylated allene 40 were also performed.
Hydrogenation of 40 efficiently produced difluoroalkylated com-
pound 59. Treatment of 40 with MTBD (7-Methyl-1,5,7-triazabicy-
clo[4.4.0]decene-5) at room temperature selectively cleaved one of
its C-F bonds, yielding a medicinally interesting enediyne 60 in
good yield.

In summary, a copper difluorocarbene-involved catalytic cou-
pling reaction has been developed. The stoichiometric reactions
reveal that a difluorocarbenemigratory insertion into the C-Cu bond
is a key step in the catalytic cycle. This approach enables the rapid,
modular synthesis of valuable gem-difluoropropargyl structures
using a wide range of readily available, simple components,
including potassium propiolates, terminal alkynes, and allyl/pro-
pargyl electrophiles. This reaction opens an avenue for the efficient
and precise synthesis of organofluorine compounds. Most impor-
tantly, this work should also prompt the development of new metal
difluorocarbene-involved catalytic coupling reactions in methodol-
ogy development.

Methods
General procedure of the gem-difluoropropargylation
To a 25mL Schlenk tube, CuCl (7.5mol%), L4 (7.5mol%), potassium
propiolate 9 (0.5mmol, 1.0 equiv), and BrCF2CO2K (1.5 equiv) were
added under Ar. Anhydrous MeCN (5mL) was added, and the mixture
was stirred for 2min before adding the corresponding allyl chloride 2
(1.2 equiv). The tube was screw-capped and heated at 70 °C (oil bath).

After stirring for 30min, the reaction was cooled to room temperature
and concentrated in vacuo. The residue was purified by silica gel col-
umn chromatography and reverse-phase column chromatography to
provide the desired product.

Data availability
Experimental procedures, characterization of new compounds, and all
other data generated in this study are available in the Supplementary
Information. Data supporting the findings of this manuscript are also
available from the corresponding author upon request.

References
1. Muller, K., Faeh, C. & Diederich, F. Fluorine in pharmaceuticals:

looking beyond intuition. Science 317, 1881–1886 (2007).
2. Hagmann,W. K. Themany roles for fluorine inmedicinal chemistry.

J. Med. Chem. 51, 4359–4369 (2008).
3. Meanwell, N. A. Fluorine and fluorinated motifs in the design and

application of bioisosteres for drug design. J. Med. Chem. 61,
5822–5880 (2018).

4. Inoue, M., Sumii, Y. & Shibata, N. Contribution of organofluorine
compounds to pharmaceuticals. ACS Omega 5,
10633–10640 (2020).

5. Umemoto, T. Electrophilic perfluoroalkylating agents. Chem. Rev.
96, 1757–1778 (1996).

6. Prakash, G. K. S. & Mandal, M. Nucleophilic trifluoromethylation
tamed. J. Fluor. Chem. 112, 123–131 (2001).

7. Furuya, T., Kamlet, A. S. & Ritter, T. Catalysis for fluorination and
trifluoromethylation. Nature 473, 470–477 (2011).

8. Tomashenko, O. A. & Grushin, V. V. Aromatic trifluoromethylation
with metal complexes. Chem. Rev. 111, 4475–4521 (2011).

9. Zhang, F., Xiao, Y.-L. & Zhang, X. Transition-metal (Cu, Pd, Ni)-cat-
alyzed difluoroalkylation via cross-coupling with difluoroalkyl
halides. Acc. Chem. Res. 51, 2264–2278 (2018).

10. Brahms, D. L. S. & Dailey, W. P. Fluorinated Carbenes. Chem. Rev.
96, 1585–1632 (1996).

11. Ni, C.-F. & Hu, J.-B. Recent Advances in the Synthetic Application of
Difluorocarbene. Synthesis 46, 842–863 (2014).

12. Dilman, A. D. & Levin, V. V. Difluorocarbene as a Building Block for
Consecutive Bond-Forming Reactions. Acc. Chem. Res. 51,
1272–1280 (2018).

