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ABSTRACT: Irradiation on N-(ω-alkenyl)isocarbostyrils in the presence of an iridium photocatalyst by LEDs emitting 455 nm 
light gave the corresponding cyclobutane-fused benzo[b]quinolizine derivatives stereoselectively in high yields. Loading 1 mol% of 
the catalyst was enough to obtain high yields of the products in convenient reaction time in many cases. The reaction likely pro-
ceeds through stepwise [2+2] cycloaddition via a triplet biradical intermediate. 

Isoquinoline alkaloids constitute a group of natural com-
pounds with wide scaffold diversity and multi-target potential 
for the treatment of complex diseases.1–5 Some studies have 
suggested multi-modal capacity of isoquinoline alkaloids, 
promoting the polypharmacological research of these mole-
cules, especially in the neurodegenerative diseases and can-
cer.6–8 These backgrounds make isoquinoline alkaloids typical 
structural motifs in pharmaceuticals. In conjunction with a 
recent trend in drug discovery, i.e., “escape from flatland” 
concept,9 conformationally constrained small-ring-fused com-
pounds have attracted much attention in modern medicinal 
chemistry.10,11 In this context, cyclobutanes have interested 
researchers in drug discovery due to the growing demand for 
less lipophilic conformationally restricted analogues of known 
scaffolds rather than the rigid aromatic compounds.12,13 Thus, 
novel small-ring-fused isoquinoline frameworks are expected 
to provide new pharmaceutical candidates in various bioactive 
screening.14,15 To date, a number of synthetic methods have 
been reported for isoquinoline derivatives,16,17 whereas there 
has been much less exploration regarding small-ring-fused, 
especially cyclobutane-fused isoquinoline derivatives. 

The photochemical [2+2] cycloaddition reaction is one of 
the most popular and facile methods of constructing 4-
membered cyclic compounds.18 The [2+2] photocycloaddition 
of isocarbostyril, which is one of typical photo-reactive iso-
quinoline derivatives, with alkenes has been known since al-
most fifty years ago.19 Extensive studies by a research group 
of Kaneko, Bach, and others have contributed to the develop-
ment of this research field.20–23 The reaction is known to pro-
ceed by direct irradiation or under the catalysis of a photosen-
sitizer to give cyclobutane-fused 1-oxo-1,2,3,4-

tetrahydroisoquinolines in moderate to high yields. Intramo-
lecular cycloadditions have also been developed to build up a 
nitrogen-containing poly-cyclic framework.20c,d,21b,d Enantiose-
lective intramolecular [2+2] cycloaddition of isoquinolones 
using well-designed chiral photosensitizer reported by Bach is 
noteworthy.21c–e However, almost all of these reactions re-
quired high energy UV irradiation, which occasionally caused 
undesirable side reactions exemplified by ring-opening reac-
tion that gives a formal metathesis product (Scheme 1a).20d 
Exceptionally, Bach and collaborators have reported an exam-
ple of intermolecular enantioselective cycloaddition of isocar-
bostyril under purple light irradiation (419 nm) with the assis-
tance of a chiral thioxanthone template.22 In this context, the 
realization of the [2+2] photocycloaddition of isocarbostyrils 
under visible light irradiation, which has lower energy than 
UV, would provide much milder alternatives.24,25 

In our continuing work on the photochemistry of heteroar-
omatic compounds,26 it has been recently found that 1-(ω-
alkenoyl)indoles or 3-(ω-alkenyl)indoles show an excellent 
reactivity in the intramolecular [2+2] photocycloaddition sen-
sitized by 3',4'-dimethoxyacetophenone (diMeOAP), which is 
a sensitizer of choice in this kind of reactions, to afford the 
corresponding cyclobutane-fused products in good yields.26a,b 
Inspired by these results, a reaction of N-(4-
pentenyl)isocarbostyril (1a) under sensitization with diMeO-
AP was carried out according to the typical conditions in our 
previous reports, and it was found that a [2+2] adduct 2a was 
produced in nearly quantitative yield (Scheme 1b). This result 
prompted us to conduct the reaction by using a visible-light 
photocatalyst (PC) that have relatively high triplet excitation 
energy (ET) enough to cause energy transfer to 1a, to find that 
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the reaction does proceed under sensitization with some iridi-
um PCs, giving the [2+2] products in high yield with excellent 
stereoselectivity (Scheme 1c).25 I would like to report herein 
the detail of the investigation. 

