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Dedicated to Prof. Qi-Lin Zhou on the occasion of his 60th birthday

Abstract: An unprecedented strategy using traceless directing 

groups (TDG) to promote the redox-neutral Mn(I)-catalyzed 

regioselective synthesis of N-heterocycles is reported. Alkyne 

coupling partners bearing traceless directing group, which serve as 

both chelator and internal oxidant, were used to control the 

regioselectivity of the annulation reactions. This operationally simple 

approach is highly effective with previously challenging 

unsymmetrical alkyne systems, including unbiased dialkyl alkynes, 

featuring switchable regioselectivity, simple conditions, and gram-

scale synthesis. The application of this strategy in the concise 

synthesis of bioactive compound PK11209 and pharmaceutical 

moxaverine is also described. 

Over the past few decades, catalytic C–H activation has 

emerged as one of the most powerful and attractive methods for 

the construction of new carbon–carbon and carbon–heteroatom 

bonds using readily available hydrocarbon starting materials.[1] In 

particular, unsaturated hydrocarbons have seen extensive use as 

coupling partners in the synthesis of valuable cyclic compounds, 

which are frequently found in natural product, pharmaceutical and 

material frameworks.[2] Arguably, annulation reactions with 

alkynes are one of the most popular methods of this type, which 

have been extensively explored with Pd, Rh, Ir, Ru, Cu, Ni etc.[2,3] 

Despite great progress in this area, essentially almost all the 

methods reported to date suffer from uncontrolled regioselectivity, 

leading inevitably to mixtures of positional isomers, especially 

when unbiased unsymmetrical alkynes were utilized (Scheme 

1a).[2,3] Furthermore, the application of unpolarized aliphatic 

alkynes in this field has become a significant challenge, possibly 

due to their weaker coordination and low boiling points. 

Considering these issues, the development of new surrogates for 

alkynes is of high interest. 

In principle, the precoordination of a functional group with a 

metal can guide the site selectivity, which is the vital step in 

directed C–H activation.[4] However, the late stage removal of 

directing groups may lead to labor-intensive multistep operations 

and unexpected side products, which is a major drawback for any 

synthetic application. To address this issue, a directing group 

which can be removed directly in situ has been developed.[5] 

Although the installation of catalyst-directing groups to direct 

selective C–H activation has been widely applied, the use of a 

directing group in the coupling partner to control the 

regioselectivity has been seldom studied, especially with 

traceless directing groups.[6] In principle, the problem of the 

regioselectivity in oxidative annulations arises from the alkyne 

insertion step, which is controlled mainly by an orbital interaction 

of the occupied M−C σ bonding orbital with an unoccupied π* 

orbital of the alkyne.[7] Therefore, in almost all cases, the 

intermediate generated from the alkyne insertion cannot be 

exclusively obtained and the regioselectivity problem remains 

unsolved (Scheme 1a). Inspired by the well-developed 

methodologies for directed ortho metalation, we questioned 

whether a traceless directing group located in an alkyne can be 

used to control the regioselectivity of oxidative annulation 

(Scheme 1b), an approach which has not been realized to date. 

Theoretically, such a group would have to precoordinate to the 

metal catalyst and enable a regioselective alkyne insertion. 

Afterwards, the resulting transient intermediate would also have 

to selectively undergo -TDG elimination rather than-hydride 

elimination or reductive elimination, furnishing the active allene 

intermediate. Furthermore, a highly selective intramolecular 

cyclization has to be ensured to circumvent potential side 

reactions. On the basis of this hypothesis, control over the 

regioselectivity and ease of removal would be the important 

criteria for the efficiency of such a directing group. 

 

Scheme 1. TDG enabled regioselective annulation. 

