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ABSTRACT: A general and practical strategy for 3-trifluoromethylpyrazole synthesis is reported that occurs by the three-
component coupling of environmentally friendly and large-tonnage industrial feedstock 2-bromo-3,3,3-trifluoropropene (BTP),
aldehydes, and sulfonyl hydrazides. This highly regioselective three-component reaction is metal-free, catalyst-free, and operationally
simple and features mild conditions, a broad substrate scope, high yields, and valuable functional group tolerance. Remarkably, the
reactions could be performed on a 100 mmol scale and smoothly afforded the key intermediates for the synthesis of celecoxib,
mavacoxib, SC-560, and AS-136A. Preliminary mechanism studies indicated that a 1,3-hydrogen atom transfer process was involved

in this transformation.

T rifluoromethylpyrazole, especially 3-trifluoromethylpyra-
zole, is a privileged core structure in many pharmaceut-
icals and a§rochemicals (Scheme 1a)," such as celecoxib™ and
mavacoxib”® (COX-2 inhibitors), SC-560 (human lung cancer
inhibitor),”* DPC-602 (arterial thrombosis),” AS-136A
(measles virus inhibitor),”® razaxaban (anticoagulant),” and
DP-23 (insecticidal activity).Zg Owing to the immense
applications of 3-trifluoromethylpyrazole derivatives, the
development of efficient methods to construct the 3-
trifluoromethylpyrazole moiety has gained much attention.” >
Traditionally, the 3-trifluoromethylpyrazole framework could
be constructed by dehydrative condensation between
hydrazines and 1,3-dicarbonyl compounds or ynones via C*—
N? and C*—N! bond formation, which often suffers from the
formation of regioisomeric mixtures.” In 2013, Ma reported a
highly regioselective [3 + 2] cycloaddition of 2,2,2-
trifluorodiazoethane with alkynes™ or allenes® for the
synthesis of 3-trifluoromethylpyrazoles via C*~C* and C*-
N' bond formation, which was promoted by superstoichio-
metric amounts of silver salts.* Later in 2017, Jamison realized
the same transformation using an elegant continuous flow
strategy.S However, owing to its gaseous and potential
explosive properties, 2,2,2-trifluorodiazoethane needs to be in
situ generated. In particular, these reported strategies focused
on two-component coupling (Scheme 1b). Thus despite this
progress, the development of more general and practical
methods for the synthesis of 3-trifluoromethylpyrazole is
always in high demand.