 
Scheme 1. Intramolecular [2+2] Photocycloaddition of N-
(ω-Alkenyl)isocarbostyril 

 
An iridium photocatalyst, [Ir{dF(CF3)ppy}2(dtbbpy)]PF6 

(PC1, ET=60.8 kcal/mol),27 was chosen for the initial solvent 
screening (Table 1). The reactions were carried out by irradiat-
ing 1a with blue LEDs (455 nm) in the presence of PC1 in a 
series of solvents. The solvents were thoroughly degassed by 
freeze-thaw cycles before use. The reactions were conducted 
at room temperature and discontinued in 1 h irrespective of the 
consumption of 1a. Because so little compound was found 
other than 1a, 2a, and PC1 in 1H NMR spectra of the crude 
mixtures, the reaction was estimated by comparing 1a/2a ratio 
without strict quantification (see, Fig. S1). The reaction pro-
ceeded moderately in alcoholic solvents that have been report-
ed to improve the efficiency of the energy transfer process by 
reducing the triplet energy of the indole derivatives by the 
formation of hydrogen bonds (entries 1 and 2).25d In our cases, 
non-hydrogen bonding polar solvents or halogenated solvents 
turned out to be suitable for the reaction, affording good yields 
of 2a (entries 3–6). Ethereal solvents gave moderate results 
(entries 7 and 8). Although the influence of solvents on the 
reaction is not fully understood, superiority of MeCN or 
CH2Cl2 has been reported in the literature.28 The stereochemis-
try of 2a was determined by conventional NOE experiments 
after isolation (see the Supporting Information). When isolated 
2a was irradiated under the reaction conditions in acetonitrile, 
it was recovered unchanged almost quantitatively. Based on 
these results, acetonitrile was chosen as the best solvent be-
cause it gave the highest yield of 2a and the cleanest reaction. 

 
Table 1. Solvent Screeninga 

 

Entry Solvent 1a : 2ab 

1 MeOH 47 : 53 
2 HFIP 61 : 39 
3 AcOEt 32 : 68 

4 MeCN 7 : 93 

5 CH2Cl2 11 : 89 
6 C6H5CF3 26 : 74 
7 MTBE 41 : 59 
8 THF 44 : 56 
a All reactions were carried out in a Pyrex test tube by external 
irradiation with blue LEDs emitting 455 nm light at a concentra-
tion of 10 mM. b Estimated by the 1H NMR integral ratio of the 
crude mixture. 

 
Next, a series of visible-light photocatalysts that have ab-

sorption around 455 nm were examined (Table 2). 
MesAcrClO4 (PC2) and 4CzIPN (PC5) showed no conversion 
and the starting material 1a was recovered without change 
(entries 1 and 4). The reaction was hardly proceeded in the 
presence of [Ru(bpy)3](PF6)2 (PC3) or Ir(ppy)3 (PC4), where-
as [Ir{dF(CF3)ppy}2(bpy)]PF6 (PC6) and PC1 catalyzed the 
reaction nicely to give 2a in 75% and 86 yield, respectively 
(entries 2, 3, 5, and 6). Considering the ET of the photocata-
lysts shown in the table, these results clearly indicate that a 
photocatalyst that has an ET larger than 60–61 kcal/mol is re-
quired for this reaction to proceed smoothly, though the ET of 
1a is not known in the literature. The T1–S0 energy gap of a 
simplified molecule, N-methylisocarbostyril, was estimated as 
about 62 kcal/mol by theoretical calculations.31 The reaction 
did not proceed at all without photoirradiation (entry 7). When 
the reaction was conducted in the presence of 1,3-
cyclohexadiene, a typical triplet quencher (ET=53 kcal/mol),32 
significant inhibition was observed, and the yield of the prod-
uct largely decreased (entry 8). This result suggests that the 
reaction likely proceeds through triplet sensitization of 2a by 
PC1. No reaction occurred in the absence of the photocatalyst 
(entry 9).  

 
Table 2. Choice of Photocatalystsa 

 

En-
try Photocatalyst ET 

(kcal/mol) 
Conv. 
(%)b 

2a 
(%)
b 

1 MesAcrClO4 (PC2) 44.7 c 0 0 
2 [Ru(bpy)3](PF6)2 (PC3) 46.5 c 3 0 
3 Ir(ppy)3 (PC4) 57.8 c 2 0 
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4 4CzIPN (PC5) 58.3 d 0 0 

5 [Ir{dF(CF3)ppy}2(bpy)]PF6 
(PC6) 60.4 e 79 75 

6 [Ir{dF(CF3)ppy}2(dtbbpy)]
PF6 (PC1) 60.8 c 94 86 

7 f PC1 60.8 c 0 0 
8 g PC1 60.8 c 52 46 
9 none  0 0 
a All reactions were carried out in a Pyrex test tube by external 
irradiation with blue LEDs emitting 455 nm light at a concentra-
tion of 10 mM. b Determined by the 1H NMR integral ratio using 
1,3,5-trimethoxybenzene as an internal standard. c Ref 27. d Ref 
29. e Ref 30. f In the dark. g In the presence of 10 equivalents of 
1,3-cylcohexadiene. 