13. Miller, T. G. & Thanassi, J. W. The Preparation of Aryl Difluoromethyl
Ethers. J. Org. Chem. 25, 2009–2012 (1960).

14. Fuqua, S. A., Duncan,W. G. & Silverstein, R.M. A one-step synthesis
of 1,1-difluoroolefins fromaldehydes by amodifiedWittig synthesis.
Tetrahedron Lett. 5, 1461–1463 (1964).

15. Dolbier, W. R. & Battiste, M. A. Structure, Synthesis, and Chemical
Reactions of Fluorinated Cyclopropanes and Cyclopropenes.
Chem. Rev. 103, 1071–1098 (2003).

16. Yuan, W.-J., Tong, C.-L., Xu, X.-H. & Qing, F.-L. Copper-Mediated
Oxidative Chloro- and Bromodifluoromethylation of Phenols. J. Am.
Chem. Soc. 145, 23899–23904 (2023).

17. Brothers, P. J. & Roper, W. R. Transition-metal dihalocarbene com-
plexes. Chem. Rev. 88, 1293–1326 (1988).

18. Dotz, K. H. Topics in Organometallic Chemistry: Metal Carbenes in
Organic Synthesis Vol. 13 (Springer, 2004).

19. Wang, J.-B., Che, C.-M. & Doyle, M. P. Transition Metal-Catalyzed
Carbene Transformations (Wiley, 2022).

20. Zhang, L., DeMuynck, B. M., Paneque, A. N., Rutherford, J. E. &
Nagib, D. A. Carbene reactivity from alkyl and aldehydes. Science
377, 649–654 (2022).

21. Zhou, W., Pan, W.-J. & Xiao, J.-C. Transition-metal difluorocarbene
complexes. Chem. Commun. 57, 9316–9329 (2021).

22. Fu, X.-P., Xue, X.-S., Houk, K. N. & Zhang, X. Controllable catalytic
difluorocarbene transfer enables access to diversified fluor-
oalkylated arenes. Nat. Chem. 11, 948–956 (2019).

Article https://doi.org/10.1038/s41467-025-59903-y

Nature Communications |         (2025) 16:4547 8

www.nature.com/naturecommunications


23. Zeng, X., Li, Y., Min, Q.-Q., Xue, X.-S. & Zhang, X. Copper-catalysed
difluorocarbene transfer enablesmodular synthesis.Nat. Chem. 15,
1064–1073 (2023).

24. Feng, Z., Min, Q.-Q. & Zhang, X. Access to difluoromethylated are-
nes by Pd-catalyzed reaction of arylboronic acids with bromodi-
fluoroacetate. Org. Lett. 18, 44–47 (2016).

25. Feng, Z., Min, Q.-Q., Fu, X.-P., An, L. & Zhang, X.
Chlorodifluoromethane-triggered formation of difluoromethylated
arenes catalysed by palladium. Nat. Chem. 9, 918–923 (2017).

26. Zhang, X.-Y., Fu, X.-P., Zhang, S. & Zhang, X. Palladium Difluor-
ocarbene Involved Catalytic Coupling with Terminal Alkynes. CCS
Chem. 2, 293–304 (2020).

27. Zeng, X., Xue, X.-S. & Zhang, X. Copper Difluorocarbene Enables
Catalytic Difluoromethylation. J. Am. Chem. Soc. 146,
16902–16911 (2024).

28. Crabtree, R. H. The Organometallic Chemistry of the Transition
Metals (Wiley, 2014)

29. Krause, N. Modern Organocopper Chemistry (Wiley, 2002)
30. Tissot, P. &Waefler, J. P. Thermal decomposition of the alkaline salts

of difluorochloro- and difluorobromoacetic acids. Thermochim.
Acta 66, 315–321 (1983).

31. Su, D.-B., Duan, J.-X. & Chen, Q.-Y. A simple, novel method for the
preparation of trifluoromethyl diiododifluoromethane. J. Chem.
Soc., Chem. Commun. 807–808 https://doi.org/10.1039/
C39920000807 (1992).