Multiple-component reactions are regarded as one of the
most attractive protocols in synthetic chemistry because they
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enable the direct construction of useful and complex molecules
from simple and readily available raw materials.” 2-Bromo-
3,3,3-trifluoropropene (BTP) is a stable liquid at room
temperature and is an environmentally friendly and large-
tonnage industrial feedstock that is not classified as an ozone
depletion compound and is thought to be an ideal alternative
to Halon fire suppressant.” Thus we envision constructing 3-
trifluoromethylpyrazole from BTP by a multiple-component
reaction. The logical following retrosynthetic analysis shows
that the coupling of BTP with a C1 synthon and a N2 moiety
via C3=N?, C*~C?, and C°—N! bond formation is the most
promising strategy to construct this 3-trifluoromethylpyrazole
core; however, to the best of our knowledge, this BTP-involved
three-component strategy has never been reported before.
Thus the choice of a suitable reaction system and control over
the regioselectivity are the main challenges in this trans-
formation. We herein report a highly regioselective coupling
reaction of aldehydes, sulfonyl hydrazides, and BTP, delivering
various useful 3-trifluoromethylpyrazole derivatives in high
yield (Scheme 1c). Remarkably, this three-component reaction
is metal-free, catalyst-free, scalable, and operationally simple
and features mild conditions, a broad substrate scope, and
valuable functional group tolerance.
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Scheme 1. 3-Trifluoromethylpyrazole
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The initial experiment of this three-component reaction for
3-trifluoromethylpyrazole synthesis was carried out with
benzaldehyde 1a, p-toluenesulfonyl hydrazide (TsNHNH,),
and BTP under the treatment of Cs,COj; in toluene at room
temperature (Table 1, entry 1). A trace amount of new species
was detected by GC—MS with a base peak at m/z = 212.03,
which has the same m/z value with respect to our desired 3-
trifluoromethylpyrazole product 2a. To identify the structure
of this new species, different inorganic bases such as K,CO;,
Li,CO;, t-BuOK, t-BuOLi, and MeONa and organic bases such
as DBU, DABCO, and Et;N were first examined to improve its
yield (Table 1, entries 2—9). To our delight, a base of DBU
gave the new species in 61% isolated yield. Thus its structure
was confirmed to be our desired 3-trifluoromethylpyrazole
product 2a by nuclear magnetic resonance (NMR) analysis.
Without a base, no product 2a was detected (Table 1, entry
10). Next, different types of solvent such as 1,2-dichloroethane
(DCE), MeCN, 1,4-dioxane, THF, DMF, DMSO, and EtOH
were investigated to optimize the yield of 2a (Table 1, entries
11-17); however, no superior results were obtained.
Furthermore, increasing the reaction temperature to 60 °C
enhanced the isolated yield of 2a to 88% in 6 h (Table 1, entry
18). In addition, performing the reaction under anhydrous
toluene and a N, atmosphere did not increase the yield of 2a,
indicating that this three-component reaction was not air- or
moisture-sensitive (Table 1, entry 19). In particular, this three-
component coupling reaction is highly regioselective, and no
other regioisomers were detected.

With the optimized reaction conditions in hand, we then
turned our attention to the generality of this three-component
reaction with a variety of aldehydes, and the results are
outlined in Scheme 2. In general, electron-neutral aromatic
aldehyde derivatives such as benzaldehyde, [1,1'-biphenyl]-
carbaldehyde, naphthaldehyde, anthracene-9-carbaldehyde,
and pyrene-1-carbaldehyde gave the desired 3-trifluoromethyl-

Table 1. Optimization of the Reaction Conditions”

o Br__CFs Solvent, Bases HN-N
PhJ * ToNHNR, -+ W f,12h PhA)\CFS
1a 2a
entry solvent base yield (%)°
1 toluene Cs,CO; trace
2 toluene K,CO;4 trace
3 toluene Li,CO, 0
4 toluene t-BuOK 0
S toluene t-BuOLi 24
6 toluene MeONa trace
7 toluene DBU 63 (61)
8 toluene DABCO 0
9 toluene Et;N 0
10 toluene 0
11 DCE DBU 38
12 MeCN DBU 38
13 1,4-dioxane DBU 40
14 THEF DBU 43
15 DMEF DBU 39
16 DMSO DBU 31
17 EtOH DBU 58
18° toluene DBU 91 (88)
1994 toluene DBU 91

“Reaction conditions: 1a (0.5 mmol), TsNHNH, (1.2 equiv), bases
(3 equiv), BTP (2 equiv), and solvent (3 mL) were stirred in a 25 mL
test tube at room temperature for 12 h. ”!°F NMR yields. “At 60 °C
for 6 h. “Under N, with anhydrous toluene as the solvent. Isolated
yields are presented in the parentheses.