 
 
With the optimized photocatalyst and solvent in hand, the 

reaction using a variety of isocarbostyril derivatives was ex-
plored next (Scheme 2). The reactions shown in Scheme 2 
were carried out in 0.2 mmol scale in a Pyrex round-bottomed 
flask. The reactions were discontinued as soon as possible 
after consumption of the starting materials. In the reaction of 
1a, the amounts of PC1 could be reduced to 1 mol% by pro-
longing the irradiation time to 3 h, affording 2a in 99% yield. 
Accordingly, the following reactions were conducted in the 
presence of 1 mol% PC1 for 3 h in principle. It was easy to 
scale up the reaction of 1a with little sacrifice of the yield of 
2a (96%). The substituents at the benzene ring of the isoquino-
lone moiety turned out to have influence on the reaction rate. 
The reaction of 1b (6-Br) gave comparable yields of the cy-
clized product 2b (98%) in the standard rection conditions, 
while the reaction of 1c (6-MeO) was somewhat retarded. 
Longer reaction time was required to complete the reaction, 
though the yield of 2c was comparable (97%). The reactions 

with Me-substituted substrates 1d (R6=Me), 1e (R5=Me), and 
1f (R3=Me) gave the corresponding products that have a qua-
ternary carbon at the ring junction around the cyclobutane 
moiety in high yields. The slow reaction of 1e would be at-
tributable to a steric factor in the first ring closure discussed 
below (see, Scheme 4). Interestingly, when the reaction was 
carried out by using (E)- or (Z)-1g, the same product 2g was 
obtained irrespective of the geometry of the alkene moiety. 
This observation was interpreted as a result of stereochemical 
inversion at the terminal alkene carbon to avoid locating the 
methyl group at sterically congested concave site. Similarly, 
irradiation of 1h, which has a cyclohexenyl side chain, cy-
cloadduct 2h was obtained in 83% yield through the trans-
addition to the cyclohexenyl moiety. The relative configura-
tion of 2h was unambiguously determined by X-ray crystallo-
graphic analysis (Fig. 1, CCDC 2226849). The reaction also 
worked well in the case of more sterically demanding sub-
strate 1i, giving the product 2i in excellent yield. In addition to 
that, the variation of the length of the N-alkyl side chain led to 
the formation of five- and seven-membered cycloaddition 
product (2j, 99%, 2k, 77%), though the reaction rate was 
slowed in the reaction of 1k.   

 
Scheme 2. Substrate Scopea,b 

 
a All reactions were carried out in a Pyrex round-bottomed flask 
by external irradiation with blue LEDs emitting 455 nm light at a 
concentration of 10 mM. b Yields of isolated product. c Reaction 
time, 5 h. d Reaction time, 6 h. e Reaction time, 9 h. 
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Figure 1. ORTEP drawing of 2h. 

This reaction worked well when the alkene terminal was re-
placed with an allene moiety. When N-4,5-hexadienyl isocar-
bostyril 3 was irradiated under the typical conditions shown in 
Scheme 2, the cycloaddition products with exo-methylene 
cyclobutane 4 was obtained in 82% (Scheme 3). Unfortunately, 
the separation was quite difficult in this case, the product con-
tained small amounts of un inseparable unknown compound. 
The reaction of 5, which has a side chain shorter than 4, gave 
three types of the adducts, including 6 via distal [2+2] addition, 
7 via proximal [2+2] addition, and very small amounts of ten-
tatively assigned terminal alkyne 8 via 1,5-hydrogen transposi-
tion. The mechanism underlying the formation of the alkyne 
was discussed in our previous work.26b 

 
Scheme 3. Reaction of a Substrate with an Allenyl Side 
Chaina,b 

 
a All reactions were carried out in a Pyrex round-bottomed 

flask by external irradiation with blue LEDs emitting 455 nm light 
at a concentration of 10 mM. b Yields of isolated product. c The 
product contained small amounts of an inseparable unknown 
compound (approximately 5%). 

Concerning the mechanism of the reaction, we presume that 
the reaction pathway is as shown in Scheme 4 based on the 
results discussed above and information from the literatures. 
Triplet 1a, which is generated by energy transfer from the 
triplet PC1, makes a carbon-carbon bond between the 3-
position of the isocarbostyril and the alkene moiety to form the 

tricyclic biradical intermediate A, followed by the ring closure 
accompanied by intersystem crossing (ISC), giving the [2+2] 
adduct 2a. The mechanism underlying this type of radical 
bond formation has been well established in the photoreaction 
between indoles and alkenes,28 as well as the intermolecular 
[2+2] cycloaddition of isocarbostyrils under UV irradition.21c 
The reaction path through the triplet state was also supported 
by inhibitory effect in the presence of a triplet quencher (Table 
2, entry 8). The SET mechanism would be ruled out based on 
the electrochemical data. The E1/2

ox of N-methylisocarbostryril 
is estimated at +1.4~1.5 V (vs. SCE) in the literature,33 where-
as E1/2(PC1*/PC1(IrII)) is known as +1.21 V (vs. SCE).27 This 
means that the reductive quenching of PC1* by N-
alkylisocarbostyrils is unlikely.34 Though the reduction poten-
tial of N-alkylisocarbostryril seems unknown, if the reaction 
proceeds through the oxidative quenching of PC1*, more re-
ducing PC4* (E1/2(PC4(IrIV)/PC4*) = –1.73 V (vs. SCE), 
E1/2(PC1(IrIV)/PC1*) = –0.89 V (vs. SCE))27 should promote 
the reaction, but actually PC4* did not (Table 2, entries 3 and 
6). 

