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ABSTRACT: A highly efficient iridium(III)-catalyzed C—H
activation/tandem Grignard-type [3 + 2] annulation process
was developed for the synthesis of novel spirocyclic phosphor-
amide derivatives. Compared with other transition-metal catalysts,
[Cp*IrClL,], exhibited favorite efficiency and best selectivity in
this cascade reaction. The strategy could be applied to further

construct more complex heterocyclic compounds.
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he [3 + 2] cyclization reaction is a common strategy in the

construction of C—C and C—heteroatom bonds to access
complex structures.’ Especially with the rapid development of
the C—H activation reaction,” transition-metal-catalyzed [3 + 2]
cyclization reaction has been widely explored in the past
decade.” This approach is advantageous in that the amazing
spirocyclic products,” which are otherwise difficult to synthe-
size, possess one of the most fascinating building structural motifs
present in many natural products and biologically active mole-
cules.” However, imines have found limited applications as
directing groups for a metal-catalytic [3 + 2] tandem reaction
sequence via direct C—H bond functionalization (Scheme 1, eq 1).°
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Therefore, it is necessary to expand the scope of imines for
Grignard-type [3 + 2] annulation.

Organophosphorus compounds not only exhibit unique bio-
logical and pharmacologlcal activities” but also play key roles in
organocatalysts.® Although several synthetic approaches for the
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construction of organophosphorus molecules using phospha-
mides or phosphates as directing groups have been described
in recent years (Scheme 1, eq 2),” N-phosphoryl ketimines
serving as both directing groups and electrophiles have been
utilized to suffer from the Grignard-type [3 + 2] annulation,
and formation of spirocyclic organophosphorus compounds has
never been reported. Hence, we now disclose a novel synthesis
of unique spirocyclic phosphoramide derivatives through an
iridium (IIT)-catalyzed C—H activation/tandem Grignard-type
[3 + 2] annulation process between cyclic N-phosphoryl
ketimines and internal alkynes (Scheme 1, eq 3). This reaction
proceeds with high efficiency and excellent stereoselectivity
via an iridium(III) catalyst compared with ruthenium(II) and
rhodium(III) catalysts.

At the outset of our study, we used cyclic N-phosphoryl
ketimine la and diphenylacetylene 2a as model substrates to
investigate the catalytic performance of different transition
metals (Table 1). To our surprise, [Cp*RhCl,], as a catalyst
showed very high catalytic reactivity, generating the desired
[3 + 2] cycloaddition product 3a in 99% yield but albeit with
very bad stereoselectivity (entry 1), while a single isomer 3a was
produced with moderate yields by using [RuCl,(p-cymene)],
as a catalyst (entries 2 and 3). In contrast, [Cp*IrCl,], showed
most suitable reactivity, affording 3a in good yield together with
excellent stereoselectivity (entry 4). By careful analysis of
the cascade reaction outcomes with these metal catalysts,
[Cp*IrCl,], was shown to exhibit favorite efficiency and best
selectivity for this cascade [3 + 2] annulation, probably owing
to the large ionic radius of iridium(III). This advantage
intrigued us to perform further screening with [Cp*IrClL,],
as optimal catalyst. Increasing the reaction temperature and
decreasing the loading of Cu(OAc),-H,0 was good for improving
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Table 1. Optimization of the Reaction Conditions”

addltwe
solvent, air

entry catalyst additive (equiv) solvent  yield” (%)
1°¢ [Cp*RhCL], Cu(OAc),-H,0 (02) DCE 99 (1:1)
2° [RuCly(p-cymene)], Cu(OAc),H,0 (0.2) DCE 32
3° [RuCl,(p-cymene)], Cu(OAc),H,0 (0.5) DCE 40
4 [Cp*uCL], Cu(OAc)yH,0 (0.5) DCE 76
s [Cp*uCL], Cu(OAc),H,0 (0.5) DCE 83
6  [Cp*iCL], Cu(OAc)yH,0 (02) DCE 84
7 [Cp*IxCL], Cu(OAc),"H,0 (0.1) DCE 90
8  [Cp*IClL], Cu(OAc),H,0 (0.05) DCE 89
9 [Cp*ICl], Cu(OAc),H,0 (0.1) DCE 80
107 [Cp*IrClL], Cu(OAc),-H,0 (0.1) DCE 84
11 [Cp*IxCL,], Cu(OAc),H,0 (0.1)  toluene NP
12 [Cp*ICl), Cu(OAc),H,0 (0.1) CH,CN 58
13 [Cp*IxCL], Cu(OAc),H,0 (0.1)  dioxane NP
14 [Cp*ICl), Cu(OAc),H,0(0.1) DMF 56
15 [Cp*IrCl], Cu(OAc);H,0(0.1)  CHCL, 40