To probe the feasibility of our assumption, we selected 1-

phenylpentan-1-imine (1a) and tertiary propargylic carbonate (2a) 

as model substrates under manganese catalysis.[8,9] It is 

noteworthy that N-H imines are especially challenging substrates 
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for C–H activation, since the possible enamine tautomerization, 

the nucleophilicity of the nitrogen and the facile hydrolysis to the 

ketone can lead to undesired side reactions.[10] Recently, the 

wang group has successfully utilized N–H imines to couple with 

alkynes, achieving an elegant dehydrogenative [4+2] annulation 

in the presence of manganese.[9f] Through an extensive screening 

(for details, see Table S1 in the Supporting Information (SI)), it 

was found that the solvent has a significant impact on promoting 

the reaction efficiency and the expected product 3a can be 

isolated in 88% yield with exclusive selectivity when using 

[MnBr(CO)5] as a catalyst with 20 mol% NaOAc as a base and 

DMF as solvent at 100 oC. Further experiments showed that the 

traceless directing group also plays a crucial role in this 

transformation. Boc-protected propargylic alcohol 2d displayed 

good reactivity while propargylic acetate 2c and propargylic 

alcohol 2b showed low or inert reactivity (Scheme 2). 

 

Scheme 2. All reactions were carried out using 1a (0.10 mmol), 2 (0.15 mmol), 

[MnBr(CO)5] (10 mol%) and NaOAc (20 mol%) in DMF (0.25 mL) under argon 

for 14 h at 100 oC, GC-FID yields using mesitylene as internal standard. 

With the optimized reaction conditions in hand, the scope of 

imines was first investigated. As shown in Scheme 3, a variety of 

alkyl aryl imines bearing either electron-donating groups (R = 

OMe, OPh, Me) or electron-withdrawing groups (R = F, Cl, CF3) 

on the aryl ring, reacted smoothly with 2a, affording the 

corresponding isoquinolines 3a-3g in 63% to 92% yield. The less 

sterically congested C–H bond was preferably annulated in the 

meta-methyl imine, furnishing the desired product 3d in 63% yield. 

When a sterically hindered ortho-fluoro substituted imine was 

employed, the corresponding product 3g was obtained in 70% 

yield. Furthermore, the scope of the reaction with respect to 

propargylic carbonates was explored with 1a. The R1 group in the 

propargylic carbonates was tolerated with aryl, heteroaryl or alkyl 

groups (3a, 3h, 3i). The sterically hindered alkyl groups, such as 

ethyl and cyclopentyl, located on the tertiary carbon of the 

propargylic carbonate were found to marginally affect the 

efficiency of these reactions, providing the products 3j and 3k in 

73% and 77% yields respectively. Furthermore, diaryl ketimine, 

as exemplified by diphenylmethanimine, could also serve as a 

suitable reaction partner and gave the desired product 3l in 94% 

yield. Importantly, arylimidates were also effective, affording the 

corresponding desired products 3m-3p in good to excellent yield. 

Notably, further extending this method to other heterocycles such 

as thiophene and benzothiophene was also successful, giving the 

expected products 3o and 3p in 95% and 73% yield respectively. 

The regioselectivity of this protocol was unequivocally confirmed 

by the X-ray crystallography of 3a and 3m.[11] 

 

Scheme 3. Regioselective Synthesis of Isoquinolines. For details, see 

Supporting Information.  [a] BPh3 (10 mol%) and DME were employed. 

 

Scheme 4. Regioselective switching synthesis of isoquinolines. For details, see 

Supporting Information.  [a] BPh3 (10 mol%) and DME were employed. 

Encouraged by these promising results, we further attempted 

to apply our developed protocol to secondary propargylic 

carbonates. To our delight, a variety of secondary and even 

primary propargylic carbonates were applicable to this procedure, 

affording the desired products in good to excellent yields (Scheme 

4). Intriguingly, complementary to the challenging use of aliphatic 

alkynes or terminal alkynes in C–H activation, dialkyl-substituted 

and monoalkyl-substituted propargyl carbonates were compatible 

as well and delivered the corresponding products 3r-3y in 62% to 

91% yield. It should be noted that a C3 building block, methyl 

prop-2-yn-1-yl carbonate, can also be applied to this annulation 

reaction and gave the expected product 3s in 65% yield, while its 

C3 surrogate, propyne, is a gas and is therefore difficult to utilize. 