 
Scheme 4. Plausible Reaction Pathway 

 
In summary, an unprecedented [2+2] photochemical cy-

cloaddition reaction of isocarbostyril derivatives catalyzed by 
blue-light (455 nm) photocatalysts has been developed. 
[Ir{dF(CF3)ppy}2(dtbbpy)]PF6 is a catalyst of choice in this 
reaction. With appropriate substrates, the reaction proceeds 
almost quantitatively in the presence of 1 mol% of the catalyst 
within a few hours. It should be noted that the diastereoselec-
tion in this reaction is quite high. A plausible reaction pathway 
is proposed based on some experiments and information from 
the literature. 

 

ASSOCIATED CONTENT  

Data Availability Statement 
The data underlying this study are available in the published arti-
cle and its Supporting Information. 

Supporting Information 
The Supporting Information is available free of charge on the 
ACS Publications website. 
 
Figure S1–S3, experimental procedures, spectral data, and proper-
ty of the LED light source. (PDF) 
 
FAIR Data is available as Supporting Information for Publication 
and includes the primary NMR FID files for compounds [1a–k, 
2a–k, 3, 4, 5, 6, 7]. 
 

3 4  82% c

MeCN, rt, 3 h
N

O

455 nm
1 mol% PC1

N

O
•

H H

H

5

6  65%

MeCN, rt, 3 h
N

O

•

455 nm
1 mol% PC1

N

O

H

H

7  29%

N

O

H

8  1%

N

O

H

H

H

+ +

PC1

PC1
✽3

1a

1a
✽3

3
hν
ISC

ring closure

A

N

O

H

H

2a

N

O

H H

H
ISC

1
2

34



 

CCDC 2226849 contains the supplementary crystallographic data 
for this paper. The data can be obtained free of charge from The 
Cambridge Crystallographic Data Centre 
via www.ccdc.cam.ac.uk/structures. 
 

AUTHOR INFORMATION 

Corresponding Author 
Noriyoshi Arai – Division of Applied Chemistry, Faculty of En-
gineering, Hokkaido University, Sapporo, Hokkaido 060-8628, 
Japan; orcid.org/0000-0003-0964-223X; E-mail: n-
arai@eng.hokudai.ac.jp 
 

Notes 
The author declares no competing financial interest. 

Acknowledgment 
I am deeply grateful to Prof. Toshihiro Shimada, Faculty of Engi-
neering, Hokkaido University for assembling the LED light 
source used in this study. I acknowledge Assoc. Prof. Mingoo Jin 
in Institute for Chemical Reaction Design and Discovery, Hok-
kaido University for his help in the X-ray crystallographic analy-
sis. I thank the Advanced Training Program for Catalytic Study, 
Institute for Catalysis, Hokkaido University, for providing compu-
tational resources. I am grateful to the Instrumental Analysis Sup-
port Office, the Frontier Chemistry Center, Faculty of Engineer-
ing, Hokkaido University for allowing me to use their NMR spec-
trometer for the compound analyses. Finally, I would like to ex-
press my gratitude to the Instrumental Analysis Division, Global 
Facility Center, Creative Research Institution, Hokkaido Universi-
ty for performing the mass spectrometry and providing insight and 
expertise that greatly assisted my research. 

REFERENCES 
(1) Plazas, E.; Avila M, M. C.; Muñoz, D. R.; Cuca S, L. E. Natu-

ral Isoquinoline Alkaloids: Pharmacological Features and Multi-target 
Potential for Complex Diseases. Pharmacol. Res. 2022, 177, 106126. 

(2) Faheem; Kumar, B. K.; Sekhar, K. V. G. C.; Chander, S.; Kun-
jiappan S.; Murugesan, S. Medicinal Chemistry Perspectives of 
1,2,3,4-Tetrahydroisoquinoline Analogs – Biological Activities and 
SAR Studies. RSC Adv. 2021, 11, 12254–12287. 

(3) Singh, S.; Pathak, N.; Fatima, E.; Negi, A. S. Plant Isoquinoline 
Alkaloids: Advances in the Chemistry and Biology of Berberine. Eur. 
J. Med. Chem. 2021, 226, 113839. 

(4) Shang, X.-F.; Yang, C.-J.; Morris-Natschke, S. L.; Li, J.-C.; 
Yin, X.-D.; Liu, Y.-Q.; Guo, X.; Peng, J.-W.; Goto, M.; Zhang, J.-Y.; 
Lee, K.-H. Biologically Active Isoquinoline Alkaloids Covering 
2014–2018. Med. Res. Rev. 2020, 40, 2212–2289. 

(5) Iranshahy, M.; Quinn, R. J.; Iranshahi, M. Biologically Active 
Isoquinoline Alkaloids with Drug-like Properties from the Genus 
Corydalis. RSC Adv. 2014, 4, 15900–15913. 

(6) Mello, A. L. D. N.; Zancan. P. Isoquinolines Alkaloids and 
Cancer Metabolism: Pathways and Targets to Novel Chemotherapy. 
Chem. Biol. Drug. Des. 2022, 99, 944–956. 