“Reaction conditions unless otherwise specified: 0.05 mmol of 1a,
12 equlv of 2a, 5§ mol % of catalyst, 0.5 mL of solvent, 130 °C, under
air. “Isolated yield. €120 °C. “Stereoselectivity (1:1) has been detected,
major isomer is shown. “2 mol % of [Cp*IrCL,],. 7140 °C.

Scheme 2. Substrate Scope of the Cyclic N-Phosphoryl
Ketimines”
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“Reaction conditions unless otherwise specified: 0.05 mmol of 1,
1.2 equiv of 2a, 5§ mol % of [Cp*IrCL,],, 10 mol % of Cu(OAc),'H,0,
0.5 mL of DCE, 130 °C, under air, 1.5 h—10 h. Isolated yield, dr
>99:1. Stereoselectmty (2:1) has been detected; major isomer is
shown. °S mol % of [RuClL(p-cymene)],, 50 mol % of Cu(OAc),
H,0, 30 h.
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the reaction efficiency (entries 5—7). However, further lower-
ing the use of Cu(OAc), H,0 to 0.05 equiv led to slightly
lower yield (entry 8). Reducing the loading of [Cp*IrClL,], or
elevating the reaction temperature gave rise to a lower yield
(entries 9 and 10). The subsequent solvent screening revealed
that other solvents gave inferior results (entries 11—15).

Under the optimized reaction conditions, a variety of elec-
tronically and sterically diverse aryl-substituted N-phosphoryl
ketimines 1 were examined using 2a as a coupling partner
to investigate the generality of the iridium(III)-catalyzed
tandem [3 + 2] annulation (Scheme 2). Notably, N-phosphoryl
ketimines 1 bearing substituents on the ortho, meta, and para
positions of the Ar' ring were well tolerated in the reaction.
The annulated product 3¢ was only isolated in moderate yield
albeit with poor stereoselectivity, probably due to the steric
hindrance. As expected, the C—H activation process occurred at
the less hindered position with the desired product 3d obtained
as the single product. Interestingly, the substrate 1f with
p-fluorine was invalid in the optimal conditions by using
iridium(11I) as catalyst, whereas the desired product 3f could be
constructed in 51% yield when ruthenium(II) was explored as
catalyst. Delightfully, N-phosphoryl ketimines 1 carrying
electron-donating or -withdrawing groups on the Ar’ ring
allowed the reaction to proceed smoothly, affording the corre-
sponding products in good to excellent yields (3g—k). In addi-
tion, other phosphate esters such as ethyl, benzyl, and CH,CF;
esters (1l-n) also exhibited high reactivity in this catalytic
system.

Subsequently, the scope of alkynes was investigated (Scheme 3).
Remarkably, symmetrically substituted diarylacetylenes carrying

Scheme 3. Substrate Scope and Limitation of Alkynes
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“Reaction conditions unless otherwise specified: 0.05 mmol of 1a,
1.2 equiv of 2, 5 mol % of [Cp*IrCl,],, 10 mol % of Cu(OAc),-H,0,
0.5 mL of DCE, 130 °C, under air, 1.5 h —4 h. Isolated yield, dr >99:1.
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methyl or chlorine at the para and meta positions were good
coupling partners, giving the spirocyclic products in excellent
yields (30—r). However, the alkyl-disubstituted alkynes and
dimethyl acetylenedicarboxylate were completely incompatible
with the standard conditions. To our delight, the unsymmetrical
eneynes (2s and 2t) were suitable for this transformation,
delivering the corresponding products with extended con-
jugated dienes in high yields albeit with low regioselectivity.