Spurred by these exciting results, we synthesized an array of 

isoquinolines (3v-3y) with switchable regioselectivity, which have 
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not been successfully prepared as single isomer using previously 

reported C–H activation methods, highlighting the unique 

practical application of this catalytic system. This protocol was 

also readily scaled up to gram quantities with high efficiency. For 

example, 1.11 g of 3a was isolated with 73% yield (for details, see 

SI), further demonstrating the synthetic utility of this method. 

To gain insight into the reaction mechanism, a series of 

experiments were conducted (Scheme 5). First, no oxidative 

annulation product was detected when N-phenyl-2-pyridinamine 

(4a) was employed, and the skipped diene 5a was isolated 

instead in moderate yield [Eq. a], which might be formed from the 

isomerization of the corresponding allene generated in situ. This 

result revealed that an allene-species might be a key intermediate, 

and that the N-H imine directing group plays a crucial role for the 

selective intramolecular cyclization. Additionally, no chirality 

transfer was observed when chiral carbonate (S)-2e (98% ee) 

was applied, even when the reaction was conducted at a lower 

reaction temperature (80 oC) [Eq. b], implying the intramolecular 

cyclization might be a nucleophilic addition process.[8] 

Furthermore, a kinetic isotope effect (kH/kD = 1.62) was observed 

from two parallel reactions of 1a or [D]-1a with 2a (for details, see 

SI). Notably, a robustness screen was applied to demonstrate the 

good functional group and heterocycle tolerance of this protocol 

(for details, see SI).[12] 

 

Scheme 5. Mechanistic studies. 

 

Scheme 6. Proposed mechanism. 

Based on the aforementioned results and previous reports,[8,9] 

a plausible mechanism was proposed in Scheme 6. The reaction 

commences with base-assisted cyclomanganation of imine 1a, 

forming a five-membered manganacycle I. Afterwards, 

coordination of the carbonyl oxygen of the carbonate 2a to I forms 

manganacycle II, which is followed by a regioselective alkyne 

insertion and subsequent selective β-oxygen elimination to deliver 

the active allene intermediate IV and regenerate the active Mn(I) 

complex. Finally, a highly selective intramolecular cyclization of 

IV would give the desired isoquinoline 3a.[13] 

Furthermore, the synthetic applications of our developed 

method were demonstrated. Isoquinolones are indispensable and 

ubiquitous structural motifs in bioactive compounds and natural 

products.[2d,3] Although great efforts have been devoted for their 

preparation, to date, the regioselective synthesis of isoquinolones 

is still a daunting challenge in C–H activation.[2d,3] Here, we 

synthesized a series of valuable isoquinolones with controlled 

regioselectivity in two steps without isolation of the isoquinoline 

intermediate, which cannot be achieved using the corresponding 

alkynes (Scheme 7). The identity of product 6c was unequivocally 

established by its X-ray single-crystal structure.[11] 

 

Scheme 7. Regioselective switching synthesis of isoquinolones. For details, 

see Supporting Information. 

Additionally, isoquinoline and its derivatives are common 

motifs found in pharmaceuticals and natural products, such as 

antitumor compound PK11209, the peripheral benzodiazepine 

receptor ligand PK 11195, and the drug moxaverine, which was 

used to treat functional gastrointestinal disorders.[14] Pleasingly, 

these compounds were then concisely prepared using our 

protocol (Scheme 8). Again, the regioselectivity plays a crucial 

role in these processes.  

 

Scheme 8. Application to the synthesis of bioactive compounds. For details, 

see Supporting Information.[a] Yield is based on the purity of 1d. 
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In conclusion, we have developed a general and scalable 

strategy to regioselectively synthesize N-heterocycles by using 

alkyne coupling partners with traceless directing group and an 

earth abundant manganese-based catalyst. This protocol 

overcomes the previous limitations of C–H activation with 

unsymmetrical alkyne coupling partners and was also 

demonstrated to be effective with unpolarized aliphatic alkynes, 

affording the desired products with perfect regioselectivity. 

Various isoquinolines and isoquinolones were prepared with 

broaden scope and functional group tolerance. Related bioactive 

compound and pharmaceutical were also readily synthesized 

based on this methodology.  