pyrazole products 2a—g in high yield. Benzaldehyde derivatives
with electron-donating substituents such as alkyl, alkoxy,
hydroxy, amino, morpholinyl, and methylthio and electron-
withdrawing substituents such as fluoro, chloro, bromo, iodo,
cyano, trifluoromethyl, formic ester, sulfonyl, nitro, and ethynyl
groups on the phenyl ring all smoothly afforded the
corresponding products 2h—al. Symmetric 3-trifluoromethyl-
pyrazole products 2am—an derived from the corresponding
symmetric aldehydes were obtained in high yield. It is
noteworthy that this reaction was not sensitive to steric
hindrance (2c, 2e, 2k, 20, 2af, and 2am), and acid-free O—H
and N—H bonds could also be tolerated under the standard
reaction conditions (2q and 2r). @,f-Unsaturated aldehydes
such as (S)-perillaldehyde and (E)-tigladehyde also gave 2a0—
ap in high yield. Furthermore, different heteroaromatic
aldehydes, such as furanyl-, thienyl-, pyridyl-, and quinolyl-
bearing aldehydes, were also found to be good substrates, and
the desired products 2aq—ax were isolated in high yield. In
addition, aliphatic aldehydes such as cyclohexanaldehyde and
lilialdehyde were also tested under the standard reaction
conditions, and the corresponding products 2ay and 2az were
obtained in reasonable yield.

Next, four different 100 mmol scale experiments were
performed under the standard reaction conditions. By simple
extraction and recrystallization, products 2h, 2v, and 2aa were
obtained in high yield, which were independently key
intermediates for colecoxib, mavacoxib, and SC-560 (Scheme
3a).® Importantly, product 2ar derived from biomass derivative
2-furaldehyde was also obtained in 78% yield (15.76 g).”
Further N—H methylation of 2ar gave product 3 in 70% yield,
which was used for the preparation of AS-136A (Scheme
3b).***®* 1t is noteworthy that these 100 mmol scale
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Scheme 2. Scope of Aldehydes”
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Scheme 3. Scale Experiments and Synthetic Applications
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“Reaction conditions: 1a (1 mmol), TsNHNH, (1.2 equiv), BTP (2
equlv), DBU (3 equlv) and toluene (6 mL) were stirred at 60 °C for
6 h. YIsolated yields. “p-Nitrobenzaldehyde (1 mmol), TsNHH, (1.2
equiv), toluene (6 mL), 60 °C, 30 min, then DBU (3 equiv), BTP (2
equiv).

experiments were almost not exothermic, providing ample
potential for the larger scale synthesis of 3-trifluoromethylpyr-
azoles.

The condensation of aldehydes with TsNHNH, would
afford the corresponding N-tosylhydrazones.'” Thus N-
tosylhydrazone 4a derived from benzaldehyde was tested
under the standard reaction conditions and provided the
desired product 2a in 98% yield (Scheme 4a). Interestingly,
although carbonyl compounds and TsNHNH, could be used
instead of the corresponding N-tosylhydrazones in some
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Scheme 4. Control Experiments
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previously reported reactions, a two-step protocol is necessary
for these transformations because N-tosylhydrazones first need
to be 1n 31tu generated to ensure the efficiency of these
reactions.'’ Furthermore, an intermediate featuring 6 = —70.2
(d, J = 7.52 Hz) was detected by a '"F NMR analysis
experiment to monitor the reaction (Scheme 4b), indicating
that a proton was transferred to the a-position of the CF;
group during the reaction. (For details, see the Supporting
Information.) N-Tosylhydrazone 4a derived from benzalde-
hyde could be slowly decomposed at room temperature and
fully decomposed at 60 °C under the treatment of DBU for 6 h
(Scheme 4c). Additionally, when N-tosylhydrazone 5 derived
from acetophenone was treated with BTP under the standard
reaction conditions, N-tosylhydrazone S decomposed com-
pletely, and a complex mixture was obtained (Scheme 4d).
The proposed reaction mechanism is illustrated in Scheme
S. The condensation of benzaldehyde la with p-toluenesul-
fonyl hydrazide in-situ-generated N-tosylhydrazone 4a, which
then decomposed to diazo compound A in the presence of
bases.'> The regioselective [3 + 2] cycloaddition of dizao
compound A with BTP afforded intermediate B,"> which
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Scheme S. Proposed Mechanism
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further converted to trifluoromethylated diazo intermediate C
via the elimination of HBr in the presence of base. The
subsequent facile and chemoselective 1,3-hydrogen atom
transfer (1,3-HAT) of trifluoromethylated diazo intermediate
C provided diazo intermediate D, which featured a proton at
the a-position of the CF; group.'* Finally, the 1,3-HAT of
intermediate D afforded the desired product 2a.*