The synthetic utility of spirocyclic phosphoramide derivatives
was illustrated in Scheme 4 in which the versatile 3a could be
installed a useful allyl group (Scheme 4, eq 4).

Scheme 4. Synthetic Application of 3a
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In summary, we have successfully achieved a novel synthesis
of unique spirocyclic phosphoramide derivatives from cyclic
N-phosphoryl ketimines and alkynes. Importantly, [Cp*IrCl,],
exhibited the high efficiency and excellent selectivity in this
C—H activation/tandem Grignard-type [3 + 2] annulation
process. Further transformation these spirocyclic molecules to
other useful organophosphorus compounds is underway in our
laboratories.

B ASSOCIATED CONTENT
© Supporting Information

The Supporting Information is available free of charge on the
ACS Publications website at DOI: 10.1021/acs.orglett.6b01895.

Experimental procedures, structural proofs, and NMR
spectra of the products (PDF)

B AUTHOR INFORMATION
Corresponding Authors

*E-mail: dongl@scu.edu.cn.
*E-mail: xuyj@ms.xjb.ac.cn.
Notes

The authors declare no competing financial interest.

B ACKNOWLEDGMENTS

We are grateful for financial support from the NSFC
(21572138), the Recruitment Program of Global Experts
(Xinjiang Program), and the Director Foundation of XTIPC
(2015RCO14).

B REFERENCES

(1) For representative examples, see: (a) Guo, J.; Kiran, I. N. C;
Reddy, R. S.; Gao, J; Tang, M,; Liu, Y,; He, Y. Org. Lett. 2016, 18,
2499. (b) Winterton, S. E.; Ready, J. M. Org. Lett. 2016, 18, 2608.
(c) Li, C; Jiang, K; Ouyang, Q.; Liu, T.-Y,; Chen, Y.-C. Org. Lett.
2016, 18, 2738. (d) Liu, R; Zhang, M.; Zhang, J. Chem. Commun.
2011, 47, 12870. (e) Zhang, J.; Chen, Z.; Wu, H.-H.; Zhang, J. Chem.
Commun. 2012, 48, 1817. (f) Chen, K; Zhang, Z.; Wei, Y.; Shi, M.
Chem. Commun. 2012, 48, 7696. (g) Zhao, J.; Li, P.; Wu, C.; Chen, H;
Ai, W,; Sun, R; Ren, H; Larock, R. C,; Shi, F. Org. Biomol. Chem.
2012, 10, 1922. (h) Lian, Z; Shi, M. Org. Biomol. Chem. 2012, 10,
8048. (i) Tian, J.; He, Z. Chem. Commun. 2013, 49, 2058. (j) Padilla,

4216

S.; Tejero, R; Adrio, J.; Carretero, J. C. Org. Lett. 2010, 12, 5608.
(k) Zhou, R; Wang, J; Song, H; He, Z. Org. Lett. 2011, 13, S80.
(1) Wang, Z.-Q.; Lei, Y.; Zhou, M.-B.; Chen, G.-X,; Song, R.-J.; Xie, Y.-
X; Li, J-H. Org. Lett. 2011, 13, 14. (m) Singh, A.; Roth, G. P. Org.
Lett. 2011, 13, 2118. (n) Yang, L.-J.; Wang, S.; Nie, J.; Li, S.; Ma, J.-A.
Org. Lett. 2013, 15, 5214.