Keywords: C−H activation • regioselective annulation• 

manganese • unpolarized alkyne • heterocycle 

[1] Selected reviews, see: a) O. Daugulis, H.-Q. Do, D. Shabashov, Acc. 
Chem. Res. 2009, 42, 1074 – 1086; b) D. A. Colby, R. G. Bergman, 
J. A. Ellman, Chem. Rev. 2010, 110, 624 – 655; c) T. W. Lyons, M. 
S. Sanford, Chem. Rev. 2010, 110, 1147 – 1169; d) L. Ackermann, 
Chem. Rev. 2011, 111, 1315 – 1345; e) S. H. Cho, J. Y. Kim, J. 
Kwak, S. Chang, Chem. Soc. Rev. 2011, 40, 5068 – 5083; f) L. 
McMurray, F. O'Hara, M. J. Gaunt, Chem. Soc. Rev. 2011, 40, 1885 
– 1898; g) T. Newhouse, P. S. Baran, Angew. Chem. Int. Ed. 2011, 
50, 3362 – 3374; Angew. Chem. 2011, 123, 3422 – 3435; h) C. L. 
Sun, B. J. Li, Z. J. Shi, Chem. Rev. 2011, 111, 1293 – 1314; i) J. 
Wencel-Delord, T. Droge, F. Liu, F. Glorius, Chem. Soc. Rev. 2011, 
40, 4740 – 4761; j) C. S. Yeung, V. M. Dong, Chem. Rev. 2011, 111, 
1215 – 1292; k) K. M. Engle, T.-S. Mei, M. Wasa, J.-Q. Yu, Acc. 
Chem. Res. 2012, 45, 788 – 802; l) N. Kuhl, M. N. Hopkinson, J. 
Wencel-Delord, F. Glorius, Angew. Chem. Int. Ed. 2012, 51, 10236 
– 10254; Angew. Chem. 2012, 124, 10382 – 10401; m) J. 
Yamaguchi, A. D. Yamaguchi, K. Itami, Angew. Chem. Int. Ed. 2012, 
51, 8960 – 9009; Angew. Chem. 2012, 124, 9092 – 9142; n) J. 
Wencel-Delord, F. Glorius, Nat. Chem. 2013, 5, 369 – 375; o) O. 
Daugulis, J. Roane, L. D. Tran, Acc. Chem. Res. 2015, 48, 1053 – 
1064; p) P. Gandeepan, C.-H. Cheng, Chem. Asian J. 2016, 11, 448 
– 460; q) T. Gensch, M. N. Hopkinson, F. Glorius, J. Wencel-Delord, 
Chem. Soc. Rev. 2016, 45, 2900 – 2936; r) W. Liu, L. Ackermann, 
ACS Catalysis 2016, 6, 3743 – 3752; s) Q. Lu, F. Glorius, Angew. 
Chem. Int. Ed. 2017, 56, 49 – 51; Angew.Chem. 2017, 129, 49 – 51; 
t) C. Wang, Synlett 2013, 24, 1606 – 1613. 

[2] Selected reviews, see: a) N. Yoshikai, Y. Wei, Asian J. Org. Chem. 
2013, 2, 466 – 478; b) R. He, Z.-T. Huang, Q.-Y. Zheng, C. Wang, 
Tetrahedron Lett. 2014, 55, 5705 – 5713; c) J.-R. Chen, X.-Q. Hu, 
L.-Q. Lu, W.-J. Xiao, Chem. Rev. 2015, 115, 5301 – 5365; d) R.-Y. 
Zhu, M. E. Farmer, Y.-Q. Chen, J.-Q. Yu, Angew. Chem. Int. Ed. 
2016, 55, 10578 – 10599; Angew.Chem. 2016, 128, 10734 – 10756. 

[3] a) T. Satoh, M. Miura, Chem. Eur. J. 2010, 16, 11212 – 11222; b) 
G. Song, F. Wang, X. Li, Chem. Soc. Rev. 2012, 41, 3651 – 3678; 
c) L. Ackermann, Acc. Chem. Res. 2014, 47, 281 – 295; d) H. Huang, 
X. Ji, W. Wu, H. Jiang, Chem. Soc. Rev. 2015, 44, 1155 – 1171 e) 
T. Fukutani, N. Umeda, K. Hirano, T. Satoh, M. Miura, Chem. 
Commun. 2009, 5141 – 5143. 