In summary, we have reported a general and practical
strategy for 3-trifluoromethylpyrazole synthesis by coupling
environmentally friendly and large-tonnage industrial feedstock
BTP with aldehydes and sulfonyl hydrazides. This highly
regioselective three-component coupling reaction is metal-free,
catalyst-free, and operationally simple and features mild
conditions, a broad substrate scope, high yields, and valuable
functional group tolerance. Remarkably, the reactions could be
performed on a 100 mmol scale and smoothly afforded the key
intermediates for the synthesis of celecoxib, mavacoxib, SC-
560, and AS-136A. Preliminary mechanism studies indicated
that a 1,3-HAT process was involved in this transformation. An
investigation of the mechanistic details and an exploration of
other potential applications of BTP are currently underway in
our laboratory, the results of which will be reported in due
course.

B ASSOCIATED CONTENT

© Supporting Information

The Supporting Information is available free of charge at
https://pubs.acs.org/doi/10.1021/acs.orglett.9b04228.

Typical experimental procedures and characterization
for all products (PDF)

B AUTHOR INFORMATION
Corresponding Authors

Chuanle Zhu — South China University of Technology,
Guangzhou, P. R. China; © orcid.org/0000-0002-0096-
258X; Email: cechlzhu@scut.edu.cn

Huanfeng Jiang — South China University of Technology,
Guangzhou, P. R. China; © orcid.org/0000-0002-4355-
0294; Email: jianghf@scut.edu.cn

Other Authors

Hao Zeng — South China University of Technology,
Guangzhou, P. R. China

Chi Liu — South China University of Technology,
Guangzhou, P. R. China

Yingying Cai — South China University of Technology,
Guangzhou, P. R. China

Xiaojie Fang — South China University of Technology,
Guangzhou, P. R. China

Complete contact information is available at:
https://pubs.acs.org/10.1021/acs.orglett.9b04228

Notes

The authors declare no competing financial interest.

B ACKNOWLEDGMENTS

Financial support was provided by the National Program on
Key Research Project (2016YFA0602900), the National
Natural Science Foundation of China (21702064,
21420102003), the Pearl River S&T Nova Program of
Guangzhou (201806010138), and the Fundamental Research
Funds for the Central Universities (2019ZD19).

B REFERENCES

(1) (a) Lamberth, C. Heterocycles 2007, 71, 1467. (b) Yet, L.
Comprehensive Hetereocylic Chemistry III; Elsevier: Oxford, U.K., 2008.
(c) Elguero, J.; Silva, A. M. S; Tomé, A. C. Modern Heterocyclic
Chemistry; Wiley-VCH: Weinheim, Germany, 2011; p 63S.
(d) Fustero, S.; Sanchez-Roselld, M.; Barrio, P.; Simon-Fuentes, A.
Chem. Rev. 2011, 111, 6984. (e) Chen, Z.; Zheng, Y.; Ma, J.-A. Angew.
Chem., Int. Ed. 2017, 56, 4569.