(2) For selected reviews, see: (a) Colby, D. A; Bergman, R. G;
Ellman, J. A. Chem. Rev. 2010, 110, 624. (b) Davies, H. M. L.; Du Bois,
J.; Yu, J-Q. Chem. Soc. Rev. 2011, 40, 185S. (c) Ackermann, L. Chem.
Rev. 2011, 111, 1315. (d) Sun, C.-L,; Li, B.-J.; Shi, Z.-J. Chem. Rev.
2011, 111, 1293. (e) Cho, S. H; Kim, J. Y.; Kwak, J.; Chang, S. Chem.
Soc. Rev. 2011, 40, 5068. (f) Song, G.; Wang, F.; Li, X. Chem. Soc. Rev.
2012, 41, 3651. (g) Li, B.-J.; Shi, Z.-J. Chem. Soc. Rev. 2012, 41, 5588.
(h) Kuhl, N.; Hopkinson, M. N.; Wencel-Delord, J.; Glorius, F. Angew.
Chem.,, Int. Ed. 2012, S1, 10236. (i) Colby, D. A.; Tsai, A. S.; Bergman,
R. G.; Ellman, J. A. Acc. Chem. Res. 2012, 45, 814. (j) Wencel-Delord,
J; Glorius, F. Nat. Chem. 2013, S, 369. (k) Yang, L.; Huang, H. Chem.
Rev. 2015, 115, 3468. (1) Song, G.; Li, X. Acc. Chem. Res. 2015, 48,
1007. (m) Li, S.-S.; Qin, L; Dong, L. Org. Biomol. Chem. 2016, 14,
4554. (n) Rao, W.-H,; Shi, B.-F. Org. Chem. Front. 2016, 3, 1028.

(3) (a) Patureau, F. W,; Besset, T.; Kuhl, N.; Glorius, F. J. Am. Chem.
Soc. 2011, 133, 2154. (b) Kuninobu, Y.; Nishina, Y.; Shouho, M,;
Takai, K. Angew. Chem., Int. Ed. 2006, 4S5, 2766. (c) Muralirajan, K;
Parthasarathy, K; Cheng, C.-H. Angew. Chem., Int. Ed. 2011, 50, 4169.
(d) Li, B.-J.; Wang, H.-Y.; Zhu, Q.-L.; Shi, Z.-J. Angew. Chem,, Int. Ed.
2012, 51, 3948. (e) Zhao, Y.-B,; Mariampillai, B; Candito, D. A;
Laleu, B,; Li, M.; Lautens, M. Angew. Chem., Int. Ed. 2009, 48, 1849.

(4) (a) Nishimura, T.; Ebe, Y.; Hayashi, T. J. Am. Chem. Soc. 2013,
135, 2092. (b) Dong, L.; Qu, C.-H.; Huang, J.-R; Zhang, W.; Zhang,
Q.-R; Deng, J.-G. Chem. - Eur. ]. 2013, 19, 16537. (c) Huang, J.-R;;
Qin, L; Zhu, Y.-Q; Song, Q; Dong, L. Chem. Commun. 2015, SI,
2844.

(5) (a) Gomez-Monterrey, L; Bertamino, A.; Porta, A.; Carotenuto,
A.; Musella, S;; Aquino, C,; Granata, I; Sala, M,; Brancaccio, D,;
Picone, D.; Ercole, C.; Stiuso, P.; Campiglia, P.; Grieco, P.; Ianelli, P.;
Maresca, B.; Novellino, E. J. Med. Chem. 2010, 53, 8319.
(b) Trieselmann, T.; Wagner, H.; Fuchs, K; Hamprecht, D.; Berta,
D.; Cremonesi, P.; Streicher, R;; Luippold, G.; Volz, A.; Markert, M;
Nar, H. J. Med. Chem. 2014, 57, 8766. (c) Bolognese, A.; Correale, G.;
Manfra, M; Esposito, A.; Novellino, E.; Lavecchia, A. J. Med. Chem.
2008, 51, 8148. (d) Somu, R. V.; Johnson, R. L. J. Org. Chem. 2005,
70, 5954. (e) Tanaka, N.; Kashiwada, Y.; Kim, S. Y.; Hashida, W,;
Sekiya, M.; Ikeshiro, Y.; Takaishi, Y. J. Nat. Prod. 2009, 72, 1447.
(f) Cai, S.; Du, L.; Gerea, A. L;; King, J. B.; You, J.; Cichewicz, R. H.
Org. Lett. 2013, 15, 4186. (g) Ito, Y.; Takahashi, K;; Nagase, H,;
Honda, T. Org. Lett. 2011, 13, 4640.