(7) Du, Q.; Meng, X.; Wang, S. A Comprehensive Review on the 
Chemical Properties, Plant Sources, Pharmacological Activities, 
Pharmacokinetic and Toxicological Characteristics of Tetrahydropal-
matine. Front. Pharmacol. 2022, 13, 890078. 

(8) Yun, D.; Yoon, S. Y.; Park, S. J.; Park, Y. J. The Anticancer 
Effect of Natural Plant Alkaloid Isoquinolines. Int. J. Mol. Sci. 2021, 
22, 1653–1667. 

(9) (a) Lovering, F. Escape from Flatland 2: Complexity and Prom-
iscuity. MedChemComm 2013, 4, 515−519. (b) Lovering, F.; Bikker, 
J.; Humblet, C. Escape from Flatland: Increasing Saturation as an 

Approach to Improving Clinical Success. J. Med. Chem. 2009, 52, 
6752−6756. 

(10) Levterov, V. V.; Panasyuk, Y.; Pivnytska, V. O.; Mykhailiuk, 
P. K. Water-Soluble Non-Classical Benzene Mimetics. Angew. Chem., 
Int. Ed. 2020, 59, 7161−7167. 

(11) Stepan, A. F.; Subramanyam, C.; Efremov, I. V.; Dutra, J. K.; 
O’Sullivan, T. J.; DiRico, K. J.; McDonald, W. S.; Won, A.; Dorff, P. 
H.; Nolan, C. E.; Becker, S. L.; Pustilnik, L. R.; Riddell, D. R.; 
Kauffman, G. W.; Kormos, B. L.; Zhang, L.; Lu, Y.; Capetta, S. H.; 
Green, M. E.; Karki, K.; Sibley, E.; Atchison, K. P.; Hallgren, A. J.; 
Oborski, C. E.; Robshaw, A. E.; Sneed, B.; O’Donnell, C. J. Applica-
tion of the Bicyclo[1.1.1]pentane Motif as a Nonclassical Phenyl Ring 
Bioisostere in the Design of a Potent and Orally Active γ-Secretase 
Inhibitor. J. Med. Chem. 2012, 55, 3414−3424. 

(12) Goldberg, F. W.; Kettle, J. G.; Kogej, T.; Perry, M. W. D.; 
Tomkinson, N. P. Designing Novel Building Blocks is an Overlooked 
Strategy to Improve Compound Quality. Drug Discovery Today 2015, 
20, 11–17. 

(13) (a) Levterov, V. V.; Michurin, O.; Borysko, P. O.; Zozulya S., 
Sadkova, I. V.; Tolmachev, A. A.; Mykhailiuk, P. K. Photochemical 
In-Flow Synthesis of 2,4-Methanopyrrolidines: Pyrrolidine Analogues 
with Improved Water Solubility and Reduced Lipophilicity. J. Org. 
Chem. 2018, 83, 14350–14361. (b) Druzhenko, T.; Skalenko, Y.; 
Samoilenko, M.; Denisenko, A.; Zozulya, S.; Borysko, P. O.; 
Sokolenko, M. I.; Tarasov, A.; Mykhailiuk, P. K. Photochemical 
Synthesis of 2‑Azabicyclo[3.2.0]heptanes: Advanced Building Blocks 
for Drug Discovery. Synthesis of 2,3-Ethanoproline. J. Org. Chem. 
2018, 83, 1394–1401. 

(14) Blanco-Ania, D.; Gawade, S. A.; Zwinkels, L. J. L.; Maar-
tense, L.; Bolster, M. G.; Benningshof, J. C. J.; Rutjes F. P. J. T. Rap-
id and Scalable Access into Strained Scaffolds through Continuous 
Flow Photochemistry. Org. Process Res. Dev. 2016, 20, 409–413. 

(15) Martin, V. I.; Goodell, J. R.; Ingham, O. J.; Porco, Jr., J. A.; 
Beeler, A. B. Multidimensional Reaction Screening for Photochemi-
cal Transformations as a Tool for Discovering New Chemotypes. J. 
Org. Chem. 2014, 79, 3838–3846. 

(16) Singh, R.; Kumar, S.; Patil, M. T.; Sun, C.-M.; Deepak B. 
Salunke, D. B. Post-Pictet-Spengler Cyclization (PPSC): A Strategy 
to Synthesize Polycyclic β-Carboline-Derived Natural Products and 
Biologically Active N-Heterocycles. Adv. Synth. Catal. 2020, 362, 
4027–4077. 

(17) Chrzanowska, M.; Grajewska, A.; Rozwadowska, M. D. 
Asymmetric Synthesis of Isoquinoline Alkaloids: 2004−2015. Chem. 
Rev. 2016, 116, 12369–12465. 