(2) (2) Penning, T. D.; Talley, J. J.; Bertenshaw, S. R.; Carter, J. S.;
Collins, P. W,; Docter, S.; Graneto, M. J.; Lee, L. F.; Malecha, J. W,;
Miyashiro, J. M.; et al. J. Med. Chem. 1997, 40, 1347. (b) Cox, S. R;
Lesman, S. P.; Boucher, J. F; Krautmann, M. J.; Hummel, B. D.;
Savides, M.; Marsh, S.; Fielder, A.; Stegemann, M. R. ]. Vet
Pharmacol. Ther. 2010, 33, 461. (c) Lee, E.; Choi, M. K; Youk, H. J.;
Kim, C. H.; Han, I. C.; Yoo, B. C; Lee, M. K; Lim, S. J. . Cancer Res.
Clin. Oncol. 2006, 132, 223. (d) Pruitt, J. R; Pinto, D. J. P.; Galemmo,
R. A,; Alexander, R. S.; Rossi, K. A.; Wells, B. L.; Drummond, S;
Bostrom, L. L.; Burdick, D.; Bruckner, R.; Chen, H.; Smallwood, A,;
Wong, P. C.; Wright, M. R;; Bai, S.; Luettgen, J. M.; Knabb, R. M,;
Lam, P. Y. S.; Wexler, R. R. J. Med. Chem. 2003, 46, 5298. (e) Sun, A.;
Chandrakumar, N.; Yoon, J.-J.; Plemper, R. K; Snyder, J. P. Bioorg.
Med. Chem. Lett. 2007, 17, 5199. (f) Varnes, J. G.; Wacker, D. A,;
Pinto, D. J. P.; Orwat, M. J.; Theroff, J. P.; Wells, B.; Galemo, R. A;;
Luettgen, J. M.; Knabb, R. M,; Bai, S.; He, K; Lam, P. Y. S.; Wexler,
R. R. Bioorg. Med. Chem. Lett. 2008, 18, 749. (g) Lahm, G. P.; Selby,
T. P; Freudenberger, J. H,; Stevenson, T. M.; Myers, B. J;
Seburyamo, G.; Smith, B. K.; Flexner, L.; Clark, C. E.; Cordova, D.
Bioorg. Med. Chem. Lett. 2005, 15, 4898.

(3) Selected examples: (a) Norris, T.; Colon-Cruz, R.; Ripin, D. H.
B. Org. Biomol. Chem. 2005, 3, 1844. (b) Shavnya, A,; Sakya, S. M,;
Minich, M. L.; Rast, B.; Lundy DeMello, K.; Jaynes, B. H. Tetrahedron
Lett. 2005, 46, 6887. (c) Singh, S. P.; Kumar, V.; Aggarwal, R;
Elguero, J. J. Heterocycl. Chem. 2006, 43, 1003. (d) Humphries, P. S.;
Finefield, J. M. Tetrahedron Lett. 2006, 47, 2443. (e) Yonetoku, Y.;
Kubota, H.; Okamoto, Y.; Toyoshima, A.; Funatsu, M.; Ishikawa, J.;
Takeuchi, M.; Ohta, M.; Tsukamoto, S.-I. Bioorg. Med. Chem. 2006,
14, 4750. (f) Montoya, V.; Pons, J.; Garcia-Antdn, J.; Solans, X.; Font-
Bardia, M.; Ros, J. J. Fluorine Chem. 2007, 128, 1007. (g) Fustero, S.;
Roman, R; Sanz-Cervera, J. F.; Simon-Fuentes, A.,; Cunat, A. C;
Villanova, S.; Murguia, M. J. Org. Chem. 2008, 73, 3523. (h) Dai, H,;
Li, Y-Q; Du, D,; Qin, X;; Zhang, X,; Yu, H.-B,; Fang, J.-X. J. Agric.
Food Chem. 2008, 56, 10805. (i) Yang, X.; Shui, S.; Chen, X.; He, H,;
Wu, F. J. Fluorine Chem. 2010, 131, 426. (j) Muzalevskiy, V. M,;
Rulev, A. Y.; Romanov, A. R,; Kondrashov, E. V,; Ushakov, I. A;;
Chertkov, V. A,; Nenajdenko, V. G. J. Org. Chem. 2017, 82, 7200.