(6) (a) Fukutani, T.; Umeda, N.; Hirano, K.; Satoh, T.; Miura, M.
Chem. Commun. 2009, 5141. (b) Kuninobu, Y.; Tokunaga, Y.; Kawata,
A.; Takai, K. J. Am. Chem. Soc. 2006, 128, 202. (c) Kuninobu, Y.;
Kawata, A.; Takai, K. J. Am. Chem. Soc. 2005, 127, 13498. (d) Sun, Z.-
M.; Chen, S.-P,; Zhao, P. Chem. - Eur. J. 2010, 16, 2619. (e) Tran, D.
N.; Cramer, N. Angew. Chem,, Int. Ed. 2011, 50, 11098. (f) Tran, D.
N.; Cramer, N. Angew. Chem., Int. Ed. 2013, 52, 10630. (g) Zhang, J;
Ugrinov, A,; Zhao, P. Angew. Chem.,, Int. Ed. 2013, 52, 6681.

(7) (a) Seto, H.; Kuzuyama, T. Nat. Prod. Rep. 1999, 16, 589. (b) Li,
X. S.; Zhang, D. W,; Pang, H.; Shen, F.; Fu, H,; Jiang, Y. Y.; Zhao, Y. F.
Org. Lett. 2005, 7, 4919. (c) Peng, A.-Y.; Ding, Y.-X. Org. Lett. 20085, 7,
3299. (d) Tang, W.; Ding, Y.-X. J. Org. Chem. 2006, 71, 8489. (e) Lj,
B.; Zhou, B,; Lu, H,; Ma, L,; Peng, A.-Y. Eur. ]. Med. Chem. 2010, 43,
1955. (f) Ruda, G. F.,; Wong, P. E.; Alibu, V. P.; Norval, S; Read, K.
D.; Barrett, M. P; Gilbert, L. H. J. Med. Chem. 2010, 53, 6071.

(8) (a) Yao, W;; Dou, X;; Lu, Y. J. Am. Chem. Soc. 2015, 137, 54.
(b) Han, X.; Wang, Y.; Zhong, F.; Lu, Y. J. Am. Chem. Soc. 2011, 133,
1726. (c) Zhong, F.,; Wang, Y.; Han, X,; Huang, K-W,; Lu, Y. Org.
Lett. 2011, 13, 1310. (d) Zhong, F.; Chen, G.-Y.; Han, X; Yao, W.; Ly,
Y. Org. Lett. 2012, 14, 3764. (e) Ni, H,; Yao, W.; Waheed, A.; Ullah,
N; Lu, Y. Org Lett. 2016, 18, 2138.

(9) (a) Zhao, D.; Nimphius, C.; Lindale, M.; Glorius, F. Org. Lett.
2013, 1S, 4504. (b) Seo, J.; Park, Y.; Jeon, I; Ryu, T.; Park, S.; Lee, P.

DOI: 10.1021/acs.orglett.6b01895
Org. Lett. 2016, 18, 4214—4217



Organic Letters

H. Org. Lett. 2013, 15, 3358. (c) Ryu, T.; Kim, J.; Park, Y.; Kim, S.;
Lee, P. H. Org. Lett. 2013, 15, 3986. (d) Yokoyama, Y.; Unoh, Y,;
Hirano, K; Satoh, T.; Miura, M. J. Org. Chem. 2014, 79, 7649.
(e) Park, Y.; Seo, J.; Park, S.; Yoo, E. J.; Lee, P. H. Chem. - Eur. J. 2013,
19, 16461. (f) Chary, B. C.; Kim, S. Org. Biomol. Chem. 2013, 11, 6879.
(g) Unoh, Y.; Hashimoto, Y.; Takeda, D.; Hirano, K.; Satoh, T.; Miura,
M. Org. Lett. 2013, 15, 3258. (h) Itoh, M.; Hashimoto, Y.; Hirano, K;
Satoh, T.; Miura, M. J. Org. Chem. 2013, 78, 8098. (i) Park, S.; Seo, B.;
Shin, S.; Son, J. Y.; Lee, P. H. Chem. Commun. 2013, 49, 8671.

4217 DOI: 10.1021/acs.orglett.6b01895
Org. Lett. 2016, 18, 4214—4217