[4] V. Snieckus, Chem. Rev. 1990, 90, 879 – 933. 
[5] J. Mo, L. Wang, Y. Liu, X. Cui, Synthesis 2015, 47, 439 – 459. 
[6] M. C. Whisler, S. MacNeil, V. Snieckus, P. Beak, Angew. Chem. Int. 

Ed. 2004, 43, 2206 – 2225; Angew.Chem. 2004, 116, 2256  – 2276. 
[7] a) Y. Li, Z. Lin, Organometallics 2013, 32, 3003 – 3011; b) Y. Li, Z. 

Lin, J. Org. Chem. 2013, 78, 11357 – 11365; c) W.-J. Chen, Z. Lin, 
Organometallics 2015, 34, 309 – 318. 

[8] a) S. Wu, X. Huang, W. Wu, P. Li, C. Fu, S. Ma, Nat. Commun. 2015, 

6, 7946; b) Q. Lu, S. Greßies, F. J. R. Klauck, F. Glorius, Angew. 
Chem. Int. Ed. 2017, 56, 6660 – 6664; Angew.Chem. 2017, 129, 
6760 – 6764. 

[9] Representative examples for Mn(I)-catalyzed C–H activation, see: 

a) S.-Y. Chen, X.-L. Han, J.-Q. Wu, Q. Li, Y. Chen, H. Wang, Angew. 
Chem. Int. Ed. 2017, 56, DOI: 10.1002/anie.201704952; Angew. 
Chem. 2017, 129, DOI: 10.1002/ange.201704952; b) Y.-F. Liang, V. 
Müller, W. Liu, A. Münch, D. Stalke, L. Ackermann, Angew. Chem. 
Int. Ed. 2017, 56, DOI: 10.1002/anie.201704767; Angew. Chem. 
2017, 129, DOI: 10.1002/ange.201704767; c) C. Wang, A. Wang, 
M. Rueping, Angew. Chem. Int. Ed. 2017, 56, DOI: 
10.1002/anie.201704682; Angew.Chem. 2017, 129, DOI: 

10.1002/ange.201704682; d) Y. Kuninobu, Y. Nishina, T. Takeuchi, 

K. Takai, Angew. Chem. Int. Ed. 2007, 46, 6518 – 6520; Angew. 
Chem. 2007, 119, 6638 – 6640; e) B. Zhou, H. Chen, C. Wang, J. 
Am. Chem. Soc. 2013, 135, 1264 – 1267; f) R. He, Z. T. Huang, Q. 
Y. Zheng, C. Wang, Angew. Chem. Int. Ed. 2014, 53, 4950 – 4953; 
Angew. Chem. 2014, 126, 5050 – 5053; g) W. Liu, J. Bang, Y. Zhang, 
L. Ackermann, Angew. Chem. Int. Ed. 2015, 54, 14137 – 14140; 
Angew. Chem. 2015, 127, 14343 – 14346; h) W. Liu, D. Zell, M. 
John, L. Ackermann, Angew. Chem. Int. Ed. 2015, 54, 4092 – 4096; 
Angew. Chem. 2015, 127, 4165 – 4169; i) B. Zhou, Y. Hu, C. Wang, 
Angew. Chem. Int. Ed. 2015, 54, 13659 – 13663; Angew. Chem. 
2015, 127, 13863 –13867; j) W. Liu, S. C. Richter, Y. Zhang, L. 
Ackermann, Angew. Chem. Int. Ed. 2016, 55, 7747 – 7750; Angew. 
Chem. 2016, 128, 7878 – 7881; k) S. Sueki, Z. Wang, Y. Kuninobu, 
Org. Lett. 2016, 18, 304 – 307; l) N. P. Yahaya, K. M. Appleby, M. 
Teh, C. Wagner, E. Troschke, J. T. W. Bray, S. B. Duckett, L. A. 
Hammarback, J. S. Ward, J. Milani, N. E. Pridmore, A. C. Whitwood, 
J. M. Lynam, I. J. S. Fairlamb, Angew. Chem. Int. Ed. 2016, 55, 
12455 – 12459; Angew. Chem. 2016, 128, 12643 – 12647; m) Q. 
Lu, F. J. R. Klauck, F. Glorius, Chem. Sci. 2017, 8, 3379 – 3383; n) 