(18) (a) Poplata, S.; Tröster, A.; Zou, Y.-Q.; Bach, T. Recent Ad-
vances in the Synthesis of Cyclobutanes by Olefin [2+2] Photocy-
cloaddition Reactions. Chem. Rev. 2016, 116, 9748–9815. (b) Hoff-
mann, N. Photochemical Reactions as Key Steps in Organic Synthesis. 
Chem. Rev. 2008, 108, 1052–1103. (c) Hehn, J. P.; Müller, C.; Bach, 
T. In Handbook of Synthetic Photochemistry; Albini, A., Fagnoni, M., 
Eds.; Wiley-VCH: Weinheim, Germany, 2010; pp 171−215. (d) 
Hoffmann, N. In Handbook of Synthetic Photochemistry; Albini, A., 
Fagnoni, M., Eds.; Wiley-VCH: Weinheim, Germany, 2010; pp 
137−169. 

(19) Evanega, G. R.; Fabiny, D. L. The Photocycloaddition of 
Isocarbostyril to Olefins. Tetrahedron Lett. 1971, 12, 1749–1752. 

(20) (a) Chiba, T.; Takada, Y.; Naito, T.; Kaneko, C. Novel Meth-
ods for Introducing a Two-carbon Unit at Either the 3- or 4-Position 
of the Isoquinolone Ring by Means of Photo[2+2]cycloaddition Reac-
tion. Chem. Pharm. Bull. 1990, 38, 2335–2337. (b) Chiba, T.; Takada, 
Y.; Kaneko, C.; Kiuchi, F.; Tsuda, Y. Cycloaddition in Syntheses. LII. 
Stereochemical Pathways of 1-Isoquinolone–Chloroethylene Pho-
to[2+2]cycloaddition: Determination of Regio- and Stereostructures 
of the Products and Explanation for Their Formation. Chem. Pharm. 
Bull. 1990, 38, 3317–3325. (c) Kaneko, C.; Uchiyama, K.; Sato, M.; 
Katagiri, N. Novel Annelation Method to Pyridine and Isoquinoline 
by Photochemical Means. Chem. Pharm. Bull. 1986, 34, 3658–3671. 
(d) Kaneko, C.; Katagiri, N.; Uchiyama, K.; Yamada, T. Photochemi-
cal [2+2] Cycloreversion Reactions of 1,2,2a,8b-



 

Tetrahydrocyclobuta[c]isoquinolin-4(3H)-ones. Chem. Pharm. Bull. 
1985, 33, 4160–4166. 

(21) (a) Wahl, M. H.; Jandl, C.; Bach, T. A [2+2] Photocycloaddi-
tion−Fragmentation Approach toward the Carbon Skeleton of cis-
Fused Lycorine-type Alkaloids. Org. Lett. 2018, 20, 7674–7678. (b) 
Rimböck, K.-H.; Pöthig, A.; Bach, T. Photocycloaddition and Rear-
rangement Reactions in a Putative Route to the Skeleton of 
Plicamine-Type Alkaloids. Synthesis 2015, 47, 2869–2884. (c) Coote, 
S. C.; Pöthig, A.; Bach. T. Enantioselective Template-Directed [2+2] 
Photocycloadditions of Isoquinolones: Scope, Mechanism and Syn-
thetic Applications. Chem. Eur. J. 2015, 21, 6906–6912. (d) Coote, S. 
C.; Bach. T. Enantioselective Intermolecular [2+2] Photocycloaddi-
tions of Isoquinolone Mediated by a Chiral Hydrogen-Bonding Tem-
plate. J. Am. Chem. Soc. 2013, 135, 14948–14951. (e) Austin, K. A. 
B.; Herdtweck, E.; Bach, T. Intramolecular [2+2] Photocycloaddition 
of Substituted Isoquinolones: Enantioselectivity and Kinetic Resolu-
tion Induced by a Chiral Template. Angew. Chem. Int. Ed. 2011, 50, 
8416–8419. 

(22) Tröster, A.; Alonso, R.; Bauer, A.; Bach, T. Enantioselective 
Intermolecular [2+2] Photocycloaddition Reactions of 
2(1H)‑Quinolones Induced by Visible Light Irradiation. J. Am. Chem. 
Soc. 2016, 138, 7808–7811. 

(23) (a) Liu, J.; Wang, S.-M.; Qin, H.-L. Light-induced [2+2] Cy-
cloadditions for the Construction of Cyclobutane-fused Pyridinyl 
Sulfonyl Fluorides. Org. Biomol. Chem. 2020, 18, 4019–4023. (b) 
Minter, D. E.; Winslow, C. D. A Photochemical Approach to the 
Galanthan Ring System. J. Org. Chem. 2004, 69, 1603–1606. (c) 
Suginome, H.; Kajizuka, Y.; Suzuki, M.; Senboku, H.; Kobayashi, K. 
Photoinduced Molecular Transformations. Part 147. [2+2] Photoaddi-
tion of Protected 4-Hydroxy-1(2H)-isoquinolinone with an Electron-
deficient Alkene and the Formation of a 3,6-Epoxy-3,4,5,6-
tetrahydro-2-benzazocin-1(2H)-one via a β-Scission of Cyclobu-
tanoxyl Radicals Generated from the Resulting Photoadduct. Hetero-
cycles 1994, 37, 283–288. (d) Kurita, J.; Yamanaka, T.; Tsuchiya, T. 
A New Synthetic Route to Benzazocines Including the First Example 
of 2-Benzazocines. Heterocycles 1991, 32, 2089–2092. 