(4) (a) Li, F; Nie, J.; Sun, L.; Zheng, Y.; Ma, J.-A. Angew. Chem., Int.
Ed. 2013, 52, 6255. (b) Zhang, F.-G.; Wei, Y.; Yi, Y.-P.; Nie, J.; Ma, J.-
A. Org. Lett. 2014, 16, 3122.

(S) Britton, J.; Jamison, T. F. Angew. Chem., Int. Ed. 2017, 56, 8823.

(6) (a) Multicomponent Reaction; Zhu, J., Bienaymé, H., Eds.; Wiley-
VCH: Weinheim, Germany, 200S. (b) Ruijter, E.; Scheffelaar, R;
Orry, R. V. A. Angew. Chem., Int. Ed. 2011, 50, 6234. (c) de Graaff, C.;
Ruijter, E.; Orru, R. V. A. Chem. Soc. Rev. 2012, 41, 3969. (d) Cioc, R.
C.; Ruijter, E.; Orru, R. V. A. Green Chem. 2014, 16, 2958. (e) Hulme,
C.; Ayza, M,; Martinez-Ariza, G.; Medda, F.; Shaw, A. Y. Recent
Advances in Multi-Component Reaction Chemistry: Applications in

https://dx.doi.org/10.1021/acs.orglett.9b04228
Org. Lett. XXXX, XXX, XXX—XXX


https://pubs.acs.org/doi/10.1021/acs.orglett.9b04228?goto=supporting-info
http://pubs.acs.org/doi/suppl/10.1021/acs.orglett.9b04228/suppl_file/ol9b04228_si_001.pdf
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Chuanle+Zhu"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
http://orcid.org/0000-0002-0096-258X
http://orcid.org/0000-0002-0096-258X
mailto:cechlzhu@scut.edu.cn
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Huanfeng+Jiang"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
http://orcid.org/0000-0002-4355-0294
http://orcid.org/0000-0002-4355-0294
mailto:jianghf@scut.edu.cn
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Hao+Zeng"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Chi+Liu"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Yingying+Cai"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://pubs.acs.org/action/doSearch?field1=Contrib&text1="Xiaojie+Fang"&field2=AllField&text2=&publication=&accessType=allContent&Earliest=&ref=pdf
https://pubs.acs.org/doi/10.1021/acs.orglett.9b04228?ref=pdf
https://pubs.acs.org/doi/10.1021/acs.orglett.9b04228?fig=sch5&ref=pdf
https://pubs.acs.org/doi/10.1021/acs.orglett.9b04228?fig=sch5&ref=pdf
pubs.acs.org/OrgLett?ref=pdf
https://dx.doi.org/10.1021/acs.orglett.9b04228?ref=pdf

Organic Letters pubs.acs.org/OrgLett

Small Molecule Drug Discovery. In Small Molecule Medicinal
Chemistry-Strategies and Technologies; Wiley-VCH, 201S; p 14S.
(f) Wang, Q; Wang, D.; Wang, M.-X;; Zhu, J. Acc. Chem. Res.
2018, 51, 1290. (g) Reguera, L.; Méndez, Y.; Humpierre, A. R;
Valdés, O.; Rivera, D. G. Acc. Chem. Res. 2018, 51, 1475. (h) Reguera,
L.; Rivera, D. G. Chem. Rev. 2019, 119, 9836.

(7) (a) Jin, X;; Zhou, X.; Liao, G.; Wang, J. Procedia Eng. 2013, 62,
884. (b) Ni, X.; Chow, W. K. Fire Mater. 2014, 38, 673. (c) Babushok,
V. L; Linteris, G. T.; Burgess, D. R, Jr.; Baker, P. T. Combust. Flame
2015, 162, 1104. (d) Burgess, D. R,, Jr.; Babushok, V. L; Linteris, G.
T.; Manion, J. A. Int. J. Chem. Kinet. 2015, 47, 533.

(8) Britton, J.; Jamison, T. F. Eur. J. Org. Chem. 2017, 2017, 6566.