Z. Ruan, N. Sauermann, E. Manoni, L. Ackermann, Angew. Chem. 
Int. Ed. 2017, 56, 3172 – 3176; Angew. Chem. 2017, 129, 3220 – 
3224; o) H. Wang, M. M. Lorion, L. Ackermann, Angew. Chem. Int. 
Ed. 2017, 56, 6339 – 6342; Angew. Chem. 2017, 129, 6436 – 6439; 
p) D. Zell, U. Dhawa, V. Müller, M. Bursch, S. Grimme, L. 
Ackermann, ACS Catalysis 2017, 7, 4209 – 4213; q) Y. Hu, C. Wang, 
Sci. China Chem. 2016, 59, 1301 – 1305; r) X. Yang, X. Jin, C. Wang, 
Adv. Synth. Catal. 2016, 358, 2436 – 2442. 

[10] J. H. Kim, S. Greßies, F. Glorius, Angew. Chem. Int. Ed. 2016, 55, 
5577 – 5581; Angew. Chem. 2016, 128, 5667 – 5671. 

[11] CCDC 1555807 (3a), CCDC 1555808 (3m) and CCDC 1555809 
(6c)  contains the supplementary crystallographic data. These data 
can be obtained free of charge from The Cambridge 
Crystallographic Data Centre via 
www.ccdc.cam.ac.uk/data_request/cif. 

[12] a) K. D. Collins, F. Glorius, Nat. Chem. 2013, 5, 597 – 601; b) K. D. 
Collins, A. Rühling, F. Glorius, Nat. Protocols 2014, 9, 1348 – 1353; 
c) K. D. Collins, F. Glorius, Acc. Chem. Res. 2015, 48, 619 – 627. 

[13] There are two possibilities for the cyclization: N-H addition to the exo 
double bond of allene or N-H addition to the endo double bond of 
allene followed by isomerization of the left exo double bond. T. Jia, 
C. Zhao, R. He, H. Chen, C. Wang, Angew. Chem. Int. Ed. 2016, 55, 
5268 – 5271; Angew. Chem. 2016, 128, 5354 – 5357. 

[14] a) Y. L. Janin, E. Roulland, A. Beurdeley-Thomas, D. Decaudin, C. 
Monneret, M.-F. Poupon, J. Chem. Soc., Perkin Trans. 1 2002, 529 
– 532; b) J.-K. Jiang, C. J. Thomas, S. Neumann, X. Lu, K. C. Rice, 
M. C. Gershengorn, Bioorg. Med. Chem. Lett. 2005, 15, 733 – 736; 
c) R. Chen, J. Qi, Z. Mao, S. Cui, Org. Biomol. Chem. 2016, 14, 
6201 – 6204. 

 

 

 
 
 

10.1002/anie.201707396Angewandte Chemie International Edition

This article is protected by copyright. All rights reserved.



COMMUNICATION          

 

 

 

 

 

COMMUNICATION 

 
Traceless Manganese Catalysis! An unprecedented strategy using traceless 

directing groups (TDG) to promote the redox-neutral Mn(I)-catalyzed regioselective 

synthesis of N-heterocycles is reported. This operationally simple approach is highly 

effective with previously challenging unsymmetrical alkyne systems, including 

unbiased dialkyl alkynes, featuring switchable regioselectivity, simple conditions, and 

gram-scale synthesis. 

 

 
Qingquan Lu†, Steffen Greßies†, Sara 

Cembellín, Felix J. R. Klauck, 

Constantin G. Daniliuc and Frank 

Glorius* 

Page No. – Page No. 

Redox-Neutral Manganese(I)-

Catalyzed C–H Activation: Traceless 

Directing Group Enabled 

Regioselective Annulation 

 

 

 

 

 

 

10.1002/anie.201707396Angewandte Chemie International Edition

This article is protected by copyright. All rights reserved.