(24) Recent reviews. (a) Franceschi, P.; Cuadros, S.; Goti, G.; 
Dell’Amico, L. Mechanisms and Synthetic Strategies in Visible 
Light-Driven [2+2]-Heterocycloadditions. Angew. Chem. Int. Ed. 
2023, 62, e202217210. (b) Zhu, M.; Zhang, X.; Zheng, C.; You, S.-L. 
Energy-Transfer-Enabled Dearomative Cycloaddition Reactions of 
Indoles/Pyrroles via Excited-State Aromatics. Acc. Chem. Res. 2022, 
55, 2510–2525. (c) Sicignano, M.; Rodríguez, R. I.; Alemán, J. Re-
cent Visible Light and Metal Free Strategies in [2+2] and [4+2] Pho-
tocycloadditions. Eur. J. Org. Chem. 2021, 3303–3321. (d) Zhou, Q.-
Q.; Zou, Y.-Q.; Lu, L.-Q.; Xiao, W.-J. Visible-Light-Induced Organic 
Photochemical Reactions through Energy-Transfer Pathways. Angew. 
Chem. Int. Ed. 2019, 58, 1586–1604. 

(25) Recent examples of visible-light-mediated [2+2] dearomative 
cycloaddition of N-heterocycles. (a) Li, H.; He, Y.; Zhang, D.; Yang, 
L.; Zhang, J.; Long, R.-l.; Lu, J.; Wei, J.; Yang, L.; Wei, S.; Yi, D.; 
Zhang, Z.; Fu, Q. Hydrogen Bond Serving as a Protecting Group to 
Enable the Photocatalytic [2+2] Cycloaddition of Redox-active Ali-
phatic-amine-containing Indole Derivatives. Chem. Commun. 2022, 
58, 3194–3197. (b) Ma, J.; Chen, S.; Bellotti, P.; Guo, R.; Schäfer, F.; 
Heusler, A.; Zhang, X.; Daniliuc, C.; Brown, M. K.; Houk, K. N.; 
Glorius, F. Photochemical Intermolecular Dearomative Cycloaddition 
of Bicyclic Azaarenes with Alkenes. Science 2021, 371, 1338–1345. 
(c) Zhuang, W.; Cheng, Y.-Z.; Huang, X.-L.; Huang, Q.; Zhang, X. 
Visible-light induced divergent dearomatization of indole derivatives: 
controlled access to cyclobutane-fused polycycles and 2-substituted 
indolines. Org. Chem. Front. 2021, 8, 319–325. (d) Zhang, Z.; Yi, D.; 
Zhang, M.; Wei, J.; Lu, J.; Yang, L.; Wang, J.; Hao, N.; Pan, X.; 
Zhang, S.; Wei, S.; Fu, Q. Photocatalytic Intramolecular [2+2] Cy-
cloaddition of Indole Derivatives via Energy Transfer: A Method for 
Late-Stage Skeletal Transformation. ACS Catal. 2020, 10, 10149−
10156. (e) Zhu, M.; Huang, X.-L.; Xu, H.; Zhang, X.; Zheng, C.; You, 
S.-L. Visible-Light-Mediated Synthesis of Cyclobutene-Fused In-
dolizidines and Related Structural Analogs. CCS Chem. 2020, 2, 652−

664. (f) Pan, G.; Qin, S.; Xu, D.; Kühn, F. E.; Guo, H. Visible Light-
Induced Pericyclic Cascade Reaction for the Synthesis of Quinolinone 
Derivatives with an Oxabicyclo[4.2.0]octene Skeleton. Org. Lett. 
2021, 23, 2959–2963. (g) Hu, X.; Ding, A.; Xu, D.; Guo, H. Visible 
light-induced One-pot Synthesis of CF3/CF2-substituted Cyclobutene 
Derivatives. Chem. Commun. 2021, 57, 7441–7444. 

(26) (a) Arai, N.; Ohkuma, T. Photosensitized Intramolecular [2+2] 
Cycloaddition of 1H‑Pyrrolo[2,3‑b]pyridines Enabled by the Assis-
tance of Lewis Acids. J. Org. Chem. 2020, 85, 15717–15725. (b) Arai, 
N.; Ohkuma, T. Stereoselective Construction of Methylenecyclobu-
tane-Fused Indolines through Photosensitized [2+2] Cycloaddition of 
Allene-Tethered Indole Derivatives. Org. Lett. 2019, 21, 1506−1510. 
(c) Arai, N.; Mizota, M.; Ohkuma, T. Stereoselective Preparation of 
Spiro[4.4] Cyclic Compounds by the Photochemical Activation of 
Oxazoles. Org. Lett. 2015, 17, 86–89. (d) Arai, N.; Tanaka, K.; 
Ohkuma, T. Novel Intramolecular Photocyclization of α-
Arylthiophene Derivatives. Org. Lett. 2012, 14, 1488–1491. 