(9) Liu, J-B.; Li, Y.-X;; Zhang, X.-L.; Hua, X.-W.; Wu, C.-C.; Wei,
W.; Wan, Y.-Y.; Cheng, D.-D.; Xiong, L.-X,; Yang, N.; Song, H.-B.; Li,
Z.-M. J. Agric. Food Chem. 2016, 64, 3697.

(10) (a) Barluenga, J.; Valdés, C. Angew. Chem., Int. Ed. 2011, 50,
7486. (b) Shao, Z.; Zhang, H. Chem. Soc. Rev. 2012, 41, 560. (c) Xia,
Y.; Wang, J. Chem. Soc. Rev. 2017, 46, 2306. (d) Arunprasath, D.; Devi
Bala, B.; Sekar, G. Adv. Synth. Catal. 2019, 361, 1172.

(11) Selected examples: (a) Barluenga, J.; Tomas-Gamasa, M.;
Aznar, F.; Valdés, C. Nat. Chem. 2009, 1, 494. (b) Barluenga, J;
Tomas-Gamasa, M.; Aznar, F.; Valdés, C. Angew. Chem., Int. Ed. 2010,
49, 4993. (c) Li, H.; Wang, L.; Zhang, Y.; Wang, J. Angew. Chem., Int.
Ed. 2012, §1, 2943. (d) Barluenga, J.; Tomas-Gamasa, M.; Valdés, C.
Angew. Chem., Int. Ed. 2012, 51, 5950. (e) Pérez-Aguilar, M. C,;
Valdés, C. Angew. Chem., Int. Ed. 2013, 52, 7219. (f) Thome, I;
Besson, C.; Kleine, T.; Bolm, C. Angew. Chem., Int. Ed. 2013, S2,
7509. (g) Xiong, W.; Qi, C.; He, H,; Ouyang, L.; Zhang, M.; Jiang, H.
Angew. Chem., Int. Ed. 2018, 54, 3084. (h) Liu, Z.; Tan, H.; Wang, L;
Fu, T,; Xia, Y.; Zhang, Y.; Wang, J. Angew. Chem., Int. Ed. 2015, 54,
3056. (i) Xia, A.-J.; Kang, T.-R.; He, L.; Chen, L.-M.; Li, W.-T.; Yang,
J-L;; Liu, Q.-Z. Angew. Chem., Int. Ed. 2016, SS, 1441. (j) Plaza, M,;
Valdés, C. J. Am. Chem. Soc. 2016, 138, 12061. (k) Pang, Y.; He, Q.;
Li, Z.-Q,; Yang, J.-M.,; Yu, H.-H,; Zhu, S.-F.; Zhou, Q.-L. J. Am. Chem.
Soc. 2018, 140, 10663.

(12) Bamford, W. R.; Stevens, T. S. J. Chem. Soc. 1952, 4735.

(13) (a) Zhy, C; Li, J.; Chen, P.; Wu, W.; Ren, Y.; Jiang, H. Org.
Lett. 2016, 18, 1470. (b) Wu, W,; Lin, Z,; Zhu, C.; Chen, P.; Li, J;
Jiang, H. J. Org. Chem. 2017, 82, 12746.

(14) Usually, diazo intermediate without the trifluoromethyl
substituent could undergo a 1,5-hydragen atom transfer to afford
the corresponding pyrazole product. (a) Pérez-Aguilar, M. C.; Valdés,
C. Angew. Chem., Int. Ed. 2015, 54, 13729. (b) Yu, Y.; Huang, W.;
Chen, Y,; Gao, B.; Wu, W,; Jiang, H. Green Chem. 2016, 18, 6445.

https://dx.doi.org/10.1021/acs.orglett.9b04228
Org. Lett. XXXX, XXX, XXX—XXX


pubs.acs.org/OrgLett?ref=pdf
https://dx.doi.org/10.1021/acs.orglett.9b04228?ref=pdf