32. Baskin, J. M. & Bertozzi, C. R. Copper-free click chemistry for
dynamic in vivo imaging. Proc. Natl. Acad. Sci. USA 104,
16793–16797 (2007).

33. Laughlin, S. T., Baskin, J. M., Amacher, S. L. & Bertozzi, C. R. In vivo
imaging of membrane-Associated glycans in developing zebrafish.
Science 320, 664–667 (2008).

34. Ess, D. H., Jones, G. O. & Houk, K. N. Transition states of strain-
promoted metal-free click chemistry: 1,3-dipolar cycloadditions of
phenyl azide and cyclooctynes. Org. Lett. 10, 1633–1636 (2008).

35. Shurtleff, V. W. et al. Invention of MK-7845, a SARS-CoV‑2 3CL
Protease inhibitor employing a novel difluorinated glutamine
mimic. J. Med. Chem. 67, 3935–3958 (2024).

36. Nakajima, T. &Hara,H. Newfluoroprostaglandin F2αderivativeswith
prostanoid FP-receptor agonistic activity as potent ocular-
hypotensive agents. Biol. Pharm. Bull. 26, 1691–1695 (2003).

37. Hirao, K.-I., Yamashita, A. & Yonemitsu, O. Fluoroalk-
ylnorbornadienes and their corresponding valence isomer quad-
ricyclanes — a light energy storage system. J. Fluor. Chem. 36,
293–305 (1987).

38. Yu, Y.-B., He, G.-Z. & Zhang, X. Synthesis of α,α-difluoromethylene
alkynes by palladium-catalyzed gem-difluoropropargylation of aryl
and alkenyl boron reagents. Angew. Chem. Int. Ed. 53,
10457–10461 (2014).

39. An, L., Xu, C. & Zhang, X. Highly selective nickel-catalyzed gem-
difluoropropargylation of unactivated alkylzinc reagents. Nat.
Commun. 8, 1460 (2017).

40. Mae, M. & Hammond, G. B. Mg(0)-promoted debromometalation of
gem-difluoropropargyl bromides. Tetrahedron Lett. 46,
1787–1789 (2005).

41. Surmont, R., Verniest, G. & Kimpe, N. D. Gold-Catalyzed Synthesis
of 2-aryl-3-fluoropyrroles. Org. Lett. 11, 2920–2923 (2009).

42. Xu, B. & Hammond, G. B. An efficient synthesis of difluoropropargyl
bromides. Synthesis 5, 803–806 (2006).

43. Wu, W. & Weng, Z. Trifluoroacetic anhydride promoted copper(I)-
catalyzed interrupted click reaction: From 1,2,3-triazoles to 3-
trifluoromethyl-substituted 1,2,4-triazinones. Angew. Chem. Int. Ed.
56, 10476–10480 (2017).

44. Platonov, V., Yang, Z.-Y. & Burton, D. J. The preparation, stability and
reactivity of perfluorobenzyl-cadmium and -copper reagents. J.
Fluor. Chem. 66, 23–24 (1994).

45. Hartgraves, G. A. & Burton, D. J. The preparation and allylation
of difluoromethylcadmium. J. Fluor. Chem. 39, 425–430
(1988).

46. Nakajima, K., Shibata, M. & Nishibayashi, Y. Copper-catalyzed
enantioselective propargylic etherification of propargylic esters
with alcohols. J. Am. Chem. Soc. 137, 2472–2475 (2015).

47. Ma, S. Transitionmetal-catalyzed/mediated reaction of allenes with
a nucleophilic functionality connected to the α-carbon atom. Acc.
Chem. Res. 36, 701–712 (2003).

48. Hoffmann-Röder, A. & Krause, N. Synthesis and properties of allenic
natural products and pharmaceuticals. Angew. Chem. Int. Ed. 43,
1196–1216 (2004).

49. Ye, J. &Ma, S. Palladium-catalyzedcyclization reactionsof allenes in
thepresenceof unsaturatedcarbon-carbonbonds.Acc.Chem.Res.
47, 989–1000 (2014).