(27) Patra, T.; Bellotti, P.; Strieth-Kalthoff, F.; Glorius, F. Photo-
sensitized Intermolecular Carboimination of Alkenes through the 
Persistent Radical Effect. Angew. Chem. Int. Ed. 2020, 59, 3172–3177. 

(28) (a) Zhu, M.; Huang, X.-L.; Sun, S.; Zheng, C.; You, S.-L. Vis-
ible-Light-Induced Dearomatization of Indoles/Pyrroles with Vinyl-
cyclopropanes: Expedient Synthesis of Structurally Diverse Polycy-
clic Indolines/Pyrrolines. J. Am. Chem. Soc. 2021, 143, 13441–13449. 
(b) Zhu, M.; Zheng, C.; Zhang, X.; You, S.-L. Synthesis of Cyclobu-
tane-Fused Angular Tetracyclic Spiroindolines via Visible-Light-
Promoted Intramolecular Dearomatization of Indole Derivatives. J. 
Am. Chem. Soc. 2019, 141, 2636–2644. 

(29) Lu, J.; Pattengale, B.; Liu, Q.; Yang, S.; Shi, W.; Li, S.; 
Huang, J.; Zhang, J. Donor −Acceptor Fluorophores for Energy-
Transfer-Mediated Photocatalysis. J. Am. Chem. Soc. 2018, 140, 
13719–13725. 

(30) Murray, P. R. D.; Bussink, W. M. M.; Davies, G. H. M.; van 
der Mei, F. W.; Antropow, A. H.; Edwards, J. T.; D’Agostino, L. A.; 
Ellis, J. M.; Hamann, L. G.; Romanov-Michailidis, F.; Knowles, R. R. 
Intermolecular Crossed [2+2] Cycloaddition Promoted by Visible-
Light Triplet Photosensitization: Expedient Access to Polysubstituted 
2‑Oxaspiro[3.3]heptanes. J.Am. Chem. Soc. 2021, 143, 4055–4063. 

(31) The S0 and T1 states of N-methylisocarbostyril were optimized 
using (U)B3LYP/6-311+G(2d,p) with the SMD model (acetonitrile) 
and frequency calculations for the stationary points were carried out 
to obtain T1–S0 free energy gap (298.15 K, 1.0 atm) in Gaussian 09. 
Gaussian 09, Revision	 D.01, Frisch, M. J.; Trucks, G. W.; Schlegel, H. 
B.; Scuseria, G. E.; Robb, M. A.; Cheeseman, J. R.; Scalmani, G.; 
Barone, V.; Petersson, G. A.; Nakatsuji, H.; Li, X.; Caricato, M.; 
Marenich, A.; Bloino, J.; Janesko, B. G.; Gomperts, R.; Mennucci, B.; 
Hratchian, H. P.; Ortiz, J. V.; Izmaylov, A. F.; Sonnenberg, J. L.; 
Williams-Young, D.; Ding, F.; Lipparini, F.; Egidi, F.; Goings, J.; 
Peng, B.; Petrone, A.; Henderson, T.; Ranasinghe, D.; Zakrzewski, V. 
G.; Gao, J.; Rega, N.; Zheng, G.; Liang, W.; Hada, M.; Ehara, M.; 
Toyota, K.; Fukuda, R.; Hasegawa, J.; Ishida, M.; Nakajima, T.; Hon-
da, Y.; Kitao, O.; Nakai, H.; Vreven, T.; Throssell, K.; Montgomery, 
Jr., J. A.; Peralta, J. E.; Ogliaro, F.; Bearpark, M.; Heyd, J. J.; Broth-
ers, E.; Kudin, K. N.; Staroverov, V. N.; Keith, T.; Kobayashi, R.; 
Normand, J.; Raghavachari, K.; Rendell, A.; Burant, J. C.; Iyengar, S. 
S.; Tomasi, J.; Cossi, M.; Millam, J. M.; Klene, M.; Adamo, C.; 
Cammi, R.; Ochterski, J. W.; Martin, R. L.; Morokuma, K.; Farkas, 
O.; Foresman, J. B.; Fox, D. J., Gaussian, Inc., Wallingford CT, 2016. 

(32) Turro, N. J. Modern Molecular Photochemistry; University 
Science Books: Sausalito, 1991; p. 353. 

(33) Wu, Z.-L.; Chen, J.-Y.; Tian, X.-Z.; Ouyang, W.-T.; Zhang, 
Z.-T.; He, W.-M. Electrochemical Regioselective Synthesis of N-
substituted/unsubstituted 4-Selanylisoquinolin-1(2H)-ones. Chin. 
Chem. Lett. 2022, 33, 1501–1504. 

(34) Rehm, D.; Weller, A. Kinetics of Fluorescence Quenching by 
Electron and H-Atom Transfer. Isr. J. Chem. 1970, 8, 259–271. 

 
 

 