50. Huang, X. & Ma, S. Allenation of terminal alkynes with aldehydes
and ketones. Acc. Chem. Res. 52, 1301–1312 (2019).

51. Lin, S. & Yi, W. Rh(III)-catalysed switchable and chemoselective
synthesis of difluorinated pyrazolo[1,2-a]indazolone and indole
frameworks. Asian J. Org. Chem. 11, e202200019 (2022).

52. Liu, J. & Bi, X. Silver-catalyzed isocyanide-alkyne cycloaddition: a
general and practical method to oligosubstituted pyrroles. Angew.
Chem. Int. Ed. 52, 6953–6957 (2013).

53. Sun, W.-C., Ng, C.-S. & Prestwich, G. D. Synthesis of partially
fluorinated analogs of (Z)−5-decenyl acetate: probes for hydro-
phobic interaction in pheromone reception. J. Org. Chem. 57,
132–137 (1992).

Acknowledgements
Thank Dr. Sha-Sha Geng and Xiao-Tian Feng for the synthesis of
compounds 45-47 and the performing the transformations of com-
pound40. This workwas financially supported by the National Natural
Science Foundation of China (21931013, X. Zhang; 22193072, X.
Zhang; 22301307, H.-Y. Z.), the Strategic Priority Research Program of
the Chinese Academy of Sciences (XDB0590000, X. Zhang), the
Science and Technology Commission of Shanghai Municipality
(22JC1403500, X. Zhang), and the Shanghai Pujiang Program
(23PJ1415900, H.-Y. Z.).

Author contributions
X. Zhangconceived the researchconcept. X. Zhangdirected theproject.
X. Zeng conducted the experiments. S.-P. S. examined some substrates.
X. Zeng and H.-Y. Z. analyzed the data. X. Zhang wrote the manuscript.
All authors reviewed and edited the manuscript.

Competing interests
The authors declare no competing interests.

Additional information
Supplementary information The online version contains
supplementary material available at
https://doi.org/10.1038/s41467-025-59903-y.

Correspondence and requests for materials should be addressed to
Xingang Zhang.

Peer review information Nature Communications thanks Song-Lin
Zhang, and the other, anonymous, reviewers for their contribution to the
peer review of this work. A peer review file is available.

Reprints and permissions information is available at
http://www.nature.com/reprints

Publisher’s note Springer Nature remains neutral with regard to
jurisdictional claims in published maps and institutional affiliations.

Article https://doi.org/10.1038/s41467-025-59903-y

Nature Communications |         (2025) 16:4547 9

https://doi.org/10.1039/C39920000807
https://doi.org/10.1039/C39920000807
https://doi.org/10.1038/s41467-025-59903-y
http://www.nature.com/reprints
www.nature.com/naturecommunications


Open Access This article is licensed under a Creative Commons
Attribution-NonCommercial-NoDerivatives 4.0 International License,
which permits any non-commercial use, sharing, distribution and
reproduction in any medium or format, as long as you give appropriate
credit to the original author(s) and the source, provide a link to the
Creative Commons licence, and indicate if you modified the licensed
material. Youdonot havepermissionunder this licence toshare adapted
material derived from this article or parts of it. The images or other third
party material in this article are included in the article’s Creative
Commons licence, unless indicated otherwise in a credit line to the
material. If material is not included in the article’s Creative Commons
licence and your intended use is not permitted by statutory regulation or
exceeds the permitted use, you will need to obtain permission directly
from the copyright holder. To view a copy of this licence, visit http://
creativecommons.org/licenses/by-nc-nd/4.0/.

© The Author(s) 2025

Article https://doi.org/10.1038/s41467-025-59903-y

Nature Communications |         (2025) 16:4547 10

http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
www.nature.com/naturecommunications

	Copper difluorocarbene-involved catalytic gem-difluoropropargylation
	Results
	Mechanistic investigation
	Optimizations for catalytic reactions
	Substrates scope
	Gram-scale reaction and applications

	Methods
	General procedure of the gem-difluoropropargylation

	Data availability
	References
	Acknowledgements
	Author contributions
	Competing interests
	Additional information




